PAT VAN DE

Bénh tim mach da va dang la van dé stc khoe duge quan tdm hang
dau trén thé gisi voi ty 16 tir vong cao. Hau hét cac bénh 1y tim mach hién
nay 1 do xo vita dong mach. Do vay, cic yéu t6 nguy co ciia bénh tim
mach dugc ban dén ngay cang nhiéu thudng lién quan dén qua trinh hinh
thanh va phat trién cua xo vita dong mach. Hoi chl'mg rdi loan lipid mau
1a mot trong cac yéu t6 nguy co quan trong nhét dbi voi sy hinh thanh va
phat trién cia xo vira dong mach.

Y hoc hién dai, di tim ra nhiéu loai thudc cé tac dung diéu chinh
r6i loan lipid mau: nhém fibrat (bezafibrat, fenofibrat, gemgibrozil...),
nhém statin (fluvastatin, lovastatin, pravastatin...).

M@t trong nhitng xu huong hién nay trong diéu tri hoi ching rdi
loan lipid mau 1a str dung cac thude c6 ngudn gbe tu nhién, vira mang lai
hi€u qua diéu tri vira han ché duoc cac tac dung khong mong mudn cho
nguoi bénh. Cac nghién ciru 1am sang vé y hoc ¢6 truyén (YHCT) nhan
thiy hoi ching rdi loan lipid mau va chimg dam thap c6 nhiéu diém
tuong doéng. Do vy, c6 thé st dung phuwong phéap chira dam thip trong
YHCTdé diéu trj hoi chimg réi loan lipid méau.

Theo YHCT, rbi loan chirc nang ty vi la ngudn gdc sinh ra chimg
dam thap. Lyua chon bai thudc ¢6 phuong "Dai an hoan” va bao ché thanh
dang cao 16ng vé6i cac vi thude nhu Son tra, Tran bi, Ban ha, Bach linh,
Than khiic... ¢6 tac dung tiéu thuc tich, kién ty dé giai quyét co ché sinh
dam thép theo YHCT, ciing nham diéu tri rdi loan lipid mau. Pé tai duoc
tién hanh véi cac muc tiéu sau:

1. Ddnh gid tic dung diéu chinh roi loan lipid mdu ciia cao

long Dai an trén dong vit thwc nghiém.

2. Ddnh gid hi¢u qud diéu tri va tic dung khéng mong muén

cia cao long Pai an trén bénh nhan réi loan lipid mdu.
NHUNG PONG GOP MOI CUA LUAN AN
Y nghia khoa hoc

Nghién ctru thu dugc nhiing Kkét qua cuy thé, co dd tin cay vé tac
dung cua cao 16ng Pai an trén dong vat thuc nghiém va trén bénh nhan
¢6 16i loan lipid mau, 1am co s cho nhirng nghién ciru tiép theo trén quy
mo 16n hon nham dua ra co sé khoa hoc cho viéc ap dung bai thube cd
phuong Pai an hoan, phuc vu cong tac phong va didu tri bénh 1y réi loan
lipid mau.



Y nghia thyec tién

Chuyén hoa lipid dugc nhiéu nha khoa hoc quan tam vi r6i loan
lipid mau 1a yéu t6 nguy co dan dén xo vita dong mach. D¢ tai da cung
cap nhimg ching ctr khoa hoc vé tac dung diéu chinh RLLPM ctia cao long
Pai an, duoc bao ché tir bai thude cd phuong Dai an hoan, tan dung duoc cac
théao duoc san co trong thién nhién vira c6 hiéu qua diéu trj vira han ché cac tac
dung phu va c6 gia thanh phu hop.

Nhirng dong gép méi

= Cao long Pai an ¢6 tac dung diéu chinh rdi loan lipid mau va tac dung
chéng x0 vira dong mach trén mo hinh dong vat thuc nghiém.

- O mo hinh gay tang lipid mau ndi sinh, cao 16ng Pai an & cac
lidu 9,6g va 19,2 g duoc liéuw/kg déu lam giam c6 ¥ nghia thong ké cac
chi s6 TC, non-HDL-C so v&i 16 mé hinh (p< 0,01). Tac dung tuong
duong vdi atorvastatin 100 mg/kg.

- O md hinh gy ting lipid mau ngoai sinh, cao 16ng Pai an & cac
lidu 4,8g va 9,6g duogc liéu/kg/ngay va atorvastatin lidu 10 mg/kg/ngay
déu 1am giam noéng d6 TC, LDL-C ¢6 y nghia thong ké.

- Mirc d6 thoai hda m& cia gan & cac 16 udng cao long Pai an
c6 giam hon so v6i 16 md hinh. Hinh anh dai thé va vi thé dong mach
chu cua tho cho thiy rd hiéu qua chong XVDM cia cao 1ong Pai an.

= Cao 10ng Pai an c6 tac dung diéu tri bénh nhan rbi loan lipid
mau, tuong duong vdi Axore 10mg (atorvastatin):

- Sau 60 ngay diéu tri, nong d6 TC giam 17,7%; ndng d6 TG giam
20,0%; nong d6 LDL- C giam 14,1% (p <0,01); nong d6 HDL- C ting 8,4%
(p>0,05); chi s6 TC/HDL- C giam 15,7%; chi sé6 LDL-C/HDL- C giam
13,3% (p<0,01).

- Cao 16ng Pai an khong gy anh huéng dén chirc ning hé thong
tao mau va chirc ning gan, thdn & cidc bénh nhan RLLPM sau 60 ngay
diéu tri.

CAU TRUC LUAN AN

Ludn 4n gdm 128 trang, trong d6 dat van dé 2 trang; Téng quan 38
trang; Chét liéu, dbi twong va phuong phap nghién ctru 17 trang; Két qua
nghién ctru 36 trang; Ban luan 32 trang; Két luan 2 trang; Kién nghi 1
trang. C6 128 tai liéu tham khao da dugc sir dung, trong d6 51 tai liéu tiéng
Viét, 8 tai liéu tiéng Trung, 69 tai liéu tiéng Anh. Luan 4n dugc trinh bay
va minh hoa théng qua 45 bang, 5 so o, 12 biéu do, 14 hinh.
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Chuong 1 : TONG QUAN
1.1.Hi chirng roi loan lipid mau
1.1.1. Lipid va lipoprotein trong mau

Céac lipid chinh c6 mat trong mau la cac acid béo ty do, triglycerid
(TG), cholesterol toan phan (TC) gdém cholesterol ty do (FC) va
cholesterol este (CE), phospholipids (PL).

Lipoprotein (LP) 1a nhitng phan tir hinh cau, bao gdm phan nhan chia
dung nhitng phan tir khdng phén cuc la TG va CE, xung quanh bao boc bai
I6p cac phén tir phan cuc: PL, FC va céc protein.

1.1.2. Chuyén héa lipoprotein

LP duoc chuyén hoa theo hai con dudng ngoai sinh va ndi sinh voi
su tham gia ctia cac enzyme va protein van chuyén dong vai tro sinh 1y
quan trong trong chuyén hoa lipoprotein 1a LPL (lipoproteinlipase), HL
(hepatic lipase) va LCAT (lecithin cholesterol acyl transferase).

Chylomicron: TG, TC, PL tir lipid thirc an dwoc hip thu qua niém
mac rudt non tao thanh; VLDL.: giau TG, dugc tao thanh ¢ gan (90%) va
mot phén 6 rudt (10%) vao mau dén cac mo ngoai Vi, co vai tro van
chuyén TG néi sinh; IDL: tr& lai gan, gin vao cac receptor dic hiéu ¢
mang té bao va chiu tic dung cua lipase gan; LDL: 1 chat van chuyén
chinh cholesterol trong mau, chti yéu dudi dang CE, dén cac mo ngoai vi;
HDL: duogc tong hop tai gan hodc tir su thoai giang cia VLDL va CM
trong mau. HDL c6 vai tro van chuyén cholesterol tir cac mo ngoai vi
tré vé gan, 1 yéu t6 bao vé chéng VXPM.

1.1.3. Réi loan chuyén héa lipoprotein

Cin cir vao k¥ thuat dién di, siéu ly tim cac thanh phan lipid
huyét thanh, nim 1965 Fredrickson di phan chia RLLPM thanh 5 typ
dua trén thay ddi cua cac thanh phan lipid. Hoi chimg RLLPM c6 thé 1a
nguyén phat (cac bénh Vé gen) hodc thtr phat sau cac bénh khac nhu béo
phi, nghién ruou, cac réi loan noi tiét (dai thao duong, suy giap, h01
ching than hu,..) hoac sau dung kéo dai 1 sb thube (thudc loi tiéu,
glucocortlcmd) Ché d6 an va su rdi loan chuyén hoa lipoprotein ciing co
moi tu0’ng quan mat thiét VO’l nhau.
1.1.4. Piéu tri hoi chung roi loan lipid mau

Thay doi 16i song 1a van dé co ban va cdt 16i trong diéu tri: ché
d6 an ubng dung, ché do tap luyén thé duc. Thoi gian danh gia hiéu qua
céc bién phap thay ddi 16i sdng thuong tir 2 - 3 thang. Chi dinh thudc khi
can thiét. Dich diéu tri dya trén xét nghiém va nguy co ctia bénh nhan.
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Dua vao co ché tac dung trén lipoprotein, thudc diéu tri r6i loan
lipid mau dugc chia thanh 2 nhom chinh: nhém 1am giam hap thu va ting
thai trr lipid (chat tao phirc voi acid mat; chat uc ché hip thu
cholesterol) va nhom lam giam tong hop lipid (niacin; fibrat; statin).
Ngoai ra con c6 acid béo omega-3 (dau ca) va Alirocumab va Evolocumab
(nhimg khang thé don dong nhén ban, méi duoc FDA phé duyét).

1.2. Quan niém ciia YHCT vé rdi loan lipid mau
1.2.1. Chitng dam thap, nguyén nhan, co ché bénh sinh

Pam thip 14 san pham bénh 1y, dam 1a chat dic, thap khong
dic nhu dam, dam thap sau khi sinh s& gy ra nhitng chtmg bénh moi.
Ngudn gdc sinh ra dam thap do su van hoa bt thuong cia tan dich, tan
dich ngung tu bién hod ma thanh. Binh thudng su van hoa thuy thap
trong co thé dugc diéu hoa bai 3 tang ty, phé, than. Boi vay dam thap co
lién quan dén 3 tang nay. Ching thudc ty 1 chimg quan trong nhat trong
van dé co ché sinh chimg dam tré. Pam thip do ty dwong mét chirc ning
véan hoa, 1am chuyén hoa tan dich bi ngung tré lai thanh thap, thip thing
sinh ra dam. C6 2 loai dam: dam htru hinh va dam v6 hinh. BPam hiru
hinh 1a chat dam sinh ra tir phé va than. Hoi chimg RLLPM theo YHCT
1a do dam vo hinh gay bénh. Biéu hién trén 1am sang rat da dang, dam
thap thi nguoi béo phi, di lai ning né.
1.2.2. Sy tiong dong giita hoi chirmg RLLPM va chimg dam thdp

Can cur trén cac biéu hién 1am sang, nguoi ta thy giita hoi chimg
RLLPM va ching dam thip c6 mot su twong dong kha sau sic vé bénh
nguyén, bénh sinh va tri liéu, vi du vé yéu td bénh nguyén nhu sau:

+ Yéu t thé chat: thuong Ia tién thién bat tac. Twong tu nhu nguyén
nhan di truyén ciia YHHD.

+ Yéu t6 dn udng: an udng qua nhiéu cac chit cao luong, thirc n ngot
béo lam ton thuwong ty vi khién van hoat hat didu, dam thap noi sinh gay
bénh. Tuong ty nhu viéc dn qua nhiéu thirc an m& dong vat va phu tang
ma YHHD thudng dua ra khuyén cdo trong ché do an.

+ Yéu td it van dong thé luc: YHHD ciing dé cap dén mot trong cac nguy
co ciia RLLPM ciing nhu cac bién cb vé tim mach chinh 1a it vin dong
thé luc.

+ Yéu td tinh than: lo nghi hai ty, gian dit hai can, can mdc vugng khic
ty thd 1am coéng nang van hoa suy giam dan dén dam troc @ tré kinh
mach. Py chinh 1a yéu t6 cing thing tinh than (stress) ciia YHHD.

