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Loi cam on

Sau mét thoi gian hoc tdp va nghién ciru, trdi qua nhiéu khé khan, dén nay
t6i di hoan thanh ban ludn dn Tién sy y hoc ciia minh. Véi tat ca tam long, t6i xin
bay t6 sy biét on sdu sdc tdi:

Dang uy, Ban giam hiéu, Phong Dao tgo sau dai hoc, Khoa Y hoc co truyén
Truong Pai hoc Y Ha Noi, Ban Giam déc Bénh vién Y hoc cé truyén trung wong da
tao diéu kién thudn loi va cho phép toi dwoc hoc tdp, nghién cuu va truong thanh
nhuw hom nay.

T6i xin bay t6 sw kinh trong va biét on sau sdc téi PGS.TS Tran Quéc Binh,
PGS.TS Nguyén Tran Thi Gidng Hwong, hai nguoi thay kinh yéu da tin tam huwdng
dan, diu ddt, déng vién t6i trong sudt qud trinh hoc tdp, nghién ciru va hoan thanh
ban ludn an nay.

Téi ciing xin bay t6 long kinh trong va biét on sdu sdc tdi:

GS.TS Nguyén Nhuoc Kim
PGS.TS Nguyén Lin Viét
PGS. TS Pinh Thi Thu Huong

Nhitng nguoi thay da tan tam hiedng dan, dn can chi bdao va cho t6i nhiéu y
kién quy bdu vé phwong phdp ludn, tw duy khoa hoc trong sudt qud trinh nghién ciru
va hoan thanh ban lugn dan nay.

Trong qud trinh hoc tdp va nghién ciru, t6i dd nhdn dwoe rdt nhiéu sw givip
do tdn tinh va quy bau cia cdc tdp thé va cd nhén. Téi xin chdn thanh cam on:

- Bo mon Duoc Iy, Truong Dai hoc Y Ha Ngi.

- Tap thé can b Khoa kham bénh va Khoa Xét nghiém, Bénh vién Y hoc c6

truyén trung uwong.

- Trung tdm nghién ciru va san xudt thuoc Y hoc cé truyén, Bénh vién Y

hoc co truyén trung wong.

Co duwoc thanh qua nhu ngay hom nay, toi ciing xin bay to long cam on sdu
sdc toi cha me da sinh thanh va dwéng duc. Xin cam on gia dinh va ban bé, dong
nghiép da danh nhitng tinh cam quy bau, thwong xuyén dong vién, khich l¢é toi trong

suot qua trinh nghién ciru.
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PAT VAN DE

Bénh tim mach di va dang 1a van dé sitc khoe dugce quan tim hang dau
trén thé gidi véi ty 1& tir vong cao. Theo udc tinh ctia To chic Y té thé gidi,
hang nam co6 khoang 17 tri¢u nguoi bi tor vong do bénh tim mach. Hau hét cac
bénh 1y tim mach hién nay 1a do xo vita dong mach [1]. Do viy, cac yéu tb
nguy co cua bénh tim mach dugc ban dén ngay cang nhiéu thuong lién quan
dén qua trinh hinh thanh va phat trién ciia xo vita dong mach. Hoi ching rdi
loan lipid mau 12 mot trong cac yéu t6 nguy co quan trong nhat déi voi su
hinh thanh va phat trién clia xo vira dong mach.

Diéu tri c6 hiéu qua hdi ching r6i loan lipid mau s€ lam han ché su
phat trién ctia bénh xo vita dong mach va ngin ngira duoc cac bién ching vé
tim mach. Y hoc hién dai di tim ra nhiéu loai thudc c6 tac dung diéu chinh rdi
loan lipid mau: nhém fibrat (bezafibrat, fenofibrat, gemgibrozil...), nhom
statin (fluvastatin, lovastatin, pravastatin...) [2], [3].

Mot trong nhitng xu huéng hién nay trong diéu tri hoi ching rdi loan
lipid méu 1a hudéng vé cac thube co6 ngudn gde ty nhién, vira mang lai hiéu
qua diéu tri vira han ché dugc céac tac dung khong mong mubn cho nguoi
bénh va giam chi phi diéu tri. Cac nghién ctru 1dm sang vé y hoc co truyén
nhan thiy hoi ching réi loan lipid mau va ching dam thip c6 nhiéu diém
tuong doéng. Do vay, c6 thé st dung phuong phap chita dam thap trong y hoc
co truyén dé diéu tri hoi chtng réi loan lipid mau [4].

Nhiéu nghién ctru da chimg minh hiéu qua diéu tri rdi loan lipid méau
ctia cac vi thudc va bai thudc nhu: "Nhi tran thang”, "B6i mau qua lau tan”,
"Ban ha bach truat thién ma thang”, "Giang chi am”, vién nguu tat, vién nghé

(cholestan)... [5], [6], [7].



Theo y hoc ¢6 truyén, rdi loan chtrc ning ty vi 1a ngudn gdc sinh ra
chting dam thap [8], [9]. Viéc diéu tri chimg dam thap bang thudc YHCT Ia
mot xu hudéng mang lai hi¢u qua diéu tri rdi loan lipid mau tt, ¢ thé dung
lau dai ma khéng lo ngai tac dung phu c6 thé gip nhu thude y hoc hién dai.
Céc vi thudc c¢6 ngudn goc thao moc da duoc nhan giéng trong trong nudc
nén gia thanh ré, san co6 va it doc tinh [10], [11].

Do vay, lra chon bai thudc cd phuong "Pai an hoan” va bao ché thanh
dang cao 1éng vai1 cac vi thuc nhu Son tra, Tran bi, Ban ha, Bach linh, Than
khuc... co tac dung tiéu thuc tich, kién ty dé giai quyét co ché sinh dam thap
theo YHCT, ciing nham diéu tri ri loan lipid mau. Hién nay trén thé gidi va ¢
Viét Nam, chua c6 nghién ctru nao danh gia hiéu qua diéu rdi loan lipid mau
ctia bai thude trén thuc nghiém cling nhu trén 1am sang. Tuy nhi€n, mot sb vi
thudc trong thanh phan cua bai thude ndy da duoc cac nha nghién ciru trén thé
gidi khao sat hiéu lyc don 1¢ ddi v6i cac thanh phan lipid mau [12], [13].

Vi vy, dé tai duoc tién hanh voi cac muc tiéu sau:

1. Ddnh gid tic dung diéu chinh réi loan lipid mdu cia cao léng Dai
an trén dong vt thuc nghiém.
2. Ddnh gid hiéu qua diéu tri va tic dung khong mong muén ciia cao

long Pai an trén bénh nhén réi loan lipid mdu.



Chuwong 1
TONG QUAN

1.1. KHAI NIEM VE LIPID VA CHUYEN HOA LIPID
1.1.1. Cac thanh phin lipid mau va lipoprotein

Cac lipid chinh c¢6 mat trong mau la cac acid béo tu do, triglycerid (TG),
cholesterol toan phan (TC) gdém cholesterol tir do (FC) va cholesterol este
(CE), phospholipids (PL).Vi khong tan trong nudc nén lipid trong huyét
tuong khong luu hanh dudi dang tu do ma dwoc gan véi protein dic hiéu
(apoprotein viét tat 13 apo) tao thanh cac tiéu phan lipoprotein (LP) van
chuyén trong mau va hé bach huyét [14].

* Cdu triic va thanh phan lipoprotein:

Lipoprotein (LP) 14 nhitg phan tir hinh ciu, bao gdm phan nhan chtra dung
nhitng phan tir khong phan cyc la TG va CE, xung quanh bao boc bai 16p cac
phan tir phan cuc: PL, FC va cac protein dugc goi la cac apolipoprotein (apo).
Cac apo ¢0 vai trd quan trong trong cau triac va chuyén hoa cua lipoprotein.

* Phan loai lipoprotein:

Bang phuong phap dién di va siéu ly tAm nguoi ta phan ra cac loai LP
chinh theo ty trong tang dan la:

- Chylomycron (CM): 1a LP 16n nhat, ty trong < 0,95, duoc tao thanh duy
nhat boi té bao niém mac rudt, thanh phan chu yéu 1a TG thirc dn, apo chinh 1a
C, B-48, E va Al AIl Chuc ning cha yéu 1a van chuyén TG va cholesterol
ngoai sinh vé gan [15].

-Very low density lipoprotein (VLDL): 13 LP c6 ty trong rat thap 0,96
— 1,006 duoc tao thanh chu yéu & gan, chira nhiéu TG (65%). Apo gém B-
100, C va E. Chirc ning 1 van chuyén TG ndi sinh (duoc tong hop tir té bao

gan) vao hé tuan hoan [15].
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- Intermediate-density-lipoprotein (IDL): 1a LP c6 ty trong trung
gian, 12 san pham thoai hoa cia VLDL trong mau, goi 1a VLDL tan du
(remnant) [15].

- Low-density-lipoprotein (LDL): 1a LP ¢6 ty trong thap 1,020 - 1,063,
1a san pham thodi héa cia VLDL trong méu, chtra nhiéu cholesterol (50% CE
va 10% TG). Phan tir LDL gdm c6 18i chira CE va 16p vo chira apo-B100 con
cac apolipoprotein khac chi ¢ vét, & ngudi phan 16n VLDL chuyén thanh
LDL va apo-B100. Chtrc nang chinh 13 van chuyén cholesterol dugc tong hop
& gan dén cac mo ngoai vi. LDL duoc gin véi cac receptor diac hiéu & mang

té bao dé vao trong té bao [15].