1.2.3. Piéu tri chitng dam thdp bang thuéc YHCT
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- Nguyén tic tri lidu: (1) Vi bénh c6 dic diém 1a “ban hu tiéu
thuc” cho trong diéu tri phai cht ¥ c tiéu va ban.(2) Phai chu trong phép
chira dam vi dam thip c6 vai tro quan trong trong co ché bénh sinh. (3)
Tri dam phai cha y nguyén tdc “trj dam tién trj khi, khi thuin dam tu
tieu”. Gdm 3 phuong phap: bénh nhe dung hoéa dam, bénh ning dung
tiéu dam, dam & mot chd khong ra phai dung phép didu dam. Vi dam ¢
héi chimg RLLPM la dam v6 hinh, luu hanh va & dong ¢ huyét mach nén
khi diéu tri, ding phép hoa dam dé diéu tri nguyén nhan sinh ra dam, lam
cho dam tu hét.

- Cac phuong phap diéu tri co ban: c6 9 phap
Hoat huyét hoa w; Tw dm duong huyét,' Trir dam hoa troc; Thu can binh
can; Loi thity tham thap; Thanh nhiét gidi déc; On kinh théng dwong; Bo
ich nguyén khi.

1.3. Tinh hinh nghién ctru diéu tri RLLPM ciia thuée YHCT

Di c6 rat nhiéu cic nghién ctru trén thé gioi (ddc biét & Trung
qudc) va Viét Nam vé cac thude diéu tri RLLPM, cé trén thyc nghiém va
1am sang. Cac vi thudc va bai thudc da thé hién tac dung kha quan trong
diéu tri hoi ching nay, vi dy nhu Giao ¢ lam, Pan sam, Khuong hoang,
Trach ta, Ha di¢p, Nguu tat, Linh chi, Ngh¢ vang, v.v.... hay cac bai
thuéc: Nhi trin thang, Ban ha bach truat thién ma thang, Giang chi
phuong, Trach ta thang, Linh qué truat cam thang, Giang chi tiéu khat
linh...Cac thudc tir dugc lidu can tiép tuc dwgc nghién ctru va phat trién
dé c6 thé img dung nhiéu hon nita trong tuong lai.

1.4. Téng quan vé bai thudc Pai an hoan

Bai thudc “Pai an hoan” cla tic gia Chu Pan Khé dugc ghi trong cudn
Pan khé tam phap.

- Thanh phﬁn: Son tra 24g, Bach truat 12g, Phuc linh 12g, Ban ha ché
12g, Than khuc 8g, Lién kiéu 4g, Tran bi 4g, Lai phuc tir 4g.

- Téac dung: tiéu thyc, kién ty hoa vi, thanh nhiét loi thap.

- Chua tri: chita chung ty hu thap tré, dai tién long nat, day bung, dau
bung, chan an, réu ludi day nhon, mach hoat.

- Giai nghia phuong thudc: vi thubc Son tra dong vai tro 1a Quén, co tac
dung tiéu tich cac chat didu m&. Cac vi: Than khuc, Lai phuc ti, Ban ha,
Tran bi 1a Than, trong d¢6 Than khic va Lai phuc tir c6 tac dung tiéu tich
cac chat duong bot, c6 thém tac dung giang khi hoa dam. Tran bi va Bén
ha hanh khi héa tré, hoa vi trir dam thap. Cac vi Phuc linh va Bach truat
dong vai tro Ta, lam ting cuong tac dung kién ty trir thap. Lién kiéu la
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Str, tan két thanh nhiét do thuc ngung dinh tich.
* Dang bao ché thuoc nghién ciru

Thubc nghién ctu dugc bao ché dudi dang cao 16ng, mot dang
thudéc YHCT thuong dugce sir dung trén 1am sang, cd tinh on dinh cao,
hép thu t8t va thuén tién trong bao quan hon so véi dang thudc sic.
Cao 16ng Pai an da duoc nghién ciru doc tinh cip tai BO mon Dugc 1y,
Truong Pai hoc y Ha Noi. Két qua: chua xac dinh dugc LD5O0.

) ) Chuong 2
CHAT LIEU - POI TUQNG - PHUONG PHAP NGHIEN CUU

2.1. Nghién ctru thuc nghiém

2.1.1. Chit li¢u nghién ctru

- Cao long Pai an, bao ché vai ti 18 3:1 (Iml cao twong dwong 3g dugc
liéu) tai Khoa dugc bénh vién Y hoc cd truyén trung uong.

- Thudc ddi ching: Vién nén Atorvastatin 10mg (STADA-Viét Nam).
2.1.2. P6i twong nghién ciru

Chudt nhit tring ching Swiss truong thanh, chudt cong tring ching
Wistar, tho khoe manh chung Newzealand White dat tiéu chuan nghién
ctru do céc trung tAm chin nudi dong vét thi nghiém c6 uy tin cung cap.
2.1.3. Phwong phap nghién ciru

- M6 hinh gay tang lipid mdu néi sinh: Ap dung va diéu chinh mé hinh
cua Millar va cong su (2005).

- Mé hinh gdy roi loan lipid mdu ngogi sinh: Ap dung md hinh cua
Nassiri va cong su (2009) co diéu chinh ham lugng acid cholic va PTU.

- Nghién ciru tdc dung chong xo vita dong mach ciia cao long Dai an:
Céac 16 tho dugc giy ting lipid mau va XVDM bang hdn hop diu
cholesterol va dugc udng thudc thir trong 8 tuan. Cac thong s6 danh gia
1a chi sb lipid mau (TC, TG, HDL-C, LDL-C), hoat d6 cac enzym gan
(AST, ALT), hinh anh m6 bénh hoc ctia dong mach chi va gan tho.
2.1.4. Pia diém thyc hién: Bo mon Dugc 1y, truong Pai hoc Y Ha Noi.
2.1.5. Xir Iy s6 liéu: bang phuong phap thong ké y sinh hoc. Kiém dinh
céc gia tri bang t-test Student hoic test trudc-sau.

Chu thich p<005 | p<001 | p=<0001
Khac biét so voi 6 chung sinh - o -
hoc

Khac biét so voi 16 mo hinh c b a




2.2. Nghién ciu 1am sang
2.2.1. Chit ligu nghién ciru
- Cao l6ng Pai an, bao ché vai ti 18 2:1 (Iml cao twong dwong 2g dugc
ligu) tai Khoa dugc bénh vién Y hoc cd truyén trung wong.
- Thudc d6i chung: vién nén Axore 10mg (atorvastatin) ciia cong ty
Gracure, An dd san xuit.
2.2.2. Pdi twgng nghién ciru

Gom 120 bénh nhan dugc chan doén c6 hoi chimg RLLPM, c6
triéu chimg ctia dam thap theo YHCT, dén kham va diéu tri tai Bénh vién
YHCT Trung wong. Bénh nhan dugc lya chon theo ti€u chuén lua chon
va tiéu chuén loai trir cia nghién ctu.
2.2.3. Phwong phap nghién ciru

Nghién ciru thir nghiém 1dam sang mé c¢6 dbi chung, so sanh trude
va sau diéu tri, so sanh gitta hai nhém. C& mau nghién ctu 120 bénh
nhan, duoc phan bd thanh 2 nhém: nhom nghién ctru (60 bénh nhan) ung
cao 1ong Dai an, mdi ngay ung 40 ml, chia 2 lan, ung lién tuc trong 60 ngay.
Nhom dbi ching (60 bénh nhén), uéng vién Axore 10mg x 1vién/ngay x
60 ngay. T4t ca bénh nhan dugc huéng dan ap dung ché d6 an cho ngudi
c6 RLLPM trong subt qua trinh nghién ctru. Duya trén cac triéu chimg 1am
sang, bénh nhan & mdi nhém duge phan thanh 3 thé thuong gip nhét trén
lam sang theo YHCT la: Bam troc @ tr, Ty than duong hu va Can than
am hu.

Céc chi sd danh gia: (tai cac thoi diém Dy, D3g va Dgg) Lam sang:
chiéu cao, can nang, chi s6 khéi co thé (BMI), mach, huyét 4p. Can 1am
sang: cong thirc méau (s6 lugng HC, BC, TC, ham lugng HGB, HTC);
thanh phén lipid mau (cholesterol, triglycerid, HDL-C, LDL-C); ALT,
AST, ure, creatinin, glucose.

2.2.4. Dia diém nghién ciru: Khoa Kham bénh, Bénh vién YHCTTU.
2.2.5. Xir Iy s6 liéu: Str dung chuong trinh SPSS 16.0.Kiém dinh céc gia
tri bang t-test Student va 2.
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Chuong 3: KET QUA NGHIEN CUU

3.1. Két qua nghién citu trén thuc nghiém

3.1.1. Téc dung diéu chinh lipid mau trén mé hinh ndi sinh

Bing 3.1. Tic dung ciia cao Pai an 1én nong dp lipid mdu
& mé hinh ngi sinh ( X £SD)

Non-
L6 nghién TG TC HDL-C HDL-C
n -
{ mmol/L mmol/L mmol/L
ciru ( ) | ( )| ( ) (mmol/L)
M6 hinh 10 10,53 8,37 0,59+ 7,78 £
2,30 0,82 0,06 0,82
Atorvastatin 10 15,46 + 6,79 + 0,64 £ 6,15 +
100mg/kg 4,68" 1,14° 0,16 1,08
Cao long
6,89 + 0,55 + 6,34 +
bai 1 *
ai an 9,69 0] 9,88+3,00 0,65° 0.04 0,672
DL/kg
Cao long
. 11,63 £ 7,13 0,54+ 6,59 £
Daian 19,29 | 10 b c b
3,60 0,96 0,05 0,97
DL/kg

6.0

9 5.0
= ]
2 40
g

= 30
s 20
s

Z 10

0.0

re

Thanh ph;.‘in lipid

3.1.2. Tac dung diéu chinh lipid mau trén mé hinh ngoai sinh

OMO hinh 8 Atorvastatin 10me/ke BPDAH 4.8z duwoc héuw'keg ODAH 9,62 duoc heu/ke

Biéu d6 3.1. Tdc dung ciia cao léng Dai an lén nong d¢ lipid mdu

0 mo hinh ngogi sinh sau 4 tuan.




9

3.1.3. Tac dung chéng xo vira dong mach trén thyc nghiém
3.1.3.1. Anh huong ciia cao

long Pai an lén nong do lipid mau tho
20 -

-
N

Nong 4o (mmol L)
s

5 Ve e e
' ] 5 b = |
% N #5527 7
o l:‘l 4] D % ,
TG TC HDL-C

Thanh phan lipid
0 Chimg sinh hoc M6 hinh P P O Atorvastatin Sme/kg

@BDAH 2 4g duoc liéwkg BDAH 4.8g duoc lieuw/kg

Biéu d6 3.2. Tic dung ciia cao long Pai an lén néng dg lipid mdu
0 mo hinh giy XVDM sau 8 tuin
3.1.3.2. Nhitng thay doi vé hinh anh giai phau bénh
W 5 g 4'.' '\' ! ﬁf 00

Hinh 3.3. Hinh anh vi
vi thé PMC thé -  thé PMC thé - Lo mé thé PMC thé - Lo

L6 ching: DM bink ~ hinh: ton thwongndi ~ ubng  Atorvastatin:
thuong ( HEx400) Mac PM do cholesterol ~ DM binh

thuong
(HEx400)

of TN NS A ._: e“~' A% X ;‘7"
Hinh 3.4. Hinh &nh vi th¢ PMC Hinh 3.5. Hinh anh vi thé PMC
thé - Lo udng cao DA 24g/kg: thé - Lo udng cao PA 4,8g/kg:
Day nhe néi mac DM (HEx400) DM binh thuong (HEx400)



Hinh 3.6. Hinh dnh Hinh 3.8. Hinh dnh vi
vi thé gan thé 16 thé gan thé 16 mé thé gan thé 16 udng
chirng: Ganganbinh  hinh: Ganthodi héamiic  Atorvastatin:  Gan
thuong do nang (HEx400) thodi héa mé mirc do

( HEx400)

A P b DT e A T A
Hinh 3.9. Hinh inh vi thé gan Hinh 3.10. Hinh anh vi thé gan
thé 16 udng cao PA 2,4g/kg: Gan thé - 16 udng cao DA
thodi hoa mo muwc do vwa 4,8g/kg:thodi hoa mé mirc do viea
(HEx400) dén nang (HEx400)

3.1.3.3. Anh huong ciia cao long Pai an 1én hoat dp AST va ALT & tho

240
*okok g
200
oo /\ ook
=) I T A
= 2
= 120
E 30
=
=
40
o
Truéc Sau 4 tuan Sau 6 tuan Sau 8 tuan
. Théi gian .
—— Chimg zinh hoc —— N6 hinh e Atorvastatin Smg/ke
——DAH 2 4z duoc lidw/kg ———DAH 4.8z duoc lidu/ke

Biéu db 3.3. Sw thay déi hoat dp AST sau 8 tuin ué'ng thuéc.
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Néng dd (UIL)

***a
-
s sklk*a
EEL Y i
[ —— DI —— =i
Trudc Sau 4 tuan Sau 6 tuan Sau 8 tuan
Thoi gian

—&— Chimg =inh hoc

——NM6 hinh
PAH 2.4g duoc lieu/kg —+=—DAH 4.8g duoc lieukg

—h— Atorvastatin 5 ma/kg

Biéu do 3.4. Sw thay doi hoat dp ALT sau 8 tuin uéng thuéc.