- High-density-lipoprotein (HDL): 1a LP c6 ty trong cao 1,064 — 1,210,
dugc tong hop & gan va mdt phan ¢ rudt, mot phan do chuyén hoa ciia VLDL
trong mau. Thanh phan cia HDL goém nhiéu protein (55%), TG (5%),
cholesterol (20%) va apo chinh 1a A, C, E. Chutc nang chinh cia HDL la van
chuyén cholesterol du thira tir caic md ngoai vi tré vé gan dé tao cac acid mat

va ddo thai theo dudng mat. HDL 1a loai LP bao vé chéng VXDPM [15].



- Lp(a) [Lipoprotein(a)]: duoc tong hop ¢ gan véi sb lwgng it, ¢6 cu
trdc tuong ty nhu LDL nhung ¢6 thém 1 protein gin vao apo B-100 goi la
apo (a). Nhiéu nghién ctru hién nay cho thdy Lp(a) c6 thé 13 yéu t6 nguy co
ddc 1dp cua dong mach vanh [15].

1.1.2. Chuyén héa lipoprotein

LP dugc chuyén hoa theo hai con duong ngoai sinh va ndi sinh véi sy

tham gia ctia cadc enzyme va protein van chuyén.
* Chuyén hod ngoai sinh:

TG, TC, PL tur lipid thtrc an duoc hép thu qua ni€ém mac rudt non tao
thanh CM. CM theo céc bach mach dén éng nguc, d6 vao hé tuan hoan rdi toi
mo6 md va co. Tai cac mo, TG dugc tach ra nho enzym LPL thanh glycerol va
acid béo, cac acid béo dugc dy trir hodac dugc cac mo sir dung lam nguén
cung cap ning luong. Qua trinh nay xay ra lién tuc lam cho CM bj mét TG,
ApoC (tra vé cho HDL) va tao thanh CM tan du giau cholesterol. CM tan du
dugc gan bat ¢ té bao gan nho cac thy thé dic hiéu véi apo B— 48 va apo E ¢6
trong thanh phan CM tan du. Doi séng cuia CM rat ngan, chi vai phat. O gan,
cholesterol duoc chuyén thanh acid mat va dao thai theo duong mat xubng
rudt non, mot phan cholesterol va TG tham gia tao VLDL. VLDL nay roi gan
vao hé tuan hoan dé bit dau con dudng van chuyén hay chuyén hoa lipid noi

sinh (con goi 1a chuyén hoa lipid & mach mau) [14].
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Hinh 1.2: Chuyén ho4 lipoprotein ndi va ngoai sinh [16]

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

* Chuyén hod néi sinh: Con duong nay lién quan dén lipid chu yéu co
ngudn gdc tir gan. VLDL giau TG chira apoprotein 1a apo B-100, apo E va
apo C dugc tao thanh & gan (90%) va mot phan & rudt (10%) vao mau dén céac
mo ngoai vi, tai diy TG bj tach ra do tac dung cta enzym LPL, dong thoi apo
C ciing duoc chuyén dé tao thanh HDL. VLDL chi con lai apo B100 va apo E
va kich thudc bi giam dan. Mot enzym khac ciing tac dong dén cholesterol
ctia VLDL 1a enzym LCAT tir gan vao huyét twong, enzym nay xic tic su
véan chuyén acid béo tir lecithin dé este hoa phan ttr cholesterol tao thanh CE.

Nhu vay, VLDL sau khi giai phéong TG, nhan thém CE va mat di apo C,



chuyén thanh IDL - tién chat cia LDL. O diéu kién binh thudng LCAT tao
ra 75-90% CE trong huyét twong, phan CE con lai cta huyét twong do gan
hodc rudt san xudt boi enzym ACAT (acyl-CoA cholesterol acyl
transferase) ctia ndi bao. Do vay, su thiéu hut LCAT gady nén cac roi loan

chuyén hoa LP [14], [17].
* Chuyén hod ciia HDL va LDL

+ Lipoprotein ty trong trung gian (IDL) tré lai gan, gan vao céc thu
thé dic hiéu & mang té bao va chiu tac dung cua lipase gan.

+ Lipoprotein ty trong thap (LDL) la chat van chuyén chinh
cholesterol trong mau, cha yéu duéi dang CE. LDL gin véi cac thu thé LDL
nhan biét ApoB-100 trén mang té bao gan (70%) va cac mang té bao khac cua
co thé (30%). Cac LDL duoc chuyén vao trong té bao va chiu sy thoai hoa
trong lysosom, giai phong FC.

Pai thuc bao tao ra tir cac monocyt trong mau c6 thé bat gitt LDL qua
thu thé thu don. Qua trinh nay xay ra ¢ cac nong d6 LDL binh thuong nhung
duogc ting cudng khi ndong do LDL ting cao va bi bién d6i (LDL bi oxy hoa
hodc glycosyl hoa). Sy bat gitt LDL boi dai thuc bao & thanh dong mach 1a
yéu tb quan trong trong bénh sinh cuia VXPM. Khi dai thuc bao qua tai CE,
chung chuyén thanh cac té bao bot (foam cell) - mot thanh phan cua mang
vira xo [17], [18].

+ Lipoprotein ty trong cao (HDL) duoc tong hop tai gan hoic tir sy
thoai hoa cia VLDL va CM trong mau. FC dugc este hoa thanh CE boi
LCAT c6 trong HDL méi sinh, lam tang ty trong cia HDL. HDL dong vai
tro loai trir cholesterol thira, vi vdy n6 dugc goi 1a “cholesterol tot” va 1a co

ché chdng VXPM quan trong nhat [17], [19].



. —Macrophage

Free

cholesterol —-_.__,
) LDOL
\ LOLR
CIA I

Apoﬁ. |

\ LCAT_ G
Small / /IE,./E-}.E'
iFtadinds N?ISSEHT Mature HOL /

Peripheral cells Chylomicrons

<9
[*] o

Hinh 1.3: Chuyén hoa HDL va vén chuyén cholesterol [20]

LCAT: lecithin-cholesterol acyltransferase; CETP: cholesteryl ester transfer

protein; VLDL: LDLR : low-density lipoprotein receptor; TG: triglycerides.

O ngudi binh thudng, qua trinh tong hop va thoai hod lipid dién ra can
b'img nhau va phu thudc vao nhu cau co thé, vi thé duy tri dugc su on dinh vé
néng d6 lipid va LP trong mau. Khi c6 sy bat thuong, cac kiéu rdi loan
chuyén hoa lipid sé& xay ra.

1.2. HQI CHUNG ROI LOAN LIPID MAU
1.2.1. Pinh nghia
Réi loan lipid mau (RLLPM) khi c6 mot hodc nhiéu céac rdi loan sau

day [21]:
- Tang cholesterol huyét twong (TC):

+ Binh thuong: cholesterol trong mau <5,2 mmol/L (<200 mg/dL)

+ Tang gidi han: TC mau tr 5,2- 6,2 mmol/L (200 — 239mg/dL)

+ Tang cholesterol trong mau khi >6,2 mmol/L (>240 mg/dL)
- Tang Triglycerid (TG) trong mau:



+ Binh thuong: TG mau <2,26 mmol/L (<200 mg/dL)

+ Tang gidi han: TG tir 2,26 — 4,5 mmol/L (200 — 400 mg/dL).

+ Tang TG: TG tr 4,5 — 11,3 mmol/L (400 — 1000 mg/dL)

+ Rat tang: TG >11,3 mmol/L (>1000 mg/dL)
- Giam HDL-C: HDL-C Ia mét lipoprotein (LP) cé tinh bao vé thanh mach.
Néu giam HDL-C 1a ¢6 nguy co cao véi xo vira dong mach (XVDM):

+ Binh thuong HDL-C trong mau >0,9 mmol/L;

+ Khi HDL-C méu <0,9 mmol/L (<35 mg/dL) la giam.
- Tang LDL-C

+ Binh thuong: LDL-C trong mau <3,4 mmol/L (<130mg/dL);

+ Tang gidi han: 3,4 — 4,1 mmol/L (130 — 159 mg/dL);

+ Tang nhiéu khi: >4,1 mmol/L (>160 mg/dL).
- RLLPM hén hop: TC >6,2 mmol/L va TG khoang 2,26- 4,5 mmol/L.
1.2.2. Phén loai rdi loan lipid mau

C6 nhiéu cach phan loai RLLPM. Phén loai cta Frederickson c6 tinh

chat mo ta tinh trang RLLPM, tuwong d6i khé ap dung trong thuc hanh lam
sang. Phan loai ctia De Gennes va phan loai ctia Hiép hoi Tim mach Chau Au
(EAS) don gian hon va dé 4ap dung trén 1am sang hon (ting TC don thuén,
tang triglycerid don thuan, ting ca cholesterol va triglycerid).

Bdng 1.1. Phdn logi RLLPM theo Fredrickson/WHO [22], [23].

Typ Tang lipoprotein Tang lipid
| Chylomicron TC &1 TG ™11
lla LDL TC 11 TG <
b LDL, VLDL TC 11 TG 1
1l IDL TC 11 TG 11
IV VLDL TC 1 TG 11
\Y, Chylomicron va VLDL TC 11 TG 11

Chat thich: < binh thuong 7 tang
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Bang 1.2. Phan loai RLLPM theo De Gennes, twong wng voi cdc typ
RLLPM ciia Fredrickson [22], [23].