3.2. Két qua nghién ciru trén 1am sang

3.2.1. Pic diém chung ciia d6i twgng nghién ctru

Bing 3.2. Phén bé tudi ciia cdc déi twong nghién ciru.

Nhom | Cao long Pai an Axore 10mg Téng s6

(n=60) (n=60) (n=120)
Tubi S5BN | Tylé | S6BN | Tylé | S6BN | Tylé
(%) (%) (%)
<50 6 10,0 7 11,7 13 10,8
50 - 59 14 23,3 13 21,7 27 22,5
60 — 69 15 25,0 21 35,0 36 30,0
>70 25 41,7 19 31,7 44 36,7

X +SD 64,5+ 10,6 62,4 £10,5
63,4 +£10,5
p>0,05

B Nam

mN{

. = Nam

N

Axore

Biéu do 3.5. Gidi tinh ciia cdc doi twong nghién ciru.
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Bing 3.3. Phén loai BMI ciia cdc bénh nhén trude diéu tri

Nhom | Cao long Pai an Axore 10mg Tong sb
(n= 60) (n=60) (n=120)
BMI S5BN | % | SOBN % S6 BN %
Nhe can 3 5,0 0 0 3 2,5
Binh thuong 30 50,0 33 55,0 63 52,5
Thira can 18 30,0 16 26,7 34 28,3
]13"0 phido |9 | 450 | 11 | 183 | 20 | 167
]2360 phi d6 0 0 0
p>0,05
Bing 3.4. Chi sé lipid mdu ciia cdc bénh nhan truwéce diéu tri.
Cao long Pai an Axore 10mg
Chi sb (n=60) (1) (n=60) (2) Pis
(X £ SD) (X £ SD)
TC (mmol/L) 5,86 + 1,25 6,24 +1,01 >0,05
TG (mmol/L) 3,00 + 1,52 3,32+1,93 >0,05
HDL-C 1,07 40,32 1,16 0,23 >0.05
(mmol/L)
LDL-C 334+ 1,39 4,18+ 151 <0.05
(mmol/L)
TC/HDL-C 572 +1,22 5,49 + 1,15 >0,05
LDL-C/HDL-C 3,15+ 1,05 361+1,15 >0,05
Bing 3.5. Pic diém vé thé bénh theo YHCT.
Nhom | Cao long Dai an Axore 10mg Tong $6
(n=60) (n=60) (n=120)

q Sb Tylé | Sb Ty 1& S6 | Tyle
Thé bénh BN (%) | BN (%) BN (%)
Pam troc {r tré 30 500 | 28 46,7 58 48,3
Ez than duong | g 300 | 17 | 283 35 | 29,2
Canthanamhu | 12 200 | 15 25,0 27 22,5

p>0,05




3.2.2. Thay déi cac tri¢u chirmg lam sang
Bang 3.6. Thay doi cac triéu chirng ciia nhém Pam troc i tré
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Nhoém, Cao long Pai an (n =30) Axore 10mg (n =28)
) hot DGO DGO

e chmee | Do | Hét | Giam Ko Do | hg | Giam | <HONG

Co thé nang 8/30 5/8 3/8 0 7128 217 217 37
né 26,7% | 62,5% | 37,5% 0 25% | 28,6% | 28,6% | 42,8%
Dau ning diu 14/30 | 5/14 8/14 1/14 | 11/28 | 2/11 5/11 4/11
' 46,7% | 35,7% | 57,1% | 7,2% | 39,3% | 18,2% | 455% | 36,3%

Chan tay té 11/30 | 7/11 | 3/11 | 1/11 | 15/28 | 4/15 6/15 5/15
nang 36,7% | 63,6% | 27,3% | 9,1% | 53,4% | 26,7% | 40,0% | 33,3%
An kém 15/30 | 12/15 | 3/15 0 12/28 | 2/12 312 7112
50,0% | 80,0% | 20,0% 0 42,8% | 16,7% | 25,0% | 58,3%

Chat 1udi béu 10/30 | 6/10 3/10 1/10 | 11/28 | 1/11 2/11 8/11
" 1333% | 60% | 30% | 10% |39,3% | 9,1% | 182% | 72,7%

Réu tron nhét 16/30 | 3/16 9/16 4/16 | 18/28 | 2/18 5/18 11/18
53,3% | 18,7% | 56,3% | 25,0% | 64,3% | 11,1% | 27,8% | 61,1%

Mach huyén 22/30 | 6/22 | 12/22 | 4/22 | 21/28 | 3/21 8/21 10/21
hoat 73,3% | 27,3% | 54,6% | 18,1% | 75,0% | 14,3% | 38,1% | 47,6%

Bing 3.7. Thay doi cdc triéu ching ciia nhém Ty thin dwong hw

Nhom, Cao léng Dai an (n =18) Axore 10mg (n=17)
oi dlém D60 D60
Tricu chim Do | Hét | Giam Kggi”g Do | Hét | Giam Kggi”g
Mét moi vo| 6/18 4/6 2/6 0 4/17 1/4 1/4 2/4
luc 33,3% | 66,7% | 33,3% 0 23,5% | 25,0% | 25,0% | 50,0%
Chong mat 4/18 2/4 2/4 0 8/17 3/8 3/8 2/8
22,2% | 50,0% |50,0% 0 47,1% | 37,5% | 37,5% | 25,0%
Chan tay lanh | 5/18 4/5 1/5 0 6/17 0 3/6 3/6
27,8% | 80,0% | 20,0% 0 35,3% 0 50,0% | 50,0%
Bung day| 7/18 417 3/7 0 9/17 1/9 4/9 4/9
truéng 38,9% | 57,1% | 42,9% 0 52,9% | 11,1% | 44,4% | 44,4%
Pai tién phan| 7/18 217 5/7 0 6/17 0 2/6 4/6
nat 38,9% | 28,6% | 71,4% 0 35,3% 0 33,3% | 66,7%
Ludi nhot 8/18 2/8 3/8 3/8 6/17 0 2/6 4/6
44,4% | 25,0% | 37,5% | 37,5% | 35,3% 0 33,3% | 66,7%
Réu ludi trang| 15/18 4/15 6/15 5/15 12/17 | 1/12 4/12 7/12
day 83,3% | 26,7% | 40,0% | 33,3% | 70,6% | 8,3% | 33,3% | 58,3%
Mach tram té 12/18 3/12 5/12 4/12 11/17 | 2/11 2/11 7/11
66,7% | 25,0% | 41,7% | 33,3% | 64,7% | 18,2% | 18,2% | 63,6%
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Bing 3.8. Thay dbi cdc triéu chirng ciia nhém Can thin am hw

Nhom, Cao l6ng DPai an (n=12) Axore 10mg (n=15)
oi diém Deo Dso

D X .. Khoén D P .. Khén
Trigu chirh 0 Heét | Giam adi g 0 Hét | Giam abi g

Chong mat 6/12 2/6 3/6 1/6 5/15 1/5 3/5 1/5
50,0% | 33,3% | 50,0% | 16,7% | 33,3% | 20,0% | 60,0% | 20,0%

U tai 4/12 2/4 2/4 0 3/15 0 1/3 2/3
33,3% | 50,0% | 50,0% 0 20% 0 33,3% | 66,7%

Ngil tim 5/12 2/5 3/5 0 6/15 0 3/6 3/6
phién nhiét | 41,7% | 40,0% | 60,0% 0 40,0% 0 50,0% | 50,0%

Miéng kho| 5/12 2/5 3/5 0 6/15 0 2/6 4/6
khat 41,7% | 40,0% | 60,0% 0 40,0% 0 33,3% | 66,7%

Pai tién tao 4/12 1/4 3/4 0 5/15 0 2/5 3/5
33,3% | 25,0% | 75,0% 0 33,3% 0 40,0% | 60,0%

Ludi do, it| 7/12 0 417 3/7 9/15 1/9 2/9 6/9
réu 58,3% 0 57,1% | 42,9% | 60,0% | 11,1% | 22,2% | 66,7%

Mach huyén | 8/12 2/8 4/8 2/8 7/15 0 317 417
té sac 66,7% | 25,0% | 50,0% | 25,0% | 46,7% 0 42,9% | 57,1%

3.2.3. Bién doi cac chi so lipid mau trwéc va sau diéu tri

Bing 3.9. Thay doi néng dp Cholesterol toan phan sau diéu tri.

Nhom | Cao long Pai an (n= Axore 10mg
60) (1) (n=60) (2)
Thoi < ) < ) .
sidn X +SD gf;fl X +SD gf:rfl Piz
(mmol/L) (%) (mmol/L) (%)
6,24 +
DO 5,86+ 1,25 101 p>0,05
552+
D30 441+1,12 24,7 103 11,5 p<0,05
4,94 +
D60 4,82 +1,08 17,7 0.78 20,8 p>0,05
Po 30 <0,001 <0,001
Po-s60 <0,001 <0,001
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Bing 3.10. Nong dé Triglycerid truwde va sau diéu tri.

Nhém| Cao Pai an (n=60) (1) | Axore 10mg (n=60)

Th )
diem X+SD | Mic | X+SD gf;ni Puz
14 0
(mmol/L) | giam (%) | (mmol/L) (%)

DO 3,00 +1,52 3,32+1,93 p>0,05
D30 2,25+1,24 250 |2,76x1,42| 16,9 p<0,05
D60 2,40+1,39 20,0 ]2,20+0,86| 33,7 p>0,05

Po 30 <0,001 <0,01
Po-s0 <0,001 <0,001
Bing 3.11. Thay déi néong dp HDL- C sau diéu tri
Nhém| Cao Dai an (n= 60) | Axore 10mg (n=60) (2)
1)
Thot x+sp | MIC | xigp | Mic | P
diem (mmol/L) thay doi (mmol/L) thay d6i
(%) (%)

DO 1,07 £0,32 1,16 £ 0,23 p<0,05
D30 1,14+0,23| 165 1,08 £ 0,26 16,8 p>0,05
D60 |[1,16+0,24| 184 | 1,07+028 | |79 | p>0,05
Po-30 >0,05 >0,05
Po - 60 >0,05 >0,05

Bing 3.12. Thay déi nong dp LDL- C sau diéu tri.
Nhom | Cao Pai an (n= 60) Axore 10mg (n=60)
¢! )
Thyi — - - - _
fii\ | XzsD 214;101 X +SD gf;’rfl Puz
(mmol/L) (%) (mmol/L) (%)
3,94 £
DO 139 4,18 +1,51 p>0,05
2,63 +
D30 0.96 24,2 3,21+0,85 23,2 P<0,05
2,87+
D60 0.88 14,1 2,85+ 0,64 31,8 p>0,05
Po_30 <0,001 <0,001
Po-60 <0,01 <0,001
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3.2.4. Két qua diéu tri roi loan lipid mau theo tiéu chuin da dwa ra

3.2.4.1.Pdnh gid hiéu qua diéu tri theo YHHP

50+ 45.0

36,7
401

301

16,7
20

T3 1é (%)

10

DAH Axore Loai thude

@ Hiéu qua tot @ Hiéu qua kha O K héng hidu qua O Hiéu qua xfu
Biéu do 3.12. Két qua di€u tri roi loan lipid mau theo YHHD

3.2.4.2. Bdnh gid hiéu qua diéu tri theo YHCT

45
45 - 40
36,7 ]
40 A = Cao long PA
| 31,6
35 = Axore
30 A 17
2 21,
5 25 4 18.3
=20 -
15 1
6,7
10 A
5 4 -
0 T T T T
Tot Kha Khoénghiéu Hiéuquaxau  Hiéuqua
qua

Biéu dob 3.13. Két qud diéu tri roi loan lipid mau theo YHCT
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3.2.8.3. Moi lién quan giita higu qud diéu tri véi thé bénh ciia YHCT
Bdng 3.31. So sanh hiéu quad diéu tri giita cdc thé bénh YHCT

Pam troc Ty thin Can than
o tré dwong hu am hw
(h=30)1) | n=18(2) n=12(3) D
% Thay doi % Thay doi % Thay doi
(mmol/l)
116.28 + 116.82 + 113.70 + PF: 2>86085
Cholesterol 19.62 19.44 15.78 Pos >005
P,s >0.05
o 12271+ 111,93 + 118.49 + PT;S(’)O&
Triglycerid 29.90 21.16 30.90 Pps >0.05
P,.s >0.05
P >0,05
10.06 + !
] 165243227 | | 17.86£29.03 | Py,>0,05
HDL-C 22.74 o 200n
P,s >0.05
P >0,05
15.35 + 112.84 + !
~ | 1160722054 | 1 P, >0,05
LDL-C 27.77 17.87 o 2008
P,s >0.05

3.2.9. Panh gia tac dung khéng mong muon ciia thudc
Bing 3.33. Thay déi mét sé chi sé huyét hoc sau diéu tri.

Nhém Cao long Pai an (n= 60) Axore 10mg (n=60)
(X +SD) (X +SD)
Chi s Tmiiidleu Sau 60 ngay Tm(i:idleu Sau 60 ngay
SLhongcau | 4,24+0,43 | 432+0,58 | 449+0,49 | 4,51+0,50
(T >0,05 >0,05
Hemoalobin 127,17 129,61 135,61 138,87
( ?I) ' +13,96 +13,76 +14,19 +12,90
g 0,05 0,05
SLbachciu | 6,64+1,69 | 634+1,78 | 6,94+154 | 7,06+ 1,50
(G >0,05 >0,05
S tidy ol 24527 253,59 250,58 259,41
(gﬁ)"au +4471 + 6424 + 69,53 + 56,86
>0,05 >0,05
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Bing 3.34. Thay déi mét sé chi sé héa sinh méu sau diéu tri.