Nhém Typ Lipoprotein Lipid
Tang cholesterol Eluyet la LDL TCITG >2.5
thanh don thuan
. I
Tang TG huyét thanh don . A
ang T AuyS RAmt GO Ty | chylomicron va VLDL | TG/TC >2,5
thuan
VvV
o a b LDL, VLDL TC/ITG <25
Tang lipid mau hon hgp
i IDL TG/ITC <2,5

Bdng 1.3. Phan logi RLLPM theo EAS (Hiép hgi vira xo

déng mach Chiu Au) [2]

Typ Cholesterol mmol/I Triglycerid mmol/I
A 52<TC<6,5 TG <22
B 6,5<TC<7.8 TG<22
C TC<5,2 22<TG<5,5
D 52<TC<7.8 22<TG<5,5
E TC>7,8 TG>5.,5

Phén loai murc do rdi loan chuyén hoa lipid mau theo Chuong trinh gido

duc Qudc gia vé cholesterol cia My (NCEP- National Cholesterol Education

Program) (ATP I11- Adult Treatment Panel I11): cach phan loai nay cho biét

su thay d6i cac thanh phan lipid mau gy XVDM va c6 tac dung bao vé chdng

XVDM, dong thoi cho biét mirc d6 rdi loan cta cac thanh phan trén. Day 1a

cach phan loai méi nhat.
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Bing 1.4. Danh gida cdac mirc dp RLLPM theo NCEP ATP 111 [24].

, Néng do ,
Chi so bénh gia mac dd roi loan
mg/dL mmol/L
<200 <5,17 Binh thuong
TC 200-239 | 5,17-6,18 Gidi han cao
> 240 > 6,20 Cao
<100 <2,58 Téi wu
100-129 | 2,58-3,33 |  Gan t6i uu/ Trén t6i wu
LDL-cholesterol 130-159 3,36 -4,11 G161 han cao
160-189 | 4,13-4,88 Cao
> 190 >4,91 Rét cao
<150 <1,70 Binh thuong
150-199 1,70 - 2,25 G161 han cao
e 200-499 | 2,26 -5,64 Cao
> 500 > 5,65 Rét cao
<40 <1,03 Thap
HDL-cholesterol
> 60 > 1,55 Cao

1.2.3. Nguy co/Nguyén nhén giy réi loan lipid mau

Nguyén nhan gdy RLLPM c6 thé la nguyén phéat (cac bénh vé gen)

hodc thir phat (161 sdng, bénh 1y). Cac nguyén nhan thir phat c6 thé gop phan

lam RLLPM nguyén phat biéu hién ra hodc nang né hon [1], [25].

* Nguyén nhan nguyén phat:

Gay ra do mot hodc nhiéu gen dot bién lam téng hop qua mic hodc

thanh thai it TG hay cholesterol, hoic tong hop khong du hay dao thai qua
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muc HDL. Nhitng r6i loan nguyén phat 13 nguyén nhan hang dau gy
RLLPM ¢ tré em nhung khong phai 1a nguyén nhan thuong gap ¢ nguoi
trudng thanh [25].

* Nguyén nhdn thir phat:

Nhitng nguyén nhan thtr phat dong vai tro thuc ddy 1am xuét hién hodc
lam ning hon tinh trang rdi loan lipid mau & ngudi truong thanh. Nguyén
nhan thtr phat thuong gip nhat 1a 16i séng tinh tai, an nhiéu thirc dn giau chat
béo bao hoa, cholesterol va m& dong vat. Nhitng nguyén nhan thir phat khac
gém dai thao duong, uéng nhiéu ruou bia, bénh than man tinh, suy giap trang,
X0 gan mat nguyén phat, diung cac thudc nhu thiazid, chen P giao cam,
estrogen, progestin va glucocorticoid [26].

1.2.4. Piéu tri roi loan lipid mau theo y hoc hién dai

1.2.4.1. Nguyén tic diéu tri [21]

- Piéu trj rbi loan lipid méau 1a dé giam céc bién cb tim mach do XVDM.

- Phai ludn loai trr nhung nguyén nhan tang lipid mau thtr phat: hoi
ching than hu, suy giap, udng qua nhiéu ruwou, thai nghén, lam dung
corticosteroid, chimg biéng an, thudc trc ché mién dich.

- Viéc thay ddi 16i séng 1a van dé co ban va ¢t 18i trong diéu tri: ché
do an uéng ding, ché do tap luyén thé duc. Thoi gian danh gia hiéu qua cac
bién phap thay d6i 16i séng thuong tir 2 - 3 thang.

- Chi dinh thudc khi can thiét. Pich diéu tri dwa trén xét nghiém va
nguy co cua bénh nhan (BN):

+ LDL-C duoc khuyén cdo 1a dich diéu trj thtr nhat. Cholesterol toan
phan 1a dich diéu tri néu khong c6 cac xét nghiém khac.

+ TG nén duoc danh gia dé diéu tri khi bénh nhan RLLPM c6 tang TG.



13

+ Non-HDL-C hoac ApoB la dich diéu tri tht hai & bénh nhan RLLPM
thé hon hop, dai thdo dudng, hoi chimg chuyén hoa.

+ HDL-C khong duoc khuyén c4o 1a dich diéu tri. Xac dinh muc tiéu
diéu tri nham vao LDL-C, sau d6 c6 thé tinh toan nham vao non-HDL-C.

- Pich diéu tri cu thé:

+ Nhom nguy co rat cao: LDL-C nén dat duoc dudi 1,8 mmol/L hodc
giam di it nhit mot nira tri s6 ban dau.

+ Nhom nguy co cao: LDL-C dat mirc < 2,5 mmol/L.

+ Nhom nguy co vira va thap: LDL-C dat mirc < 3,0 mmol/L.

- Statin 14 lya chon dau tién. Cac thudc non-statin c6 thé dugc dung
phdi hop voi statin khi mot minh statin véi liéu t6i wu khong dat duge muc
tiéu diéu tri, hodc dung thay thé khi bénh nhan khong dung nap statin. Hoi tim
mach Hoa Ky (AHA) khuyén nén dung statin cuwong do cao (atorvastatin 40 —
80mg, rosuvastatin 20 — 40mg) & bénh nhan c6 hoi chimg mach vanh cp.

- Khong ché tét cac yéu td nguy co tim mach khac (néu co): ting huyét
ap, dai thao dudng, hut thude 14. ..
1.2.4.2. Thay déi l6i song

- Thay d6i ché do an 1a mot phan rat quan trong trong quan 1y bénh
nhan rdi loan lipid mau. Viéc thyc hién can phai c6 su hudng dan cia céc bac
sT va chuyén gia dinh dudng [25]. NCEP dua ra mot s6 khuyén céo trong thay
ddi ché do an la: téng lugng chit béo nén han ché & muic 25 — 35%, lugng
chat béo bio hoa chiém dudi 7% tong luong calo can cung cap hang ngay va
luong cholesterol trong khau phan in nén duéi 200 mg/ngay [24].

- Ché do tap luyén déu din dong vai trd quan trong trong viéc khéng
ché t6t lipid mau. Tap luyén giup “d6t” b6t md du thira trong co thé, giam can

hiéu qua, tang kha nang dé khang cua co thé va con gidn tiép thong qua viéc



14

diéu chinh dugc cac nguy co khac di kém nhu 6n dinh huyét ap, giam nguy co
dai thao duong va tang hoat tinh insulin [27].

- Bo nhimg thoéi quen ¢ hai: khong hat thube 1a vi thude 14 khong chi
anh huong dén qu4 trinh hinh thanh xo vita dong mach ma con anh huéng dén
rdi loan lipid mau hodc thong qua cac nguy co khac nhu ting huyét ap, dai
thao duong...[28], khong nén udng ruou qua nhiéu, giam can ning, duy tri
chi s6 khdi co thé (BMI) ¢ muc li tuong (BMI tir 19 — 23) va vong bung
khong qua 90cm & nam gidi va 85cm & nit gidi, tranh 16i séng tinh tai, tranh

cing thang than kinh, lo au qua muc.

1.2.4.3. Thuéc diéu chinh réi loan lipoprotein mdu

Dua vao co ché tac dung trén lipoprotein, thudc diéu tri r6i loan lipid
mau dugc chia thanh 2 nhém chinh [29], [21]:

- Nhom 1am giam hap thu va ting thai trir lipid:

+ Chét tao phirc voi acid mat.

+ Chat trc ché hap thu cholesterol: ezetimibe.

- Nhom 1am giam téng hop lipid:

+ Acid nicotinic (niacin)

+ Dan xuét acid fibric (nh6m fibrat)

+ Chat trc ché 3-hydroxy-3-methylglutaryl-coenzyme A (HMG-CoA)
reductase (nhom statin).
* Cdc chit tao phirc vé6i acid mdt (cholestyramin, colestipol, colesevelam)

- Co ché: cac chat tao phitc v6i acid mat hay céc resin tich dién am sé&
gin voi acid mat tich dién duong tao thanh phtrc hop resin/acid mat khong
dugc hap thu va bi ddo thai qua phan, 1am giam nong do acid mat. Té bao gan
taing cuong chuyén hoa cholesterol thanh acid mat, 1am cho ndng dd
cholesterol trong t& bao gan giam, kich thich ting sinh cac LDL receptor va

lam tang thanh thai LDL trong huyét tuong.
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- Tac dung khong mong mudn: réi loan tiéu hda, giam sy hap thu cua 1
sb vitamin (A, D, E, K) va anh huéng dén su hép thu ctia mot s6 thude khac
nhu digoxin, warfarin va cac hormon tuyén giap [30].

* Chdt irc ché hdp thu cholesterol — Ezetimibe

- Co ché: ezetimibe gin truc tiép vao protein van chuyén NPC1L1 va tc
ché qua trinh hép thu cholesterol tai rudt non, lam giam lugng cholesterol du
trr trong gan va lam tdng thanh thai cholesterol trong mau thong qua lam tang
s6 luong cac LDL receptor [30],[3].