’Nhém Cao long bai an (X + SD) Axore 10mg (X = SD)
Chi 80 Trude didu .| Truécdiéu | Sau60
. Sau 60 ngay . R
tr1 tr1 ngay
AST | 2756+975 | 2384+673| °5288% | 37254
L) 19,16 13,26
>0,05 >0,05
26,41 + 30,99 + 36,34 +
1 + 1 1
'(ACJLI;I)- 10,35 26,33£6,75 18,20 13,17
>0,05 >0,05
494 +
Ure 5,44 + 1,56 5,40+ 1,43 541+154 109
(mmol/l) 50,05 <001
.. 87,6 +
Creatinin 96,52+51,2 | 97,4+17,8 88,1+15,1 145
(umolfl) >0,05 0,05
Glucose 523+0,73 | 5,39 +£0,75 | 5,20+0,89 4(’)9§3i
(mmol/l) 50,05 <0.05

Bing 3.35. Mgt sé trigu chitng khéong mong muon.

Cao long Dai an Axore 10mg 2 _
Trigu (n=60) (n=60) Tong (n=120)
ching Sb Ty 1& S6 Ty 1& S6 | Tylé (%)
BN (%) BN (%) BN

Mét moi 0 0 2 3,4 1 0,8
Pau co 0 0 1 1,7 1 0,8
Man ngira 0 0 0 0 0 0
Kho tiéu 2 33 1 1,7 3 2,5
Ia chay 1 1,7 0 0 1 0,8
Téo bon 0 0 0 0 0 0
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Chuwong 4: BAN LUAN

4.1. TAC DUNG PIEU CHINH LIPID MAU CUA CAO LONG PAI
AN TREN THU'C NGHIEM

4.1.1. Tac dung diéu chinh lipid mau ciia cao léng Pai an trén md
hinh gy roi loan lipid mau ngi sinh

Trén m6 hinh RLLPM néi sinh, ching t6i chon lidu cao long Pai an la
19,2 g duoc lidwkg (liéu twong dirong liéu ding trén nguoi tinh theo hé sé
12), liéu thtr thap hon 12 9,6g dwoc lidw/kg (liéu cé tic dung bang mét nira
liéu ding trén ngueoi, tinh theo hé s6 12)

Do nong d6 TG & cac 16 duge tiém mang bung P-407 déu 16n hon rat
nhiéu giéi han déng tin cdy ctia néng d6 TG dé tinh toan ndng d6 LDL-C
theo cong thirc Friedewald. Vi vay, chi s6 non-HDL-C di duoc st dung
thay thé cho LDL-C dé danh gia mic do RLLPM cua chudt nhét tring
cling nhu danh gia hiéu qua diéu tri cua thudc thir d6i v6i tinh trang ting
cholesterol mau.

Cao 16ng Pai an & cac liéu 9,6 g duoc lidw/kg va 19,2 g duge lidu/kg
déu lam giam c6 ¥ nghia théng ké cac chi sé6 TC, non-HDL-C so vdéi 16
mo hinh (p < 0,001). Mac d6 giam tuong duong véi atorvastatin 100
mg/kg. Nhu vdy, cao long Pai an dd thé hién tac dung diéu chinh
RLLPM kha t6t trén mé hinh gy RLLPM noi sinh bang P-407. Tac dung
giy RLLPM ndi sinh ctia P-407 ¢6 lién quan dén mot s6 enzym tham gia
vao qua trinh chuyén hoa lipid nhu trc ché hoat dong cta enzym LPL va
C7aH, kich thich hoat dong cia HMG-CoA reductase va lam giam sb
lugng LDLr.

Mot ) vi dugc li€u trong cao 16ng Dai an ciing da dugc ching minh
tac dung ha lipid thong qua co ché thay ddi hoat dong cua cic enzym
trén. Thanh phan quercetin trong qua Son tra ¢ kha ning wc ché tong
hop cholesterol ndi bao co thé do tac dung uc ché hoat dong cia HMG-
CoA reductase; trong khi do, ursolic acid — mot thanh phan héa hoc khac
ctia Son tra — ¢6 kha ning lam ting s6 lugng cic mRNA ciia enzym
cholesterol 7o-hydroxylase (C7aH), thic ddy qua trinh chuyén
cholesterol thanh acid mat, lam giam dwoc ndng do cholesterol trong gan
ciing nhu trong huyét tuong.
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4.1.2. Tac dung diéu chinh lipid mau ciia cao 16ng Pai an trén mé
hinh giy réi loan lipid mau ngoai sinh

Nghién ctru trén mé hinh RLLPM ngoai sinh d4 dung hai lidu: 4,8g
duoc liewkg/ngay (liéu c6 tac dung bang mot nira lieu ding trén nguoi,
tinh theo hé s6 6)va 9,6g duogc lidu/kg/ngay (liéu tuong dwong liéu ding
trén nguoi tinh theo hé s 6) trong 4 tuan lién tuc, so sanh véi thudce
chuan 13 atorvastatin liéu 10 mg/kg/ngay.

Két qua cho thay, cao 16ng Pai an & ca hai lidu va atorvastatin li¢u
10 mg/kg/ngay déu 1am han ché RLLPM thé hién qua sy giam nong do
TC, LDL-C. Néng d6 TG & cac 16 udng atorvastatin va cao long Dai an
c6 xu hudng gidm so voi 16 mo hinh, tuy nhién chi c6 atorvastatin 10
mg/kg co tac dung lam giam ndng do co ¥ nghia thong ké so véi 16 md
hinh. Dya trén cac khao sat hiéu lyc don 1é d6i voi cac thanh phén lipid
mau cta mot sd duoc liéu thanh phén cua cao long Pai an, c6 mot s6 co
ché ha lipid méau c6 thé giai thich phan nao tic dung diéu chinh RLLPM
ctia thubc. Mot trong nhimng co ché d6 1a kha niang e ché hap thu lipid
trong thire 4n cia than r& Ban ha lién quan dén thanh phan B-sitosterol.

Hiéu qua cta bai thudc cao 16ng Pai an trong diéu chinh RLLPM
con dugc ting cuong nho kha nang ha lipid méau cia mot s6 dugc lidu
khac nhu Son tra v6i tic dung lam giam sé lwong HMG-CoA
reductase va ting s6 luong mRNA ctia C7aH, Bach truat v6i nhiing co
ché dang tiép tuc dugc nghién ciru trén thuc nghiém.

4.1.3. Tac dung chdng xo vira ddng mach ciia cao léng Pai an trén
thue nghiém

S6 liéu & biéu db 3.2 cho thy cao 1ong Dai an lam giam 5 rét nong
d6 TG, TC va LDL-C so v6i 16 m6 hinh. Tac dung diéu chinh RLLPM
cua cao 1ong Pai an con dugc thé hién mot phém qua hinh anh vi thé va
dai thé gan tho: mirc d6 thoai hoa m& cua gan & cac 16 udng atorvastatin
va cao long Pai an c6 xu hudng gidm hon so v6i 16 md hinh. Hinh dnh
dai thé va vi thé dong mach chi (DMC) cua thé di cho thiy rd hiéu qua
chéng XVDM cuia atorvastatin va cao léong Pai an: 3/3 miu bénh pham
cta 16 udng Atorvastatin 5 mg/kg, 2/3 mau bénh phdm cua 16 ubng cao
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long Pai an 4,8¢ duogc lidwkg c6 hinh anh céu tric vi thé binh thuong.
Statin dd dwgc chimg minh c6 tac dung ngin ngira sy hinh thanh va 6n
dinh mang xo vira voi mot s6 co ché rd rang: co ché chong viém véi cai
thién chirc ning ndi mac mach lam ting giai phong NO, giam sy két dinh
bach ciu, tc ché giai phong CRP (C-reactive protein, protein phan tng
C); co ché chéng oxy hoda voi tic ché hoat dong cua NAD(P)H oxidase,
giam sy hinh thanh ciia cac superoxid, dong thoi giam sy hinh thanh cac
LDL bi oxy hoa.... Mot s6 dugc lidu cua cao long Pai an cd tac dung
chéng viém va/hodc chdng oxy hoa, do viy day ciing co thé nhitng co
ché chi yéu chéng XVDM cuia thude.

4.2. TAC DUNG PIEU CHINH LIPID MAU CUA CAO LONG PAI
AN TREN LAM SANG

4.2.1. Tac dung cai thién cac triéu chirng co’ ning

Sau diéu tri 60 ngdy, cao 16ng Pai an va Axore déu co tic dung lam
giam mot s triéu chimg 1am sang lién quan dén chimg dam thap cua YHCT
(ludi béu, réu tring nhon hodc dinh, mét moi, té nang chan tay, dau dau va
hoa mit...). So sanh hiéu qua cai thién cac triéu ching co ning theo
YHCT & 2 nhém, nhan thdy nhom bénh nhan udng cao long Pai an ¢
mirc d6 cai thién tot hon so voi nhom Axore, didu nay goi ¥ phuong
phap két hop giita YHCT va YHHD trong diéu tri RLLPM la can thiét va
phat huy dugc thé manh cta timg phuong phép dé mang lai két qua diéu tri
tt nhat cho bénh nhan.

Cao long Pai an dugc bao ché tir bai thudc c6 phuong Pai an hoan, co
cac vi: Son tra, Than khuc, Lai phuc tir ¢6 tic dung tiéu thyc tich va giang
khi héa dam. Cac vi Ban ha, Tran bi, Phuc linh c6 tac dung hanh khi hoa vi,
hoa thap. Theo 1y luan ciia YHCT: ty 1a ngudn sinh dam, ty hu khong khong
ché duoc thuy thdp nén ngung tu thanh dam troc. Cac vi thudc trén hop
thanh bai thudc co tac dung tidu thuc bé ty, chita ching ty hu thuc tré khong
hoéa, chan an, dai ti¢n khong nhuan, réu ludi nhon, mach hoat. Do bai thude
chita vao gbc bénh (ban) nén céc tridu chimg (tiéu) gy ra boi dam thap nhu
dau dau, chong mat, chan tay té nang, chan an bung déy, dai tién rdi loan,
ludi béu réu nhon,. .. da duogc cai thién ro rét.
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4.2.2. Tac dung ciia cao 16ng Dai an trén céc chi sb lipid mau

* Nong do TC giam rd rét v6i p <0,001. Mirc do giam ndéng d6 TC &
nhom cao DPai an tuong duong voi nhom Axore (p >0,05). So sanh véi
mot sd nghién ctru khac, nhan théy tac dung ha TC cua cao léng Dai an
cao hon mét s6 nghién ctru khac: Tra cy rau muong (Nguyén Thi Son),
vién nén “Ha m&” (Nguyén Thuy Huong), vién nang nguu tat (Bui Thi
Kim Hoa). Nhiéu nghién ciru di chimg minh TC mau cao 13 mdt trong
cac yéu to nguy co din dén tinh trang vita xo dong mach va bénh mach
vanh, viéc 1am giam TC méu c6 tac dung lam giam ti 16 mic va tir vong
cua bénh nay.

* Nong d6 TG: déy ciing 1a mot thong s6 gop phan phan dnh nguy
co xo vita dong mach. Cao 10ng Pai an di 1am giam 3 rét ndng d6 TG so
v6i trude didu tri v6i p <0,001. Mirc d6 giam tuong duong so v6i nhom
udng Axore tai D60. So sanh véi két qua nghién ctru ctia mot s6 loai thao
duoc khac cho théiy, hi€u qua cua cao léng Pai an tuong duong voi vién
Ruvitat (Duong Thi Mong Ngoc), kém hon so véi cém tan Tiéu phi linh
(Ha Thi Thanh Huong) va ndm Hong chi (Pham Thi Bach Yén)

* Nong d6 HDL- C: HDL-C dong vai trd loai trir cholesterol thira, vi
vy n6 dugc goi 1a “cholesterol tot” va la co ché chéng VXPM quan trong
nhét. Két qua ciia nghién ctru ndy cho thdy cao 1ong Dai an da lam ting
nong d6 HDL-c sau 30 ngay diéu tri va sau 60 ngay diéu tri (6,5% va 8,4%).
Mic du murc ting ndy so véi trude diéu tri 1 khong co ¥ nghia théng ké,
nhung lai tt hon so v&i nhom ding Axore (c6 xu hudng giam di)

* Nong do LDL- C: RLLPM c¢6 thé biéu hién nhiéu dang, trong d6
tang choleserol toan phan va ting LDL-C duoc quan tAm nhiéu nhét do
c¢6 nhiéu bang ching cho thdy giam choleserol toan phan va LDL-C c6
thé phong ngira BTM. Theo khuyén céo ciia NCEP ATPIIL, ha LDL dugc
coi la muc tiéu chinh va non-HDL la muc tiéu thir hai trong quan ly bénh
nhan RLLPM. Két qua nghién ctru cho thdy, cao 16ng Pai an sau 30 ngay
va 60 ngay didu tri da lam giam nong d6 LDL- C lan lugt 1a 24,2% va
14,1% so véi trudc diéu tri voi p<0,01.
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4.2.3. Panh gia hiéu qua diéu tri RLLPM ciia cao 16ng Dai an theo
tiéu chuén ciia YHHD va YHCT

Theo tiéu chuan YHHD: tong sd bénh nhan dat hiéu qua t6t va kha
chiém 71,7%, it hon so voi nhom Axore (81,7%), tuy nhién sy khéc biét
khong c6 y nghia thng ké (p>0,05) Theo tiéu chudn YHCT, hiéu qua t6t
chiém 36,7%, hiéu qua kha chiém 45,0%, khong hiéu qua chiém 18,3%
va khong c6 hiéu qua xdu. O nhom Axore, hidu qua tot dat 21,7%, kha
dat 40,0%, khong hiéu qua 1a 31,6% va co 6,7% hiéu qua x4u. Sy khac
biét gitra hai nhém c6 y nghia thong ké véi p<0,05.

Nhu vdy, so voi thude Axore 10mg/24h, cao 16ng Pai an to ra c6 uu
diém hon trong viéc lam giam mot sé biéu hién cia ching dam thap trén
bénh nhan. Piéu nay c6 thé duoc giai thich 12 bén canh tac dung ha lipid
mau ctia mdt s6 vi duge lidu trong bai thube d3 duge cac nghién ciru
dugc 1y cia YHHD chtng minh, bai thudc con mang lai tac dung kién ty
tiéu tich, loi thép, tr d6 co tac dung trir dam troc va cai thién dugc 10 rét
cac triéu chiing trén 1am sang.

4.2.4. Tinh an toan cia cao long Pai an

Két qua nghién ctru trén thuc nghiém cho thdy, sau 4 tuan udng
thubc, hoat do AST va ALT huyét thanh tho udng atorvastatin ting cao
16 18t s0 véi cac 16 con lai. O cac 16 udng cao 16ng Pai an khong lam thay
d6i hoat d6 aminotransaminase gan c6 y nghia thong ké so voi 16 chimg
sinh hoc sau 8 tuan nghién ctru. Nhu vy, str dung cao 16ng Pai an vira
mang lai hiéu qua diéu tri, vira han ché duoc tac dung khong mong muén
trén gan khi st dung kéo dai.

Trén 1am sang, c6 3 bénh nhan (5%) & nhém udng cao 1ong Dai an
¢6 16i loan tiéu hda nhung & mirc do nhe va tu khoi sau vai ngay khong
can diéu trji. Nh6ém bénh nhan uéng Axore ¢6 4 bénh nhan bi mét moi,
dau co, rdi loan tiéu hoa. Xét nghiém cong thirc mau va cac xét nghiém
ALT, AST, ure, creatinin, glucose mau tai 2 thoi diém trudc va sau diéu
tri khong c6 su khac biét voi p>0,05.
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KET LUAN
1. Cao 16ng Pai an cé tac dung diéu chinh rdi loan lipid mau va tic dung
chong xo vira dong mach trén mé hinh dong vat thuc nghiém.

- O mo hinh gay tang lipid mau ndi sinh, cao 1ong Pai an & cac liéu
9,69 va 19,2 g duoc liduw/kg déu lam gidam cé ¥ nghia thng ké cac chi sd
TC, non-HDL-C so véi 16 mo hinh (p< 0,01). Murc giam cholesterol mau
clia cao 1ong Pai an ¢ ca 2 lidu twong duwong vai atorvastatin 100 mg/kg.

- O md hinh gy ting lipid mau ngoai sinh, cao long Pai an & cac
lidu 4,8g va 9,6g dugc liéu/kg/ngay déu lam giam nong do TC, LDL-C
c¢6 ¥ nghia thong ké so véi trude didu tri.

- Mirc d6 thoai hoa md cia gan & cac 16 udng cao 1ong Pai an c6
giam hon so v6i 16 mo hinh. Hinh anh dai thé va vi thé dong mach chu
ctia tho cho thay rd hiéu qua chéng XVDM cua cao 16ng Pai an.

2. Cao léng Pai an c6 tac dung diéu tri bénh nhén rdi loan lipid mau,
twong dwong véi Axore 10mg (atorvastatin). Thudc cé tinh an toan,
hiu nhw khéng gay tac dung phu trén 1am sang.

- Cao long Pai an ¢6 tac dung diéu chinh RLLPM: sau 60 ngay diéu tri,
ndng d6 TC giam 17,7%; nong d6 TG giam 20,0%; ndng d6 LDL- C giam
14,1% (p <0,001) ; ndng d6 HDL- C ting 8,4% (p>0,05).

- Ty 18 két qua tot va kha & nhom diéu tri cao 16ng Pai an (71,7%) it
hon so v&i nhom Axore (81,7%), tuy nhién su khac biét khong cé y nghia
thdng ké (p>0,05).

- Cao long Pai an c6 xu huéng tic dung tot hon & 2 thé Pam troc
tré va Ty than duong hu so véi thé Can than am hu, tuy nhién sy khac
biét khong co ¥ nghia théng ké (p>0,05).

- Sau 60 ngay diéu trj bang cao 1ong Pai an, khong thiy thay doi vé
chirc nang hé théng tao mau ciing nhu chirc ning gan, than ¢ cic bénh
nhan RLLPM.

KIEN NGHI VA BE XUAT

1. Nén st dung cao 1ong DPai an dé diéu trj cho bénh nhan cé
RLLPM. C6 thé str dung rong rdi vi thudc co gia thanh thip, hiéu qua
diéu tri cao, it tac dung phu.

2. Tiép tuc nghién ciru chuyén dang dong vién nang dé tién loi hon
cho bénh nhan sir dung.
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INTRODUCTION

Cardiovascular disease (CVD) has been the leading concern of
health issues in the world with a high mortality rate. Nowadays
atherosclerosis is one of the most popular causes of CVD. Therefore, the
risk factors of CVD discussed more and more regularly are related to the
atherosclerosis. Dyslipidemia is one of the dominant factors of the
formation and development of atherosclerosis.

In modern medicine, many effective medications have been
found to adjust dyslipidemia: fibrate group (bezafibrat, fenofibrate,
gemgibrozil ...), statin group (fluvastatin, lovastatin, pravastatin, ...).

One of the current trends in the treatment of dyslipidemia is the
use of drugs that have natural origin. In traditional medicine, these drugs
not only have good treatment effects but also restrict unwanted effects
for patients. Clinical researches on traditional medicine found that
dyslipidemia and phlegm dampness pattern have many similarities.
Therefore it is possible to apply the method of treating damp phlegm to
dyslipidemia treatment.

According to traditional medicine, dysfunction of the spleen and
stomach is the cause of phlegm-dampness pattern. The classical remedy
"Dai an hoan" and produced in the form of extract originated from such
herbs as Crataegus Cuneata, Pinelliae ternata, Pericarpium Citri
Reticulatae, Poria Cocos Wolf, Massa Medicata Fermentata ... which
has the function of digesting food accumulation, strengthening spleen to
handle with the phlegm dampness mechanism and also has the function
of treating dyslipidemia. This study was conducted with the following
objectives:

1. To assess the effects of regulating dyslipidemia of Daian extract in
experimental animals.
2. To assess the treatment effects and side effects of Daian extract in
dyslipidemia patients.
NEW FINDINGS OF THE THESIS
Scientific significance
The experimental and clinical study has showed specific and reliable
results on the effects of Dai an extract in regulating dyslipidemias syndrome,
laying the basis for continuing researches with bigger size in order to provide
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scientific evidence of the application of classical formula “Dai an hoan” in the
treatment of dyslipidemias.

Reality significance

Lipid metabolism is an issue attracting the scientists’ attention
because dyslipidemias is a risk factor of atherosclerosis. This study has
provided scientific evidence on effects of Dai an extract for treatment of
dyslipidemias. The extract originated from classical formula that include
available herbs, is both less side effects and suitable price.

New findings
= Dai an extract has effects in adjusting of serum lipid levels on the
experimental animals models of endogenous, exogenous hyperlipidemia
and on the formation of atherosclerosis.
- Endogenous hyperlipidemia model: the extract of Dai an extract at two
doses of 9,6g/kg and 19,2g/kg have effect on adjustment in dyslipidemia
by decreasing TC and non-HDL-c levels (p < 0,01). Rate of reduction
was equivalent to atorvastatin 100 mg/kg.
- Exogenous hyperlipidemia model: Daian extract at doses of 4,8g and
9,6¢/kg/day decreased TC, LDL-c levels significantly (p<0,05).
- Histopathology of aorta in rabbits revealed the preventive effect of
Daian extract in the formation of atherosclerosis. The extract also
improved the adipopexis of hepatocyte in rabbits.
= Dai an extract has antihyperlipidemic effect in patients with
dyslipidemia, equivalent to Axore tablet 10mg (atorvastatin):

- After 60 days of treatment, TC level decreased by 17,7%; TG level
decreased by 20,0%; LDL- C decreased by 14,1% (p <0,01); HDL- C
increased by 8,4% (p>0,05);

- Daian extract did not cause damage in hematopoietic, liver and
kidney function in patients with dyslipidemia.

LAYOUT OF THE THESIS
The thesis consist of 128 pages. Introduction: 2 pages; Overview:
38 pages. Objects and research methods 17 pages; Research findings: 36
pages; Dicussion 32 pages; Conclusion 2 pages; Recommendations and
Suggestions:1 page. The thesis has 128 references (51 in Vietnamese,
69 in English, 8 in Chinese) and illustrated by 45 tables, 17 diagrams and
charts, 14 figures.
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Chapter 1: OVERVIEW
1.1.Dyslipidemias
1.1.1. Lipid and lipoprotein in blood

Major lipid component in blood is free fatty acid, triglycerid (TG),
total cholesterol (TC) including free cholesterol (FC) and cholesterol este
(CE), and phospholipid (PL).

Lipoprotein (LP) are spheral molecules with the nucleous contains
unpolarized TG and CE, the cover are polarized molecule: PL, FC and
proteins.

1.1.2. Lipoprotein metabolism

Lipoprotein is metabolized under two ways: exogenous and
endogenous, with the participation of enzymes and transport protein
which play an important physiological role in lipoprotein metabolism
such as LPL (lipoprotein lipase), HL (hepatic lipase), LCAT (lecithin
cholesterol acyltransferase).

Chylomicron: TG, TC, PL from food lipid are absorbed through
intestinal mucosa; VLDL: rich with TG, 90% is formed in liver and
10% is formed in small intestine, into blood to peripheral tissues, has a
role of endogenous TG transport; IDL: back to liver, binding to specific
receptors (ApoB, E) in cell membrane and influenced by hepatic lipase;
LDL.: is the main transporter of cholesterol in blood, mainly under CE
form, to peripheral tissues; HDL: is collected in liver (newly-born
HDL) or from degradation of VLDL and CM in blood. HDL plays a role
in transporting cholesterol from peripheral tissues back to liver, which is a
protective factor against atherosclerosis.