- Ezetimibe twong d6i an toan, it xuat hién cac tac dung khong mong
mudn [3].

* Acid nicotinic (niacin)

- Co ché: tai mé md, niacin ¢ ché su thuy phan TG boi cac lipase
nhay cdm v&i hormon, lam giam lugng acid béo tu do veé gan va giam téng
hop TG va giai phong VLDL tai gan. Ngoai ra, niacin con tc ché hoat
dong cua diacylglycerol acyltransferase-2 — enzym tham gia qua trinh tong
hop TG [31].

~ Téac dung khong mong mudn: néng bing, ngira nira nguoi trén, rdi loan
tiéu hoa, lam ting ndng do acid uric trong huyét twong. Thudc co thé gy ra
tinh trang khang insulin va lam niang thém tinh trang ting dudng huyét
[301.[3].

* Ddn xudt acid fibric (Fibrat)

- Co ché: fibrat kich thich hoat dong cua ciac LPL lam ting thiy phan
TG, lam giam tong hop apoC-III (ting thanh thai cac lipoprotein tan du), thuc
day qua trinh oxy hoa cua cac acid béo, lam giam san xuat VLDL. Fibrat
thong qua PPARo con lam ting s6 lugng cua apoAl va apoAll nén lam ting

ndéng d6 HDL-C.
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- Tac dung khong mong mudn: réi loan tiéu héa, ting nguy co xuét hién
sO01 mat, tang tdc dung cua warfarin va mdt sb thudc ha duong huyét duong
ubng [30],[25].

* CA&c statin

La nhom thubc hiéu qua nhit va c6 kha ning dung nap tot nhat trong
diéu tri rdi loan lipoprotein mau.

~ Co ché: HMG-CoA reductase 1a mot enzyme quan trong trong sinh
tong hop cholesterol, va @c ché enzyme ndy giam tong hop cholesterol. Bang
cach trc ché sinh tong hop cholesterol, statin lam ting hoat dong cua cac LDL
receptor & gan, va do d6 thuc day qua trinh thanh thai LDL khoi vong tuan
hoan, két qua 13 1am giam nong d6 LDL-C [30].

Nhiéu nghién ctru gﬁn day chi ra mot s tac dung ddc lap voi tac dung ha
cholesterol mau cua statin c6 lgi ddi voi tim mach: cai thién chirc nang noi
mac mach do kich thich giai phéng NO, on dinh mang xo vira, chong oxy
hoa, chéng viém, chéng huyét khéi. Ngoai ra, statin con co6 mot sd tac dung
c6 loi trén hé mién dich, hé than kinh trung wong va xuwong [32].

- Tac dung khong mong muén: rdi loan tiéu héa, dau dau, mét moi, dau
co hodc dau khop. Tang hoat do cac transaminase gan (AST va ALT). Bénh
co nang, dic biét 14 tidu co van hiém khi xay ra [33].

* Acid béo omega-3 (ddu cd)

Acid béo khéng bdo hoa da omega-3 (Omega-3 polyunsaturated fatty
acids - PUFAs) c6 mat nhiéu trong dau c4, bao gdm acid eicosapentaenoic
(EPA) va acid decohexanoic (DHA) 1a hai phan tir duoc st dung phd bién
trong diéu tri ting lipid mau. PUFAs lam giam nong d6 TG huyét tuong
nhung lam ting nong do6 cholesterol.

Téc dung khong mong mudn phd bién cia PUFAs 14 rdi loan tiéu hoa (dau

bung, budn nén, tiéu chay) va vi tanh trong miéng sau khi udng thude [3].
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* Alirocumab va Evolocumab: 1a nhitng khang thé don dong nhéan ban, c¢6
tac dung @rc ché proprotein convertase subtilisin—kexin type 9 (PCSK9) tir d6
lam ting sé luong LDL-receptor & bé mat té bao gan, két qua 1a 1am giam
néng 46 LDL cholesterol trong mau. Co ché nay giébng mot phan véi co ché
tac dung cua nhom statin (Iam ting sd lugng LDL-receptor) tuy nhién tac
dung phong ngira cac bién c¢d tim mach cua cac thude nay chua dugc ching
minh r6 rang [34]

* Diéu tri phoi hop thuoc

Nhirng bénh nhan khong dat muc tiéu LDL-C va non-HDL-C vdi statin
don tri lidu, co thé phéi hop chit @re ché hép thu cholesterol hodc chét tao
phtrc voi1 acid mat. Vi nhitng bénh nhan nguy co cao khong dat dugc muc
tiéu nong d6 LDL-C véi statin don trj liéu va c6 nong d6 HDL-C thap: phdi
hop niacin véi statin. Nhimg bénh nhan nguy co cao dang dung statin c6 nong
d6 TG cao c6 thé phdi hop thém fibrat hodc dau ca. Nhiing bénh nhan ting
TG mau nang khong dat dugc muc ti€u non-HDL-C v61 fibrat thi c6 thé can

nhic bd sung thém statin.

1.3. QUAN NIEM CUA Y HQC CO TRUYEN VE HQI CHUNG ROI
LOAN LIPID MAU

1.3.1. Nguyén nhén va co ché bénh sinh ciia chirng dam thap
1.3.1.1. Khdi niém

* Sw chuyén héa tan dich trong co thé:

Tan dich néi chung 1a tit ca cac chat dich binh thudng trong co thé.
Tan 1a chat trong, dich 1a chat duc. Tan dich 1a mot trong nhiing co s¢ vat chét
cho su séng, do dinh dudng cua dd an hoa ra, nho su khi hoa cua tam tiéu di
khép toan than, nudi dudng céac tang phu, co nhuc, kinh mach va bi phu. Tan

tao thanh huyét dich va khong ngimg bo sung dich thé cho huyét dich. Dich
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lai bd sung cho tinh,tiry 1am cho cac khép xuwong cir dong duoc d& dang, 1am
nhuan da 16ng [35], [36]. Khi c6 sy rdi loan chuyén hoa tan dich s& sinh ra

dam thap, dam am.

Ngii tang Luc pht  Can co kinh mach

y
Thurc an T y
Thanh
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Phan Nudce tiéu

So d6 1.1. Sw vin héa tan dich trong co thé.

Troc

| U‘ U‘ U | |
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* Khai niém vé chieng dam thdp

bam thép la san phém bénh ly, dam la chat dic, th?ip khong dac nhu
dam, dam thap sau khi sinh s& gy ra nhiing chimg bénh méi. Theo Y vin
c6: "Chung dam thap la mot loai chung bénh ma nguyén nhan giy bénh
chinh 13 thuy & dong lai & mot vi tri trong co thé, khong van hoa theo qui
luat binh thudng”. Sach “Noi kinh” goi 1a tich am, “Kim quy yéu luge” goi
1a dam thap [8], [37].
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Ngudn gbc sinh ra dam thap do su van hoa bit thudng cua tan dich, tan
dich ngung tu bién hod ma thanh. Binh thuong sy van hod thuy thip trong co
thé duoc diéu hoa boi 3 tang ty, phé, than. Boéi vay dam thap co lién quan dén
3 tang ty, phé, than. Chtng thudc ty 14 chimg quan trong nhat trong van dé co
ché sinh chtrng dam tré.

Pam thap do ty duong mat chirc ning van hod, 1am chuyén hoa tin
dich bi ngung tré lai thanh thap, thip thang sinh ra dam... [8]. Phé chu viéc tri
tiét, ngoai td xam nhap vao phé, phé khi khong tuyén phat, tuc giang duoc,
lam tan dich ngung lai thanh dam. Ty chu van ho4, do ngoai cam thép ta, an
ubng khong diéu do, 1am viéc qué strc, ty vi bi tén thuong, khong van hoa
duogc, thuy thap dong lai ngung tu thanh dam. Than coi viéc khai hap (déng
mo), than duong khong du, khai hap khong thong, thuy thap tran 1én tu lai
thanh dam [37].

C6 2 loai dam: dam hiru hinh va dam vé hinh. Pam hitu hinh 13 chét
dam sinh ra tir phé va than, con dam vo hinh phai thong qua triéu ching méi
biét dugc. Hoi chimg réi loan lipid mau 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. Chan tdm théng c6 biéu hién con dau that nguc, khé thd. Do phong
dam: nhe thi triéu chung giéng nhu rdi loan tuan hoan ndo, nang thi tri¢u
chtng nhu tai bién mach mau nao [8], [37],[38], [39].
1.3.1.2. Nguyén nhén din dén chirng dam thép

- Do an uéng khong diéu do: an nhiéu thic an ngot béo, nhiéu cao luong
mi vi, uéng nhiéu ruou, lam tén thuong ty vi, dan dén dam thép noi sinh.

- Do it van dong thé lyc, dam @ tré 1au ngay, khi huyét khong luu
thong, dan dén khi tré, huyét . Sach T4 van thién “Tuyén minh ngii khi luan”

viet: “Ctu ngoa thuong khi, ctru toa thuwong nhuc” (nam nhié€u hai khi, ngo6i
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nhiéu hai co nhuc). Thuong khi din dén khi hu, thuong nhuc dan dén ty hu,
ty khi hu suy ma gay ra bénh [38].

- Do thét tinh (yéu t6 tinh than): lo nghi hai ty, gian dit hai can; can
moc vuong khic ty thd lam ty thd rdi loan suy yéu dan dén su van hoa bi suy
giam, dam thap « tré kinh mach ma gy ra bénh [38].