1.1.3. Lipoprotein metabolism disorders

In 1965, based on electrophoresis techniques, Fredrickson
ultracentrifuged the serum lipid components and classified them into 5
types based on the changes of LP component. Dyslipidemia can be
originally caused by hereditariness, or caused following to other
diseases such as obesity, alcoholism, endocrine disorders (diabetes
mellitus, hypothyroidism, etc...), nephrotic syndrome, chronic renal
failure, or caused by taking some drugs for a long time (types of
glucocorticoid, diuretics, etc...). Diet and lipoprotein metabolism
disorders: It is said that there is a positive correlation between the
consumption of saturated fats and concentration of cholesterol in blood



1.1.4. Dyslipidemias treatment

Lifestyle modifications is the basic issue in the treatment of
disease includes dietary habits and physical activities. It takes 2-3 months
in average to evaluate the effects of this change. If it is not help much,
medication is needed. Treatment targets are based on the patients’ plasma
lipid parameters and cardiovasculare risk.

Basing on mechanism of action, drugs for treatment of
dyslipidemia are divided into 2 main groups: lipid absorption inhibitors
group and lipid dismiss intensification group (bile acid sequestrants ;
cholesterol absorption inhibitors) and reduction of synthesis of
cholesterol in the liver (niacin; fibrat; statin). In addition, n-3 fatty acids
have been used to lower TG. Alirocumab and Evolocumab (humanized
monoclonal antibodies that inactivate PCSK9 — two agents has been
approved recently by FDA).

1.2. Concept of dyslipidemia syndrome in traditional medicine
1.2.1. Phlegm dampness pattern: cause and pathogenesis

Phlegm dampness is pathological product, phlegm is solid,
dampness is not solid as phlegm, Phlegm dampness pattern shall
result in other diseases. Phlegm is formed by extraordinary
circulation and transformation of body fluid. Normally,
dampness water circculation inside human body are harmonized by
three viscera: lung, spleen, kidney. Therefore, phlegm dampness
pattern is related to the three viscera: lung, spleen and kidney.
Syndrome belong spleen is the most important syndrome in phlegm
stagnation. Phlegm dampness is due to spleen yang lost its function
leading to stagnated body fluid which turned into dampness, higher
dampness turned into phlegm, etc. There are two kinds of phlegm:
tangible and intangible. Tangible phlegm is produced from lung,
kidney. According to traditional medicine, dyslipidemia syndrome is
caused by intangible phlegm. Clinical signs are diversified. With
phlegm dampness, patients become obese and hard to walk.
1.2.2. Similarity between Phlegm dampness pattern and dyslipidemia
syndrome

Based on clinical signs, it is recognized that Phlegm dampness
pattern and dyslipidemia syndrome are similar greatly about cause,
pathogen and treatment. Phlegm dampness pattern is caused by:
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+ Physical factor determined by innate endowment, normally unwell
innate endowment: constitutional insufficiency.
+ Eating factor: too much kaoliang, sweet and greasy food ruining
spleen and stomach leading to nonregulated operation and
transformation, internal phlegm dampness pattern and disease.
+ Less physical activity: lying much will ruin qi, sitting much will ruin
muscle. Damage qgi will lead to qi defieciency, damage muscle will lead
to spleen deficiency, spleen gi deficiency will result in disease.
+ Mental factor (seven human feelings): worry ruins splen, angry ruins
liver, well liver wood incompatible with spleen earth will make spleen and
stomach disordered, deficient, impaired operation and transformation,
phlegm turbidity in pulse leading to disease. This is stress in modern
medicine.
1.2.3. Phlegm dampness pattern treatment using traditional medicine

- The principle of therapy: (1) Because of feature “false source
true root”, pay attention to both source and roots when treating. (2)
Concentrate in phlegm treatment because phlegm dampness pattern
plays an important role in pathogen. (3) When treating phlegm, focus on
principle “first treat qi, equable gi and phlegm eliminates”. There are 3
therapies, resolve disease for light disease, eliminateing phlegm for
serious disease, no phlegm harmonization for phlegm remaining in one
place. Because phlegm of dyslipidemia syndrome is intagible,
circulating and stagnating in blood vessels, transforming phlegm shall be
applied to make phlegm eliminate itself without eliminate phlegm or
regulate phlegm.

- Basic treatment: 9 methods

Activate blood and resolve stasis; Enrich yin nourish blood;
Relieve phlegm transform into turbid pathogen; Calm the liver; Induce
diuresis to drain dampness; Clear heat release detoxify; Warm the
meridian to resore yang; Tonify gi and replenish blood.
1.3. Researches on the traditional medicine for treatment of
dyslipidemias
There were many studies in the world (especially in China) and Vietnam
carried out to investigate the effects of herbs for treatment of
dyslipidemia experimentally and clinically. The single herbs and
formulae have been demonstrated to be effective in handling
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hyperlipidemia, for example: Gynostemma pentaphyllum, Salvia
miltiorrhiza, Curcuma longa L., Alisma plantago aquatic., Ganoderma
lucidum, Folium Nelumbinis,... or the formula: Er-Chen decocotion,
Banxia-Baizhu -Tianma tang, Jiangzhi fang, Zexia decoction, Ling-Gui-
Zhu-Gan decoction, Jiangzhi xiaoke ling... Therefore plant originated
medication need to be further study in order to have more application in
clinical.
1.4. Overview of the classical formulae “Dai an hoan”
The formual “Pai an hoan” created by physician Chu Pan Khe and
reported in “Dan khe tam phap” textbook.
- Ingredients: Fructus Crataegi 24g, Rhizoma atractylodes marocephala
12g, Poria 12g, Rhizoma pinelliae 12g, Massa medicata fermentata 8g,
Fructus Forsythiae suspensae 4g, Pericarpium citri reticulatae 4g, Semen
Raphani Sativi 4g.
- Action: facilitate digestion, strengthen spleen and harmonize stomach,
clear the heat, eliminate dampness. Indication: spleen deficiency lead to
dampness obstruction, loose stool, abdominal distention, anorexia, thick
and greasy tongue coating, slippery pulse.
* Form of study material

The formulae has been prepared in the extract form that commonly
used in clinical due to high stableness, good absorption and easy
preservation compared to other form of traditional medicine. It has been
tested for its acute toxicity at Pharmacological Department, Hanoi
Medical University. Result: Dai an extract had no LD50 acute toxicity.

Chapter 2
MATERIALS - SUBJECTS AND METHODOLOGY

2.1. Experimental sudy

2.1.1. Materials:

Dai an extract with rate of condensation is 3:1 (1ml extract equivalent to
39 herbs). Control drug: Atorvastatin tablet 10mg (STADA-Vietnam).
2.1.2. Subjects

Swiss strain white mice, Wistar strain white rats, Newzealand White
strain rabbits that meet study’s criteria provided by breeding center of
experimental animals.



2.1.3. Method

- Endogenous hyperlipidemia model: apply Millar’s model (2005) with
proper modification.

- Exogenous hyperlipidemia model: apply Nassiri’s model (2009) with
acid cholic and PTU content adjustment.

- Study on the preventive effects of Daian extract in the formation of
atherosclerosis.

Cholesterol oil - induced hyperlipidemia and atherosclerosis rabbits
model. Parameters to evaluate include lipid profile (TC, TG, HDL-C,
LDL-C), activity of aminotransferase (AST, ALT), histopathology of
rabbits aorta and liver.

2.1.4. Study site: Pharmacological Department, Hanoi Medical
University

2.1.5. Data processing: finding are processed by medical statistics using
T-test student or before-after test. Data are shown as: X + SD. Difference
is significant with p<0,05.

p<005 [ p<001 [ p<0,001
*

** *kkx

Difference compared to control group
Difference compared to model group c b a
2.2. Clinical study
2.2.1. Materials: Dai an extract with its condensation rate is 2:1 (1ml
extract equivalent 2g herbs) and prepared at the Department of
Pharmacy, National Hospital of Traditional Medicine. Control drug:
Axore tablet 10mg (atorvastatin) manufactured by Gracure
Pharmaceutical Company, India.
2.2.2. Subjects

The study involves 120 patients who were diagnosed
dyslipidemias, having symptoms of phlegm-dampness on traditional
medicine, treated at the National Hospital of Traditional Medicine.
Paitients were selected according to the study’s criteria.
2.2.3. Method

120 patients with dyslipidemia were divided into 2 groups: study
group included 60 patients were given Daian extract at dose of 40 ml/day b.i.d
for 60 days continuously. Control group included 60 patients were given
Axore tablet 10mg x 1 tablet/day for 60 days. Results before and after
treatment between the 2 groups were compared. Diet for dyslipidemia
was madatory applied to all patients during the study. Based on clinical
symptoms, patients of each group were classified into 3 most frequency
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types on traditional medicine: phlegm turbidity obstruction, deficiency of

sleen and kidney Yang, deficiency of liver and kidney Yin.
Criteria for the assessement before and after taking medication (at
Do, D3y and Dg). In clinical: patients’ height and weight, Body Mass
Index (BMI), pulse rate, blood pressure. Laboratory: hematopietic
function (number of erythrocyte, Hb, hematocrit, formula of leukocyte
and number of thrombocyte); lipid parameters (cholesterol,
triglycerid, HDL-C, LDL-C); ALT, AST, ure, creatinin, glucose.
2.2.4. Study site: Department of Consultation, National Hospital of
Traditional Medicine
2.2.5. Data processing: using SPSS 16.0 software with T-test Student
and x2.
Chapter 3: RESEARCH FINDINGS

3.1. Findings in experimental study
3.1.1. Endogenous hyperlipidemia model

Table 3.1. Effect of Daian extract on blood lipid level in endogenous

hyperlipidemia model (X #SD)

- TG TC HDL-C Non-HDL-C
P n (mmol/L) (mmol/L) (mmol/L) (mmol/L)
Hyp‘“::c')%gem'a 10 | 1053+230 | 8374082 | 059+0,06 | 7,78+0,82
Atorvastatin 10 | 1546+ 4,68" 679 + 1114b 0,64 +0,16 6,15 + 1,08
100mg/kg
Daian extract | 5 | 9g8+300 | 689+0,65% | 055+004 | 6,34%0,67°
9,69/kg
Daian extract | 5 | 1163+360 | 7,13£0,96° | 054%0,05° | 6,59 0,97°
19,2g/kg

3.1.2. Exogenous hyperlipidemia model

0O Model

6.0
50
4.0
3.0

2.0

Concentration (mmol/L)

1.0

0.0

G

Atorvastatin 10mg/ke 0O Daia

1

Lipid paramecters

n extract 4.8g/kg

W EAEl

HDL-C

O Daian extract 9.6g/kg

LDL-C

x

Chart 3.1. Effect of Daian extract on blood lipid level (X £SD) in

exogenous hyperlipidemia model after 4 weeks
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3.1.3. Preventing effects of Daian extract in the formation of
atherosclerosis.

3.1.3.1. Effect of Daian extract on blood lipid level in rabbits

20

15

10

Concentration (mmol/L)

[

TC

C
b =
522
822
2%
. 4
227
TG
Lipid parameters

@ Control group B3 Model 0O Atorvastatin Sme/ka
B Daian extract 2.4g/kg B Daian extract 4.8g/kg

Chart 3.2. Effect of Daian extract on blood lipid level in atherosclerosis
rabbits model after 8 weeks

3.1.3.2. Histopathology o

Picture 3.1. Microscopic Picture 3.2. Microscopic Picture 3.3. Microscopic

morphology of aorta in morphology of aorta in morphology of aortain
control rabbit dyslipidemia rabbit rabbit taking Atorvastatin
(HE x400) (HE x400) (HE x400)

Picture 3.4. Microscopic morphology of Picture 3.5. Microscopic morphology of
aorta in rabbit treated by Daian extract aorta in rabbit treated by Daian extract
2,4g/kg (HEx400) 4,8g/kg (HEx400)



Picture 3.6. Microscopic Picture 3.7. Microscopic Picture 3.8. Microscopic
morphology of liver in morphology of liver in morphology of liver in
control rabbit dyslipidemia rabbit rabbit taking Atorvastatin
(HE x400)

(HE x400) (HE x400)

Picture 3.9. Microscopic morphology of Picture 3.10. Microscopic morphology of

liver in rabbit treated by Daian extract liver in rabbit treated by Daian extract
2,4g/kg (HEx400) 4,8g/kg (HE*400)
3.1.3.3. Effects of Daian extract on AST and ALT activity in rabbits

g 160 — A

.E 120

§ =20

A0 ‘—._
:;:::c:xg;::tpz i I:;T:::;?lex"ﬁcr e e Adtorvastatin Sms/ks

Chart 3.3. The change of AST activity after 8weeks of treatment.