- Do tién thién bat tac (yéu t6 thé chit): trong sach Linh khu thién “tho
yéu cuong nhu” viét: “con nguoi ta sinh ra c6 cuwong, c6 nhu, c6 cudng co
nhuoc, ¢6 dai co ngén, co6 am c6 duong”. Khi tién thién bat tic 1am cho than
khi bat tuc, than duong hu khong 6n 4m dugc ty duong, ty khong van hoa
duogc thuy thap, sinh dam thap [38].
1.3.1.3. Co ché bénh sinh ciia chirng dam thdp

Day 1a mot chiing bénh co dac diém “ban hu, tiéu thuc”: “tiéu” 1a dam
troc, huyét @, “ban” 13 céng ning tang phu that diéu hodc hu ton trong d6 lién
quan dén ty, than, can, tim ma dac bi¢t 1a hai tang ty va than. Do am thuc that
diéu hodc do that tinh, hoic do tién thién bét tac 1am cho cong ning cua cac
tang phu rdi loan, hu suy.

Pam khi di sinh ra theo khi phan bd & nhiéu noi trong co thé: trén thi
lén t&i dinh dau, dudi thi xuéng dén diing tuyén, trong thi vao cic cic tang
phu, ngoai thi ra co nhuc, bi phu 1am cho kinh lac bé tac, huyét mach khong
thong, mach lac U tré ma sinh ra cac chung dam thép, huyét r, dau théng,
huyén vung... v6i biéu hién 1am sang tuong tu nhu hdi ching RLLPM,
XVDM cua YHHD [8], [38].

Co ché bénh sinh cta hoi chimng RLLPM theo quan ni¢m cia YHCT

nay duoc thé hién ¢ so d6 1.2.
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So d6 1.2. Co ché bénh sinh hji chirng réi logn lipid mau

theo quan niém cua YHCT
1.3.2. Sur twong dong giira hoi chirng rdi loan lipid mau va chirg dam thap

Trong y vin cta y hoc ¢ truyén khong co cum tir “réi loan lipid mau”
nhung dya trén cac biéu hién 1am sang va cac nghién ciru ciia cac tic gia
trong va ngoai nudc di cho thay: hoi ching nay thudc pham vi ching “dam
am”, “dam thap”, “huyét u”, “huyén vung”, “dau thong”, “tam quy”. Trong
d6 bénh danh “dam thap” duoc dung phd bién nhit, phi hop nhit véi ching

RLLPM don thuan. Céc triéu chimg dién hinh cta ching dam thap (rbi loan




22

lipid mau) cu thé nhu: Ludi: réu nhon, béu nhét, ¢6 ngan rang; khat ma khong
mudn uéng; té nang chan tay, t€ nang than minh, di cam dau chi; mach hoat
hozc huyén hoat...[38], [40]. P c6 rat nhiéu nghién ctru trong va ngoai nudc,
dac biét & Trung Quéc, di sau phan tich va tim mbi lién hé gifra hoi ching
RLLPM cta YHHD véi cac chung trang cia YHCT. Can c@ trén cac biéu
hién 1am sang, nguoi ta thiy gitta hoi chimg RLLPM va ching dam thap c6

mot su twrong dong kha sau sac vé bénh nguyén, bénh sinh va tri liéu [8].

- Bénh nguyén: ching dam thap phat sinh do nhiing nguyén nhan chi
yéu sau day [35], [41]:

+ Yéu to thé chat: do tién thién quyét dinh, thuong 1 tién thién bat tic.

yéu t6 nay ¢ thé hiéu twong tu nhu nguyén nhan di truyén cia YHHD.

+ Yéu t6 an udng (am thyc): yéu té ndy twong tu nhu viéc an qua nhiéu
thirc dn m& dong vat va pha tang ma YHHD thuong dua ra khuyén cdo trong
ché do an.

+ Yéu t6 it van dong thé luc: YHHD ciing dé cap dén mot trong céc
nguy co cta rdi loan lipid mau ciing nhu cac bién cb vé tim mach va xo vira
mach mau chinh 1a it van dong thé luc. Nguyén tac diéu tri RLLPM theo
YHHD, bén canh vi¢c dung thudc con ludn nhan manh dén viéc thay doi 16
séng, gém tudn thi ché d6 an danh cho ngudi RLLPM va ting cuong van

dong thé luc.

+ Yéu to tinh than: Pay chinh 1a yéu t6 cing thang tinh than (stress)
cua YHHD.

- Theo co ché bénh sinh ciia YHCT: céc yéu t6 gay bénh truc tiép hoic
gian tiép 1am cho cong nang cua tang phu bi réi loan hodc hu ton, trong d6
lién quan nhiéu dén ty, than, tAm, can ma dic biét 14 ty va than. Nhu vy ngii
tang hu ton déu c6 thé sinh dam. Pam khi sinh ra di theo khi va phan bé rat

rong, gay ra cac chung dau thong, huyén vung, tdm quy...voi cac biéu hién
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1am sang twong ty nhu mot sé tridu ching c6 thé gip ¢ bénh nhan RLLPM
hozc bénh 1y tim mach do xo vita cia YHHD nhu dau dau, hoa mét, tirc nguc,
di cam chan tay [42], [43].

- Tri liéu:

Chtng dam thap va hoi chimg RLLPM c6 nhiéu diém tuong dong. Vi
vay, cac bién phap dung thudc va khong dung thude dé chita dam thap ciing 1a
nhiing bién phap diéu chinh RLLPM theo quan diém ctia YHCT.

D3 co rat nhiéu vi thude va bai thubc YHCT dung diéu tri chimg dam
thap duoc nghién ctu va ching minh c6 tac dung diéu chinh RLLPM: bai
thuc "Nhi tran thang", bai thudc “Béan ha bach truat thién ma thang” [44],
hay bai thudc "Giang chi thang" gom cac vi Pan sam, Nguu tat, Hoang tinh,
Son tra, Ha thi 6, Nam linh chi, Trach ta [5].

Phuong phép tap luyén khi cong, dudng sinh cua YHCT (tuong ty nhu
ap dung ché do an kiéng va ting cuong van dong thé luc) ciing duoc ching
minh c6 tac dung tét dé diéu chinh cac thanh phan lipid mau.

1.4. CAC PHUONG PHAP PIEU TRI CHUNG PAM THAP THEO Y
HQC CO TRUYEN
1.4.1. Nguyén tic

Quan ni¢m cua cac Y gia trong YHCT:

- Truong Canh Nhac: "Khong phai chi c6 dam sinh ra bénh ma bénh
con sinh ra dam. Tram bénh déu do dam sinh ra nén chita bénh qua ban la
chita ddm” va "néu chi biét chira dam ma khong biét dam tir dau sinh ra thi
két qua dam cang nhiéu” [8].

- Hai thuong Lan Ong: "Chita dam phai diéu hoa khi trudc va khi
thuan thi dam ty tiéu”. Chita dam khong c6 phép bo, khong co phép cong ma

chi 1a vo vé€ khéo 1éo ma thoi, vi dam von ¢o6 san tir luc dura tré duoc sinh ra, 1a
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vat chit dé nudi séng co thé nita. Trong chira bénh khong nén vét sach dam di
ma chi loai bé phan dam du thira ma thoi” [42].

Nhu vay, nguyén tac tri liéu ching dam thap chu trong cac diém sau:
(1) Vi bénh c6 dic diém" ban hu tiéu thuc" cho nén trong diéu tri phai cha y
c tiéu, ca ban; (2) Phai chu trong phép chita dam vi dam thap c6 vai trd quan
trong trong co ché bénh sinh; (3) Tri dam phai cha ¥ nguyén tic" tri dam tién
tri khi, khi thuan dam ty tiéu" (Hai Thuong Lan Ong - Y trung quan kién).
1.4.2. Phwong phap diéu tri chirng dam thap bang thuéc YHCT

Piéu tri dam thap bao gom cac phép: hoa dam, tiéu dam va diéu dam.
Vi dam ¢ hoéi chimg RLLPM 13 dam vo hinh, luu hanh va & dong & huyét
mach nén khi diéu tri, dung phép hoa dam dé diéu tri nguyén nhén sinh ra
dam, lam cho dam tu hét chir khong dung dén phép tiéu dam va diéu dam.

Theo YHCT, RLLPM tuwong duong vé&i chimg dam thip, c6 dic diém
1a “ban hu tiéu thuc”. Tuy theo thé bénh cap hay hodn ma lay phu chinh hay
khir ta lam chii, hodc vira phu chinh vira khu ta theo nguyén tic tiéu ban dong
tri. Ban hu chu yéu 1a ty than hu ton, tiéu thue cha yéu la dam troc, huyét u.
Tri ban phai chil ¥ bo ty, ich than. Tri tiéu phai cha ¥ phép hoa dam trir thap,
thanh 1y thong ha, hoat huyét hoa @ [38], [45].
1.4.2.1. Diéu tr theo thé b¢nh ciia dam thap

Duya vao tinh chat ngii khi két hop voi dam thap nguoi ta chia dam thap
ra 1am 5 loai: phong dam, han dam, nhiét dam, tdo dam, thip dam. Yéu t6
thap hay gip nhat trong nguyén nhan giy ching dam thap [8]. Tuy theo timg
loai dam ma c6 cac phép diéu tri khac nhau [45].
* Thip dam:

Theo 1y luan ciia YHCT, thap dam do ty duong bi suy giam dan dén roi

loan chirc ning vén héa, 1am thay thap dinh luu ngung két lai ma tao thanh
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dam [8], [38]. Phép tri: tio thap hoa dam. Bai thudc c6 phuong dién hinh 1a
“Nhi tran thang”: Ban ha 8g, Phuc linh 12g, Tran bi 8g, Cam thao 4g.
* Tdao dam:

Do phong tdo giy ton thuong phé lam tan dich ctia phé bi khé rdo, tio
dam sinh ra 1a do phé am khong du, tan dich bj kho lai thanh dam. Phép tri:
nhuan tao, héa dam. Bai thudc co phuong dién hinh 1a “Bdi mau qua lau tan™:
B6i mau 10g, Qua lau 10g, Thién hoa phan 12g, Cat canh 12g, Quat hong
10g, Bach linh 12¢g [8], [38].