250 ’ T
I 200 e -
g o \‘
§ 150 =
g 100
=]
< so e =
o
Raseline Ath week 6th week Sth week
Time
—e— Control group —m— Model e Atorvastatin Sme/lke
———Daian extract 2. 4g/kg  —— Daian extract 4.8g/kg

Chart 3.4. The change of ALT activity after 8weeks of treatment.



3.2. Clinical results
3.2.1. Subjects characteristic
Table 3.2. Age distribution

11

Group Daian extract Axore 10mg Total
(n=60) (n=60) (n=120)
Age Number | Rate (%) | Number | Rate (%) | Number | Rate (%)
of patient of patient of patient
<50 6 10,0 7 11,7 13 10,8
50— 59 14 23,3 13 21,7 27 22,5
60 — 69 15 25,0 21 35,0 36 30,0
>70 25 41,7 19 31,7 44 36,7
X +SD 64,5+ 10,6 62,4 +10,5
p>0,05 63,4+105
M Male M Male
M Female M Female
Kixors DA extract
Chart 3.5. Sex distribution
Table 3.3. BMI before treatment
Group Daian extract Axore 10mg Total
(n=60) (n=60) (n=120)
BMI Number of Rate Number Rate Number Rate
patient (%) of patient (%) of patient (%)
Underweight 3 5,0 0 0 3 2,5
Normal 30 50,0 33 55,0 63 52,5
Overweight 18 30,0 16 26,7 34 28,3
Obesity degree 1 9 15,0 11 18,3 20 16,7
Obesity degree 2 0 0
p>0,05
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Table 3.4. Blood lipid profiles before treatment.

Blood lipid Daian extract Axore 10mg
oarameters (n=60) (1) (n=60) (2) 2
(X £ SD) (X£SD)
TC (mmol/L) 5,86 £ 1,25 6,24 +1,01 >0,05
TG (mmol/L) 3,00 £ 1,52 3,32+1,93 >0,05
HDL-C (mmol/L) 1,07 £0,32 1,16 £0,23 >0,05
LDL-C (mmol/L) 3,34 +1,39 418 +151 <0,05
TC/HDL-C 572 +1,22 549 +1,15 >0,05
LDL-C/HDL-C 3,15+ 1,05 3,61+£1,15 >0,05
Table 3.5. Traditional medicine types
Group Daian extract Axore 10mg Total
(n=60) (n=60) (n=120)
Number of | Rate Number Rate | Number of | Rate
Type of TM patient (%) of patient (%) patient (%)
Phlegm turbidity 30 50,0 28 46,7 58 483
obstruction
Deficiency of Spleen 18 30,0 17 28,3 35 29,2
and Kidney Yang
Deficiency of Liver
and Kidney Yin 12 20,0 15 25,0 27 22,5
p>0,05
3.2.2. Clinical symptoms improvement
Table 3.6. Improvement in Phlegm turbidity obstruction group
Group, Daian extract (n =30) Axore 10mg (n =28)
Time Deo Dgo
Well No Do Well No
Symptoms Do again Improved change again Improved change
Heavy feeling of 8/30 5/8 3/8 0 7/28 217 217 317
body 26,7% 62,5% 37,5% 0 25% 28,6% 28,6% 42,8%
Headache 14/30 5/14 8/14 1/14 11/28 | 2711 5/11 4/11
46,7% 35,7% 57,1% 7,2% 39,3% | 18,2% 45,5% 36,3%
Numbness and 11/30 7/11 3/11 1/11 15/28 | 4/15 6/15 5/15
heavy limbs 36,7% 63,6% 27,3% 9,1% 53,4% | 26,7% 40,0% 33,3%
Loose appetite 15/30 12/15 3/15 0 12/28 2/12 3/12 7112
50,0% 80,0% 20,0% 0 42,8% | 16,7% 25,0% 58,3%
Flabby tongue 10/30 6/10 3/10 1/10 11/28 1/11 2/11 8/11
33,3% 60% 30% 10% 39,3% 9,1% 18,2% 72,7%
Slimy tongue coat 16/30 3/16 9/16 4/16 18/28 2/18 5/18 11/18
53,3% | 18,7% | 56,3% | 250% | 64,3% | 11,1% 27,8% 61,1%
Slippery and wiry | 22/30 6/22 12/22 4/22 21/28 | 3/21 8/21 10/21
pulse 73,3% 27,3% 54,6% 18,1% 75,0% | 14,3% 38,1% 47,6%
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Table 3.7. Improvement in Deficiency of Spleen and Kidney Yang group
Group, Daian extract (n =18) Axore 10mg (n=17)
Time Deo Do
Symptoms Do {:llg]/;ilrl‘l Improved Un(;f(]jang Do :;;Irl] Improved | Unchanged
Fatigue 6/18 | 4/6 2/6 0 417 1/4 1/4 2/4
33,3% | 66,7% | 33,3% 0 23,5% | 25,0% | 25,0% 50,0%
Dizziness 4/18 | 2/4 214 0 8/17 3/8 3/8 2/8
22,2% | 50,0% | 50,0% 0 47,1% | 37,5% | 37,5% 25,0%
Cold limbs 5/18 | 4/5 1/5 0 6/17 0 3/6 3/6
27,8% | 80,0% | 20,0% 0 35,3% 0 50,0% 50,0%
Abdominal 7/18 | 417 3/7 0 9/17 1/9 4/9 4/9
distention 38,9% | 57,1% | 42,9% 0 52,9% | 11,1% | 44,4% 44,4%
Loose stool 7/18 2/7 5/7 0 6/17 0 2/6 4/6
38,9% | 28,6% | 71,4% 0 35,3% 0 33,3% 66,7%
Pale tongue 8/18 | 2/8 3/8 3/8 6/17 0 2/6 4/6
44,4% | 25,0% | 37,5% | 37,5% | 353% 0 33,3% 66,7%
White and thick | 15/18 | 4/15 6/15 5/15 12117 1/12 4/12 7112
tongue coat 83,3% | 26,7% | 40,0% | 33,3% | 70,6% | 83% | 333% 58,3%
Deep and thin| 12/18 | 3/12 5/12 4712 1117 2/11 2/11 7111
pulse 66,7% | 25,0% | 41,7% | 333% | 64,7% | 18,2% | 18,2% 63,6%
Table 3.8. Improvement in Deficiency of Liver and Kidney Yin group
Group, Daian extract (n=12) Axore 10mg (n=15)
Time Deo Dgo
Do Well No Do Well No
Symptoms again Improved change again Improved change
Dizziness 6/12 2/6 3/6 1/6 5/15 1/5 3/5 1/5
50,0% | 33,3% | 50,0% | 16,7% 33,3% 20,0% | 60,0% | 20,0%
Tinnitus 412 2/4 2/4 0 3/15 0 1/3 2/3
33,3% | 50,0% | 50,0% 0 20% 0 33,3% | 66,7%
Vexing heat in| 5/12 2/5 3/5 0 6/15 0 3/6 3/6
the chest, palms | 41,7% | 40,0% | 60,0% 0 40,0% 0 50,0% | 50,0%
and soles
Thirsty and dry| 5/12 2/5 3/5 0 6/15 0 2/6 4/6
mouth 41,7% | 40,0% | 60,0% 0 40,0% 0 33,3% | 66,7%
Constipation 4/12 1/4 3/4 0 5/15 0 2/5 3/5
33,3% | 250% | 75,0% 0 33,3% 0 40,0% | 60,0%
Red tongue with | 7/12 0 a7 3/7 9/15 1/9 2/9 6/9
little coating 58,3% 0 57,1% | 42,9% 60,0% 11,1% | 222% | 66,7%
Wiry, thin and| 8/12 2/8 4/8 2/8 7/15 0 317 arn
rapid pulse 66,7% | 250% | 50,0% | 25,0% 46,7% 0 42,9% | 57,1%
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3.2.3. Blood lipid parameters before and after treatment
Table 3.9. Total cholesterol before and after treatment

Group Daian extract (n= 60) (1) Axore 10mg (n=60) (2)
X +SD Reduction X+SD | Reduction P12
Time (mmol/L) (%) (mmol/L) (%)
DO 586 +1,25 6,24 +1,01 p>0,05
D30 441 +£1,12 24,7 5,52 +1,03 115 p<0,05
D60 4,82 +1,08 17,7 4,94 +0,78 20,8 p>0,05
Po-30 <0,001 <0,001
Po- 60 <0,001 <0,001
Table 3.10. Triglycerid level before and after treatment
Group Daian extract (n= 60) (1) Axore 10mg (n=60) (2)
X +SD Reduction X +SD | Reduction P12
Time (mmol/L) (%) (mmol/L) (%)
DO 3,00£1,52 3,32+1,93 p>0,05
D30 2,25+1,24 25,0 2,76 £1,42 16,9 p<0,05
D60 2,40 £1,39 20,0 2,20 + 0,86 33,7 p>0,05
Po-30 <0,001 <0,01
Po-60 <0,001 <0,001
Table 3.11. HDL- C level before and after treatment
Group Daian extract (n= 60) (1) Axore 10mg (n=60) (2)
Time (rr)1<miolill_j) Change (%) (ril(r:oIS/E) Change (%) P12
DO 1,07 £ 0,32 1,16 £ 0,23 p<0,05
D30 1,14 £0,23 16,5 1,08 £ 0,26 16,8 p>0,05
D60 1,16 £ 0,24 18,4 1,07 +0,28 17,9 p>0,05
Po_30 >0,05 >0,05
Po- 60 >0,05 >0,05
Table 3.12. LDL- C level before and after treatment

Group Daian extract (n= 60) (1) Axore 10mg (n=60) (2)

X +SD Reduction X +SD | Reduction Pis
Time (mmol/L) (%) (mmol/L) (%)

DO 3,94 1,39 4,18 +151 p>0,05
D30 2,53 £0,96 24,2 3,21 +0,85 23,2 P<0,05
D60 2,87 +0,88 14,1 2,85+0,64 31,8 p>0,05

Po-30 <0,001 <0,001
Po-60 <0,01 <0,001
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3.2.4. Classification of treatment results

3.2.4.1. Classification of treatment results according to western
medicine
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Chart 3.12. Classification of treatment results following western
medicine

3.2.4.2. Classification of treatment results according to traditional
medicine
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Chart 3.13. Classification of treatment results following traditional
medicine

3.2.8.3. Connection between efficiency of Daian extract and traditional
medicine type
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Table 3.31. Comparison the treatment efficiency between traditional
medicine types

Types | Phlegm turbidity Deficiency of Deficiency of
obstruction Spleen and Liver and Kidney
(n=30) (1) Kidney Yang Yin p
Lipid n=18(2) n=12(3)
parameters Rate of change Rate of change Rate of change
(mmol/1) (%) (%) (%)
P >0,05
Cholesterol 116.28 + 19.62 116.82 +19.44 113.70 £ 15.78 Pi.,>0,05
P1.3>0,05
P,.3>0,05
P >0,05
. . 122.71 £29.90 11193 £21.16 118.49 £ 30.90 P1.,>0,05
Triglycerid PLa>0.05
P,.3>0,05
P >0,05
HDL-C 16.52 +32.27 110.06 + 22.74 17.86 +29.03 P, >0,05
P,3>0,05
P,.3 >0,05
P >0,05
116.07 £29.54 115.35 £ 27.77 112.84 +17.87 P1., >0,05
LDL-C
P,3>0,05
P,.3 >0,05

3.2.9. Adversed effects of Daian extract
Table 3.33. Hematological indexes before and after treatment.

Group Daian extract (n= 60) Axore 10mg (n=60)
(X +sD) (X +3D)
Index DO D60 DO D60
Number of 4,24 +0,43 4,32 +0,58 4,49+0,49 451+0,50
erythrocyte (T/I) >0,05 >0,05
127,17 129,61 135,61 138,87
Hemoglobin (g/l) +13,96 +13,76 +14,19 +12,90
>0,05 >0,05
Number of 6,64 + 1,69 6,34 +1,78 6,94 +1,54 7,06 + 1,50
leukocyte (G/I) >0,05 >0,05
Number of platelet 245,27 253,59 250,58 259,41
/) +44,71 + 64,24 + 69,53 + 56,86
>0,05 >0,05
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Table 3.34. Biochemical indexes before and after treatment

Group Daian extract (n= 60) Axore 10mg (n=60)
(Y +SD) (Y +5D)
Index DO D60 DO D60
AST 27,56 £9,75 23,84£6,73 32,88 £19,16 37,25+ 13,26
m >0,05 >0,05
ALT 26,41 £10,35 ‘ 26,33 £6,75 30,99 £ 18,20 | 36,34 £ 13,17
um >0,05 >0,05
Ure 5,44 +£1,56 ‘ 540+1,43 541+154 ’ 4,94 +1,09
(mmol/l) >0,05 <0,01
Creatinin 96,52 + 51,2 ‘ 97,4+178 88,1+15,1 | 87,6 14,5
(umol/l) >0,05 >0,05
Glucose 5,23+0,73 ‘ 5,39 +0,75 5,20 0,89 ’ 4,92 +0,63
(mmol/l) >0,05 <0,05
Table 3.35. Unwanted clinical symptoms.
Daian extract (n=60) | Axore 10mg (n=60) Total (n=120)
Symptoms Number of | Rate Number Rate Number Rate
patient (%) of patient (%) of patient (%)
Fatigue 0 0 2 3.4 1 0,8
Myalgia 0 0 1 1,7 1 0,8
Rash 0 0 0 0 0 0
Indigestion 2 3,3 1 1,7 3 2,5
Diarrhea 1 1,7 0 0 1 0,8
Constipation 0 0 0 0 0 0




18

Chapter 4: DISCUSSION

4.1. ANTIHYPERLIPIDEMIC EFFECT OF DAIAN EXTRACT IN
EXPERIMENTAL STUDY
4.1.1. Endogenous hyperlipidemia model

In this model, we selected Daian extract at dose of 19.2¢g
medicinal herbs/kg (equivalent dose to human therapeutic dose in the
ratio of 12), and a lower dose is 9,69 medicinal herbs /kg (equal to half of
human’s dose in the ratio of 12).

TG level in the samples injected intraperitoneally P-407 is much
greater than reliability of TG level which is used to calculate LDL-C in
Friedewald formula. Therefore, non-HDL-C index has been used as a
substitute for LDL-C to assess the dyslipidemia in white mice as well as
the treatment effect of the extract for hypercholesterolemia.

Daian extract at the dose of 9,69 medicinal herbs/kg and 19.2 g
medicinal herbs/kg reduced TC, non-HDL-C level with statistical
significance compared to the sample model (p < 0.001 ). The reduction
is equivalent to that in control group that were given atorvastatin
100mg/kg. Mechanism of endogenous dyslipidemia condition induced by
P-407 is related to enzymes involved in lipid metabolism, such as activity
inhibition of enzyme LPL and C7aH, stimulating the activities of HMG-
CoA reductase and reduce the number of LDL-r.

Some herbs in Daian extract have been proven to reduce blood
lipid through mechanisms of changing the activities of these enzymes.
Quercetin in Crataegus cuneara inhibits the synthesis of intracellular
cholesterol due to inhibiting activity of HMG-CoA reductase. Ursolic
acid - another chemical component of Crataegus cuneara has the
potential to increase the number of mRNA of cholesterol enzyme 7a-
hydroxylase (C7aH), promotes the transformation of cholesterol into bile
acids, reduces the cholesterol level in the liver and plasma.
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4.1.2. Exogenous hyperlipidemia model

The extract was used at two doses: 4,89 medicinal herbs/kg/day
(equal to half of human’s dose in the ratio of 6) and 9,6g medicinal
herbs/kg/ day (equivalent dose to human’s dose in the ratio of 6) for 4
consecutive weeks, compared with the control drug (atorvastatin at the
dose of 10 mg/kg/day).

Results showed that Daian extract in both doses and atorvastatin
at the dose of 10mg/kg/day restricts dyslipidemia reflected in the
reduction of TC, LDL-C levels. TG level in all groups intends to
decrease compared to the hyperlipidemia model. However, only
atorvastatin at the dose of 10 mg/kg has the effect of reducing TG level
with statistical significance. Based on study results of single herbs of
Daian extract on the antihyperlipidemic effect, there were some
mechanisms which lower blood lipid may partly explain about the effects
of the extract. One of these mechanisms is the ability to inhibit the lipid
absorption of Rhizoma Pinellia Ternatae related to B-sitosterol. Fructus
Crataegus cuneata S. decreases the amount of HMG-CoA reductase
and increases mMRNA of C7aH. The mechanisms of Rhizoma
Atractylodis are still being studied experimentally.

4.1.3. Anti-atherogenic effect of Daian extract in experimental study

Figures in chart 2 showed the obvious reduction of TG, TC and LDL-C
levels compared with hyperlipidemia group. The regulating effect on
dyslipidemia of  Daian extract is also shown partly through
histopathology of rabbit liver: the adipopexis of hepatocyte in all groups
trends to decrease as compared with dyslipidemia model group.
Histopathological morphology of rabbit aorta clearly showed anti-
atherogenic effect of atorvastatin and Daian extract: 3/3 of specimens of
oral atorvastatin group and 2/3 of specimens of group taking Daian
extract at dose of 4,89 medicinal herbs/kg b.w get normal microscopic
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structure. Statin group has been proven that it can prevent the formation
of atherosclerosis and stabilize sclerosis part under certain mechanisms:
anti-inflammatory effects due to improvement of endothelial function to
accelerate NO liberation, reduction of leukocyte adhesion and inhibition
of CRP liberation (C-reactive protein); antioxygenation effect due to
inhibition of NAD (P)H oxidate, reduction of superoxid formation
concomitant with reduction of oxydated LDL cholesterol...Several herbs
of Daian extract have also anti-inflammatory and/or anti-oxygenation
effects. Consequently these could also be anti-atherosclerosis
mechanisms of the extract.

4.2. ANTIHYPERLIPIDEMIC EFFECTS OF DAIAN EXTRACT
IN HUMAN

4.2.1. Improvement of functional symptoms

After 60 days of treatment, Dai an extract and Axore tablet all
has lightened several symptoms related to phlegm dampness pattern
(flabby tongue with greasy or sticky coating, fatigue, numbness of limbs,
headache and dazzle...) with higher improvement was seen in the study
group. This result suggests the combination of western and traditional
medicine is effective approach in treatment for dyslipidemia, promoting the
strong points of each medicine to bring the best result for patients.

Dai an extract has been prepared from classical formulae “Dai an
hoan” that include : Fructus Crataegi, Massa medicata fermentata, Semen
Raphani Sativi have effects of removing food stagnation, lowering gi and
eliminate phlegm. Rhizoma Pinelliae Ternatae, Citrus Deliciosa and
Poria cocos Wolf. have effects of promoting Qi, harmonize stomach and
solving dampness. According to traditional medicine theory: spleen is source
that produce phlegm, spleen deficiency lead to stagnation of dampness water
and forming turbid phlegm. Herbal species make up the formulae that has
effects of digesting food and tonifying spleen and is used for treatment of
food stagnation, anorexia, defecation disorder, greasy tongue coating,
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slippery pulse. Because the formula treats the root of disease therefore
symptoms caused by phlegm and dampness such as headache, dizziness,
heavy feeling of body and limbs, abdominal distension, loose stool, flabby
tongue with greasy coating... will be remarkably improved.

4.2.2. Effects of Daian extract on blood lipid profile

* Total cholesterol concentration significant reduced with p <0,001. The
reduction of TC was similar to that in control group (p >0,05).
Comparing the result with other studies, we found that Daian extract was
more effective than Herba Ludwigiae Hyssopifoliae (Nguyen Thi Son),
“Ha mo” tablets (Nguyen Thuy Huong), Radix Achiranthis bidentatae
capsules (Bui Thi Kim Hoa). Many studies have demonstrated that
hypercholesterolemia was one of the risk factors of atherosclerosis and
CVD. Reduction of total cholesterols (TC) is found to reduce the incident
rate of atherosclerosis in animals and clinical cardiovascular events in
human.

* Triglycerid concentration: TG is also one of parameters to assess the
risk of atherosclerosis. Daian extract remarkably decreased TG
contentration after treatment with p <0,001. The reduction was similar to
Axore 10mg tablet evaluated at D60. Comparing the results to several
single herb and TM formula, we found the Daian extract has similar
effect to Ruvitat capsules in lowering TG (Duong Thi Mong Ngoc) but
less effect than instant granule Tieu phi linh (Ha Thi Thanh Huong) and
Ganoderma lucidum (Pham Thi Bach Yen)

* HDL- C: HDL plays a critical role in cholesterol homeostasis to induce
antiatherogenic effect, which is brought by a process called “reverse
cholesterol transport”. The study result showed Daian extract increased
HDL-c level by 6,5% and 8,4% at D30 and D60, respectively. Although
the increase was not statistic significant but it was better than the control
group which had decreasing trend.
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* LDL- C: Hyperlipidemia comprises a heterogeneous group of
disorders, characterized by high levels in one or more lipids and/or
lipoproteins, in which high total cholesterol and LDL-C were concerned
the most because there have been a lot of evidences showing that
reduction of TC and LDL-C could prevent atherosclerotic and CVD.
According to NCEP ATPIII recommendation, lowering LDL has been
regarded critical target and non-HDL is the second one in the
management of patients with dyslipidemia. The result showed that, after
30 days and 60 days of treatment, LDL- C level decreased by 24,2% and
14,1%, respectively with p<0,01.

4.2.3. Evaluation on the antihyperlipidemic effect of Daian extract
based on western and traditional medicine criteria

Western medicine criteria: good and rather good result accounting for
71,7%, less than that in control group (81,7%), but the difference was
not stastical significant (p>0,05). On traditional medicine criteria, good
result was 36,7%, rather good was 45,0%, unchanged was 18,3% and no
cases with bad result in study group. In control group, good result was
21,7%, rather good was 40,0%, unchanged was 31,6% and bad result was
6,7%. The difference between the two group was statistic significant
(p<0,05).

Compared to Axore 10mg, the Daian extract proved to be more
advantageous to improve the symptoms of phlegm dampness in patients.
This can be explained that, other than hyporlipidemic effect of some
ingredient herbs demonstrated in pharmacological researches but the
formulae had actions of strengthening the spleen to improve food
digestion and remove dampness, thus the turbidity phlegm was dispelled
and the clinical symptoms of phlegm dampness were improved.



23

4.2.4. The safety of Daian extract

Experimental results reveal serum AST and ALT activity in
rabbits given atorvastatin remarkably increased compared with other
groups after 4 weeks of taking medication. In groups given Daian extract,
activity of liver aminotransaminases was not change after 8 weeks of
taking the extract, the difference before and after treatment was not
statistic significant. Hence the Daian extract is both a potential agent for
dyslipidemia treatment and fewer side effects in case of prolonged use.

In clinical study, there was 3 patients (5%) in study group had
gastrointestinal inconvenience but in mild degree and all resolved after 1-

2 days. There was 4 patients in control group had fatigue, myalgia and
undigestion. Hematological indexes and other laboratory findings such as

ALT, AST, ure, creatinin, glucose tested before and after treatment were
not different with p>0,05.

CONCLUSION

1. Daian extract has antihyperlipidemia and antiarthrogenic effects in
experimental animals.

- In endogenous hyperlipidemia model: Daian extract at doses of 9,69
and 19,2 g medicinal herbs/kg b.w reduced significantly TC, non-HDL-C
levels compared to hyperlipidemia model (p< 0,01). The reduction of
blood cholesterol in groups given the extract at these two doses was
equivalent to that in group given atorvastatin 100 mg/kg b.w.

- In exogenous hyperlipidemia model: Daian extract at doses of 4,8g and
9,6 g medicinal herbs/kg b.w remarkably reduced TC and LDL-C levels.
The difference was statistic significant compared to before treatment.

- The adipopexis of hepatocyte in rabbits were taken Daian extract
was more lessen than that in hyperlipidemia model. Histopathological
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morphology of aorta in rabbits indicated antiarthrogenic effect of
Daian extract.

2. Daian extract has treament effects in patients with dyslipidemia,
equivalent to Axore 10mg (atorvastatin). The extract has safety
profile, side effects are rare and usually resolve.

- Daian extract had antihyperlipidemia effect: after 60 days of treatment, TC
reduced by 7,7%; TG level reduced by 20,0%; LDL- C reduced by 14,1% (p
<0,001) ; HDL- C increased by 8,4% (p>0,05).

- Rate of good and rather good result in study group was 71,7%, lower
than that in control group that was 81,7%, however the difference was
not statistic sifnificant with p>0,05.

- Daian extract showed better results in type of turbidity and phlegm
obstruction and type of Deficiency of spleen and kidney Yang when
comparing to result in type of Deficiency of liver and kidney Yin but the
difference was not statistic sifnificant with p>0,05.

- After 60 days of treatment, laboratory findings demonstrated there were
no difference when comparing before and after treatment.

RECOMMENDATION

1. The Daian extract could be recommended for patients with
dyslipidemia. The extract had significant clinical application because of
low cost, effectiveness and fewer side effects.

2. The extract should be produced in the tablets form for
convenient use in clinical.