* Nhiét dam:

Nhi¢t dam sinh ra do ta nhiét thinh & trong chung ddt tan dich, nhiét
vt 1au hoa hoa, tao thanh dam hoa. Phép tri: thanh nhiét héa dam. Thuong
dung cac vi thudc kho han dé thanh nhiét hop voi cac vi thudc hoa dam. Bai
thudc ¢6 phuong dién hinh 13 “Thanh khi hoéa dam hoan”: Qua lau nhan 8-
12g, Bach linh 8-12g, Tran bi 8-12g, Chi thyc 8-12g, Hoang cam 8-12g, Hanh
nhan 8-12g, Pdm nam tinh 12-16g, Ban ha ché 12g.

* Han dam:

Han dam duoc tao thanh do ty than duong hu hay phé han luu 4m ma
dan dén. Phép tri: trir han, hoa dam (6n hoéa han dam). Thuong dung cac vi
thuéc héa dam, on duong trir han nhu can khuong, bach truat, té tan... 1a
nhimg vi chii dugc. Bai thudc ¢d phuong tiéu biéu: “Ly trung hoan™: dang
sam, can khuong, bach truat, trich thao.

* Phong dam:

Su tao thanh phong dam c6 2 loai nguyén nhan: ngoai phong va ndi
phong. Ngoai cam phong ta din dén phé vé bi ton thuong, 1am phé khi bat
tuyén, khi ngung lai ma sinh dam. Noi sinh phong dam da phan do ty vi bi ton
thuong, dan dén ty hu sinh dam, ndéi dam thuong nhiéu 1én trén dan dén can

phong noi dong ma phat sinh ra cac chimg huyén vung, dau théng.
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Phép tri ngoai cam phong han: chi khai hoa dam, so phong giai biéu
v6i bai thude dién hinh 14 “Chi thau tan”: Kinh giéi 12g, Tt uyén 12g, Bach
tién 12g, Cam thao 4g, Cat canh 12g, Bach bo 12g, Tran bi 8g.

Phép tri noi phong sinh dam: kién ty trir thap, hoa dam, tirc phong.
Dung bai thudc “Béan ha bach truét thién ma thang”: Ban ha ché 8 g, Bach linh
129, Bach trudt 12g, Cam thao 4g, Thién ma 8g, Tran bi 8g, Sinh khuong 2
lat, Pai tao 2 qua [8], [38].
1.4.2.2. Diéu tri theo biéu hién chirng trang trén 1am sang

* Theo tai li¢u cua tadc gia Vuong Giai, Hd Khanh Diing trong sach
“Bénh ching két hop Trung y ching hau hoc”, chimg dam thap bao gom 5
thé 1am sang sau [47]:

- Pam troc W tré

+ Triéu chung: hinh thé béo phi, ddu cing ning, tic ning nguc, tay
chan t& moi nang né. C6 thé kém theo tAm quy, mat ngu, nhat miéng, an kém.
Chét ludi béu, réu tron udt, mach huyén hoat.

+ Phap diéu tri: Thanh héa dam troc, ich khi kién ty.

+ Bai thudc dién hinh: Ban ha bach truét thién ma thang gia giam.

- Ty than dwong hw

+ Triéu chung: s¢ lanh, chan tay lanh, mét moi v6 luc, chong mat, di
ngoai phan nat, an kém, bung dr:iy chudng, co thé kém theo phu mat hoac tay
chan. Chét ludi nhot, réu trang, mach tram té.

+ Phap diéu tri: Kién ty ich thén, trg duong thong lac

+ Bai thudc dién hinh: Ly trung hoan hop v6i Ta quy hoan gia giam.

- Can than am hw

+ Triéu chimg: chéng mit, U tai, lung gdi méi, ngil tim phién nhiét, dao
han, miéng kho, mét ngu, hay quén. Chét ludi do, it réu, mach té sac.

+ Phap diéu tri: Tu bd can than, dudng 4m thanh nhiét.
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+ Bai thudc dién hinh: Luc vi dia hoang hoan gia giam.

- Am hu dwong cang

+ Triéu chung: dau dau, chong mat, phién tao, dé& cau g:flt, mat do,
miéng déng, mét ngu, dai tién tao, tiéu tién sén d6. Chat ludi héng hoac tim,
réu vang, mach huyén khan.

+ Phap diéu tri: Tu dudng than Am, binh can tiém duong.

+ Bai thudc dién hinh: Nhat quan tién gia giam.

- Khi tr¢ & lac

+ Triéu chung: nguc sudn day tire, dau nhoi ving trude tim, tim phién
bat an, dau ludi va ria ludi c6 diém & huyét, mach huyén khan.

+ Phap diéu tri: hanh khi thong lac, hoat huyét hoa 1.

+ Bai thudc dién hinh: Huyét phu truc  thang gia giam

Nhin chung, cac bai thudc chita dam thap can phdi hop céc vi thudc &
nhiéu nhom, va luén chu trong dén chita vao gdc ctia bénh dong thoi phdi hop
phap diéu khi dua trén nguyén tic “khi thuan thoi dam tu tiéu”.
1.4.3. Phuong phap diéu tri chirng dam thap bang phwong phap khong
dung thudc
* Thé cham:

Pay 1a phuong phap cham phd bién va dugc ung dung rong rii nhat
trong diéu tri cac bénh bang phuong phap khong dung thude cuia YHCT. Cu
thé, chon dung cic huyét trong nhém huyét sau (ca 2 bén): Trung quan, Ty
du, Vi du, Phong long, Thai xung, Noi quan, Tuc tam ly, Tam &m giao. Liéu
trinh: mdi ngay cham 1 lan, 15 ngay 1 1 liéu trinh. Ky thuat cham: binh b6
binh ta [46].

Hoic theo thoi chdm ciru “Ty ngo luu tra”: dung huyét Tac tam 1y dé
khai huyét. Cham sdu 1,5 thon. Cham dac khi xong dung tay vé kim, binh b
binh ta. Mdi lan luu kim 15 phut.
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* Nhi chdm:

Phuong phap nay gdm nhi chdm va nhi 4p, dung cu dé thuc hién phuong
phap nhi cham gém kim hao cham, kim nhi hoan...; phuong phép nhi 4p thi
nguyén liéu thuong duoc dung 13 hat Vuong bat luu hanh, hat Bach gidi tir ...

Nguyén tic chon huyét nhi cham dya theo bién chung chon huyét.
Thuong chon cac huyét: can, ty, than, huyét ndo bd, huyét noi tiét, thAn mon,
giao cam. Dung cao dan hat “Vuong bat luu hanh” vao cac huyét trén tai (ca 2
bén). Sau khi dan, dung tay 4n nhe vao cac huyét d6 tir 3-5 phit. Mdi ngay
day 3 lan. Thay cao dan hat mdi 3 ngay.

* Tap luyén duong sinh

Dudng sinh 1a mot phuong phap rén luyén co thé mot cach toan dién
cia YHCT dé bao vé stic khoe. Co so ctia phuong phap dudng sinh la
luyén tap dé than thé va tinh than déu manh khoe, bao gém cac nd1 dung:
an uéng ding cach, tap thé dung cach, tu van dong xoa bop, lao dong va
nghi ngoi dang cach, phong chdng céac tac nhan giy bénh. Ap dung dudng
sinh dé goép phan diéu chinh rbi loan lipid mau, phong ngira cac bénh tim
mach cling da dugc nghién ctru va chiing minh tac dung ctia phuong phép
nay. Noi dung nay ciing tuong tu nhu phuong phap khong dung thube dé
diéu chinh RLLPM ctia YHHD nhu: ché d6 an udng va tip luyén, bod cac

th6i quen c6 hai (uéng ruou bia, hit thudc 14, it van dong,...).

1.5. TINH HINH NGHIEN CUU THUOC Y HQC CO TRUYEN PIEU
TRI HQI CHUNG ROI LOAN LIPID MAU TREN THE GIOI VA O
VIET NAM

1.5.1. Phén loai cac vi thudc y hoc ¢6 truyén theo nhém tic dung

* Tdc dung Ién cdc thanh phan lipid ciia mdu [48], [49].

- Nhém giam cholesterol: Ha thu 6, D6 trong, Cam thao, Bach qua,

Mot dugc, Cat can, Tang ky sinh.
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- Nhoém giam triglycerid: Kim ngan hoa, Pai hoang, Sai ho, Linh chi,
ré Pai mach, Tho miét tring.

- Nhom giam ca cholesterol va triglycerid: Thao quyét minh, B6
hoang, Ngii linh chi, Pong trung ha thao, N trinh tir, Nhan sam, Nhan tran,
C6t khi, Pan sdm, Con bd, Hai tao, Son tra, Trach ta, Tam that, Nghé...

- Nhém c6 tac dung ting HDL-C: Ha thu 6, Sai hd, Thd miét trung...

* Tdc dung theo co ché [49], [50].

- Uc ché hap thu lipid tir ngoai vao:

+ Tang cudng nhu dong rudt, thuc day bai tiét lipid: Pai hoang, Ha thu
6, Thao quyét minh, Cot khi.

+ Uc ché su hép thu lipid trong rudt: Bau xanh, Rong bién, Bo hoang.

- Uc ché sy tao thanh cholesterol va triglycerid

+ Ut ché su tao thanh cholesterol: Trach ta, Ngh¢, Ha thu 6, B hoang.

+ U’ ché su tao thanh triglycerid: Trach ta, Linh chi.

1.5.2. Tinh hinh nghién ciru thudc y hoc co truyén diéu tri hdi chirng roi
loan lipid mau trén thé giéi
1.5.2.1. Nghién ciru doc vi

Trén thé gi6i, ddc biét 13 YHCT Trung Qudc (Trung y) dd c6 nhiéu nghién
ctru vé cac vi thude co tac dung diéu tri RLLPM [51].

- Policosanol (GDL-5) - hop chit chiét xudt tir cdy mia dudng
(Saccharum oficinarum): nghién ctru 1am sang trén 53 bénh nhan RLLPM,
ubng Policosanol liéu 10mg/ngdy trong 12 tuan, di lam giam nong do TC
14,2%, LDL-C 23,7% va lam ting ndng d¢6 HDL-C 7,5% [52].

- Quyét minh tir (Semen Cassia): hoat chit chinh 13 anthraquinone,
protein. Nghién ctru trén chudt ching Sprague Dawley: uéng 25mg/kg/ngay,
thay giam nong d6 TG, TC va LDL-C [53].
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- Hoang lién (Coptis chinensis): hoat chat chinh 13 alkaloid berberin.
Nghién ctu trén nguoi: ubng 500mg/ngdy X 12 tudn; trén chudt chung
Sprague Dawley: tiém mang bung 200mg/kg/ngay x16 tuan thiy c6 tac dung
giam TC, giam LDL-C, giam TG, tang HDL-C [54], [55]. Tac dung theo
YHHDP 1a giam peroxy hoa lipid; ting diéu hoa PPARa; diéu hoa nguge FXR
nham chuyén ddi cholesterol thanh acid mat; Giam thoai hoa polysaccharide
trong thurc an; diéu chinh LDLR in vitro va in vivo [56].

- Giao c6 lam (Gynostemma pentaphylla): hoat chat chinh la
gypenoside. Nghién ctru trén chudt nhét: ubng 250mg/kg X 4 ngay; thay co tac
dung giam TG, giam TC va giam LDL-C [57], [58].

- Hong khuc (Red yeast rice): hoat chat chinh l1a lovastatin, sterol,
isoflavone va isoflavone glycoside, monacolin, esp. monacolin K. Nghién ctru
trén nguoi: udng 600mg/ngay x 8 tuan co tac dung lam giam néng do TG, TC
va LDL-C [59]. Vi thudc chtra nhém monacolin c6 tac dung gidng céc chét tc
ché HMG-CoA reductase [60].

- Pan sam (Radix salvia miltiorrhizae): hoat chat chinh 1a tanshinone
l1A, salvianolic acid. Nghién ctu thuc nghiém trén chudét cho udng
150mg/kg/ngay trong 4 tuan; nghién ciru 1am sang: tiém TM liéu 80mg/ngay
trong 14 ngay, thdy thudc c6 tac dung lam giam TC, LDL-C, TG, ting HDL-C
[61], [62]. Tac dung theo YHHD cua vi thudc 1a chdng oxy hoa (acid
salvianolic), chong ton thuong té bao ndi md va e ché oxy hoa va dong ddi
khang cac thu thé FXR/LXRa.

- Khuong hoang (Turmerone) hoat chat chinh 13 curcumin. Nghién ctru
trén chudt Hamsters: uéng 0,05g/100g thé trong trong 10 tuan thay lam giam
TC, giam LDL-C, giam TG, tang HDL-C [63].
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- Trach ta (Rhizoma alismatis): hoat chat chinh 1a triterpene. Nghién
ctru trén nguoi: udng 10g/ngay trong 2 tuan; trén chudt: ubng 0,3ml/ngay
trong 21 ngay, thiy giam TC, giam LDL-C, giam TG Tac dung cta vi thudc
theo YHHD 1a giam tong hop cholesterol & gan; giam peroxy hoa lipid va
tang hoat tinh ctia cic enzym chong oxy hoa [64], [65].

- Ha diép (Folium nelumbinis): hoat chat chinh 14 flavonoid alkaloid.
Nghién ctru trén chudt cho ubng dich chiét nudc, lidu 400mg/kg/ngay x 6
tuan; thay lam giam néng do TC, LDL-C va giam TG [66].

- Nhan sam (Radix Ginseng): hoat chat chinh 1a ginsenoside va
polysaccharid. Nghién ctru trén chudt nhét: udng 2mg/kg/ngay trong 90 ngay
thay giam nong d6 TC, LDL-C, TG va lam ting HDL-C. Nghién ctru cho thay
vi thudc co tac dung ting peroxy hoa lipid & gan bang cach giam MDA huyét
thanh; hoat héa enzym LPL; tic ché lipase & tuy [67].

- Ha tha 6 (Radix Polygoni Multiflori): hoat chit chinh 1a
anthraquinon, polysaccharide. Nghién ctru trén chudt cong cho uéng chat
chiét anthraquinone liéu 24mg/kg/ngay trong 4 tuan; thdy giam TC, giam
LDL-C, giam TG, taing HDL-C [68].
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So do 1.3. Co ché diéu chinh lipid mdu ciia mét sé thuoc y hoc co truyén

(Nguén: Sham T. T. et al., 2014, "A Review on the Traditional Chinese
Medicinal Herbs and Formulae with Hypolipidemic Effect”, BioMed
Research International, Volume 2014, Article ID 925302) [10]

1.5.2.2. Mgt sé bai thuédc cé tic dung ha lipid dwoc nghién civu tai Trung
Quéc [48], [49].

- Bai thudc “Qué tinh phuong”, gdbm: Qué nhuc, Ché nam tinh, Quyét
minh tr, Nhong tam, Vo dau den. Két qua: giam TC 58 mg %; giam TG 56
mg % [48].

- Bai thudc “Giang chi linh phuong”, gdbm: Ha tha 6, Trach ta, Hoang
tinh, Kim anh tir, Son tra déu 3g, Thao quyét minh 6g, Moc huong 1g. Két
qua: TC gidm trung binh 82,44 mg%, TG giam trung binh 1a 150,15 mg%.
(Ly Vi Thanh, trudng Trung y khu Thuong Pirc, Tinh H6 Nam).
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- Bai thudc "Thu tdm hoat huyét phuong", gdm: Hoang ky, Dang sam,
Puong quy, B6 hoang déu 9g, Hong hoa 5g. Két qua: giam TC 39 mg%, giam
TG 170 mg% (Tham Pat Minh, Bénh vién truc thudc Vién Trung y Ho Bic).

- Bai thudc “Trach ta thang”, gém: Trach ta, Ha thu 6, Thao quyét
minh déu 30g, Bach truat 15g, Sinh dai hoang 6g. Thudc c6 tac dung ha
cholesterol va TG, gidm can nang.

- Bai thu6c “Nhan tran hop t&”, gém: Nhan tran, Trach ta, Cat can déu
15g, sac udng hodc ché thanh siro c6 két qua tot vi cholesterol va TG.

- Bai thudc "Pan sam céat can", gdm Pan sam va Cat can. Co tac
dung lam giam cholesterol ti do va este hda trong cac bach cau don nhan
in vivo; gidm nhe n6ng do TC va LDL-C & nhiing bénh nhan méc bénh
dong mach vanh; giam noéng ¢ TC va LDL & phu nit man kinh c6 ting TC
mau [69], [70].

- Bai thudc "Linh qué truat cam thang", gom Phuc linh, Qué chi, Bach
truat, Cam thao. Co tac dung 1am giam ndng d6 TG va TC & chudt gy mod
hinh gan nhiém m& [71].

- Bai thudc “Huyét phi truc  thang”, gdm Sai hd, Puong quy, Sinh dia,
Bach thuoc, Héng hoa Pao nhan, Chi thyc, Cam thdo, Cat canh, Xuyén khung,
Nguu tat. Trén mo hinh chudt gdy RLLPM thay c0 tac dung lam giam TC, TG
va LDL-C huyét thanh; ting nong d6 HDL-C; khdng thay d6i nong d6 TG,
ngoai ra con lam giam tich lity acetyl-glycoprotein; ting téng hop glutathione;
trc ché san xuat interleukin tién viém IL8 [72], [73].

Ngoai ra, nhiéu vi thudc cia Trung Qudc cling di dugc nghién ctu
trong “Trung y ha m& mau” nhu: ndm Linh chi, Nhan tran, Mot duge, Thao
quyét minh, Sai hd, Bo hoang, Thién hoa phan [74], [75]. “Trung y ha m&

mMau” con nghién ctru vé co li clia qua trinh van hoa va bai tiét md; nghién ctru
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tac dung cua Pai hoang, Trach ta trong giam hp thu md; tac dung ctia Son
tra, Ha thu 6 trong qua trinh 1am ting bai tiét md [76], [77].

Nhu vy, diém qua mot sd nghién ctru (thuc nghiém va 1am sang) vé
thudc YHCT diéu tri hoi chimg RLLPM trén thé gi6i da cho thdy c6 rat nhiéu
vi thudc va bai thudc YHCT duoc di sau nghién ctru vé hoat chét va co ché
tac dung trong diéu chinh RLLPM, thé hién tic dung rat kha quan trong diéu
tri bénh nay. Do do céc thude tir duge liéu can tiép tuc dugc nghién clru va
phat trién dé c6 thé tng dung nhiéu hon nira trong tuwong lai.

1.5.3. Tinh hinh nghién ciru thudc y hoc co truyén diéu tri hdi chirng roi
loan lipid mau & Viét Nam
1.5.3.1. Nghién cvweu doc vi

- Toi: V& Hién Hanh va cs. (1990) nghién ctru Aillisa, mot ché pham tir
t6i, trén thyc nghiém va 1am sang thiy co tac dung ha TC va ty 1& p/a
lipoprotein rat ro rét [78].

- Nghé vang: Nguyén Khang va cs. (1996) dung cao nghé va vién nén
Cholestan diéu tri RLLPM théy giam 11% TC, 12-18% tri s6 Burstein va
7,7% lipid toan phan [79].

- Linh chi Viét Nam (Ganoderma Luadum): Nguyén Thi Mai Anh va
cs. (2005) nghién ctru thyc nghiém trén chudt cong trang thay Linh chi Viét
Nam c6 tac dung ha TC, TG, LDL-C va lam tang HDL-C [80].

- Pham Thi Bach Yén (2009) nghién ctru trén mo hinh giy ting
cholesterol mau thuc nghiém, ndm Hong chi Pa Lat (Ganoderma lucidum)
v6i lidu 4g/kg/24gid va 12g/kg/24gid da c6 tac dung han ché rd rét su rdi loan
ca 4 chi s6 lipid mau so véi 16 gdy tang lipid mau (p<0,05- 0,001). Tac dung
ha lipid mau trén chudt cong tring cia hai liéu trén 1a twong duong nhau va

twong duong vadi Cholestyramin 1,6g/kg/24gio (p> 0,05) [81].
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- Gylopsin: Nguyén Thi Nhu Ai va cs. (2007) nghién ctru tac dung cia
ché pham Gylopsin (tao thanh tir polyphenol ctia cay ché day va cao chiét tir
cdy gido c6 lam) trén tho gay tang lipid mau thay Gylopsin lam giam cac chi
s6 TG, TC, LDL-C, lam ting HDL-C huyét twong va 1am giam MDA huyét
twong. Ngoai ra, Gyplosin con lam giam murc d6 xo vira dong mach [82].

- Tra cay rau muong (Nguyén Thi Son, 2007) diéu tri cho 42 bénh nhan
RLLPM trong 2 thang da 1am giam TC 12% va lam giam LDL-C 15% [83].

- Bot chiét 14 dau: Nguyén Quang Trung va cs. (2008) nghién ciru cc
chi s6 lipid va trang thai chong oxy hoa trong mau & mo hinh thuc nghiém
trén chuot thay bot chiét 14 dau co tac dung 1am giam ndng d6 TG, TC, LDL-
C huyét twong sau 60 ngay diéu tri lan luot 13 64%, 64%, 57% [84].

- Monacholes: Nguyén Phuong Thanh va cs. (2011) nghién ctru trén
thuc nghiém thay Monacholes (chira monacolin K) lam giam TG 17%, TC
27,6%, LDL-C 34,8% va lam tang HDL-C 16,1% [85].

- Vién nén Dogarlic tra xanh (Domesco), lidu 6 vién chia 1am 3 1an mdi
ngay udng trude an (Nguyén Thi Bay, 2012) [86].

- Cao 16ng Nguu sam tra: Nguyén Thi Minh Thuay va cs. (2013) danh
gia trén dong vat thuc nghiém dugc gdy mo6 hinh RLLPM ngoai sinh. Vi lidu
3g/kg thé trong, cao 1ong Nguu sam tra lam giam ham luong TC 65,22%,
giam TG 86,10%, giam LDL-C 73,56%, tang HDL-C 75% so vé1 16 ching
(p<0,05). Véi lidu 6g/kg thé trong cao long Nguu sdm tra 1am giam ham
lugng TC 66,19%, giam TG 93,86%, giam LDL — C 74,24%, tang HDL-C
83,93% so voi 16 chirng (p<0,05) [87].
1.5.3.2. Nghién civu bai thuéc

Cac tac gia Viét Nam ciling da nghién ciru trén thyc nghiém va str dung

nhiéu bai thudc diéu tri RLLPM trén 14m sang nhu:
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- Bai thudc Nhj tran thang gia thém U4t kim, Thao quyét minh (Tran
Thi Thu Hién, 1996) c6 tac dung lam giam 13% TC, 37% TG, lam ting 20%
HDL-C va lam giam 19% LDL-C [6].

- Bai thubc “Giang chi 4m”, gdm Pan sam 20g, Ha thu 6 20g, Son tra
20g, Ky tir 15g, Thao quyét minh 20g (Phan Viét Ha, 1998). Nghién ctru trén
30 bénh nhan bi RLLPM, thudc 1am giam TC 13,54%, giam LDL-C 15,23%,
giam TG 32,67%, ting HDL-C 17,07% sau 40 ngay diéu tri [5].

- Bai thudc “Ban ha bach truat thién ma thang” (Hoang Khéanh Toan va
cong su, 1999) co tac dung lam giam 16% TC, 31,5% TG, lam tang 19,8%
HDL-C va lam giam 20,2% LDL-C [44].

- Vién BCK (Bui Thi Man 2004) sau 60 ngay diéu tri da lam giam 18,34%
TC; 27,7% TG; 18,30% LDL-C; dong thoi lam ting HDL-C 18,6% [88].

- Bai thudc LP4 (Lé Vian Thanh, 2003) gém Ha thu 6 20g, Pan sam
20g, Tho phuc linh 20g, nAm Linh chi 5g, Thao quyét minh 20g, Son tra 20g;
Nghién ciru tién hanh trén 52 bénh nhan RLLPM, thudc ¢ lam giam TC
8.8%, giam TG 6,85%, giam LDL-C 11,2% dong thoi lam ting HDL-C
11,2% [89].

- Vién nang Cholestin, gdm hoé hoa, nghé, nguu tat (Nguyén Vian Anh,
2006) co6 tac dung lam giam 15,3% TC, 8,1% TG, lam tang 16,0% HDL-C va
lam giam 13,5% LDL-C [90].

- Vién nang Lexka, dugc bao ché tir 14 cdy ché dang (Tran Thi Téi,
2006). Nghién ctru trén 45 bénh nhan RLLPM, thay c6 tac dung lam giam
11,8% TC, 24,9% TG, 15,9% LDL-C va lam tang 8,2% HDL-C [91].

- Vién nang Mecook: chiét xuat tir cdy Tam gidc mach, dugc dong dang
vién nang 0,5g. Thudc c6 tac dung lam giam cac chi sé6 TC, TG, LDL-C va lam
tang HDL-C tuong tu nhu vién Lypanthyl (Nguyén Thi Thu Ha, 2006) [92].
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- Vién thudc HTCI (Tang Thi Bich Thuy, 2008) 1am giam céc chi sd
lipid mau trén 93,3% bénh nhén, trong d6 hiéu qua rat tot 10% va hiéu qua tot
50%. Thudc lam giam cholesterol toan phén dat 17,2%, TG 30%, LDL-C
21,5% va lam tang HDL-C 10% [93].

- Vién nén "Ha md" (Nguyén Thuy Huong, 2004, 2013) gdm Ha thu 6,
Nguu tat, Sa nhan, Thao quyét minh, Son tra, Pai hoang. Sau 2 thang diéu tri
thay thudc c6 tac dung lam giam chi s cholesterol va LDL-C [94], [95].

- Bai thubc “Giang chi thang gia giam” (Vii Viét Hang va cs., 2005),
gom Pan sam 18g, Nguu tat 12g, Hoang tinh 18g, Son tra 12g, Ha thu 6 18g,
Néam linh chi 18g, Trach ta 18g. Bai thudc c6 tac dung lam giam céac chi sd
TC, TG, LDL-C va lam tang HDL-C [96].

Nghién ctru gan day ciia Vii Viét Hang (2013) ciing cho thay bai thudc
"Giang chi tiéu khat linh" ¢6 tac dung diéu tri RLLPM 13 rét & ngay thir 60 trén
chudt cong tring gy RLLPM: ndng d6 TG, TC, LDL-C huyét twong giam lan
luot 14 40,1%, 50,1%, 16,3%. Nong d6 HDL-C ting thém 82,9% [97].

- Bai thuéc TMP (Lé Thi En, 2010) gém 10 vi thudc: Hoang ky, Xuyén
khung, Pan sam, Nguu tat, Cau déng, bia long, Tran bi, Son tra, Uit kim,
Phuyc linh. Nghién ctru trén 30 bénh nhan bi RLLPM thiy c6 tac dung lam
giadm TC & muc 0,63mmol/l, TG gidam 1,31 mmol/l, LDL-C gidm 0,47mmol/I,
HDL-C tang 0,08mmol/1 [98].

- Bai thudc "Luc quan tir thang" (P& Quéc Huong va cs., 2010) gdm:
Dfmg sam, Tran bi, Bach linh, Ban ha, Bach trust va Cam thao chich. Két qua:
bai thudc di lam giam TC 13,54%, TG 24,29%, LDL-C 18,07% va lam tang
HDL-C 16,5% [99].

- Bai thuéc HTM: Nguyén Tién Chung (2011) nghién ctru tic dung cua
bai thubc HTM, thay c6 tac dung phong ngira va diéu tri RLLPM trén mé hinh
ndi sinh va ngoai sinh [100].
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- Coém tan “Tiéu phi linh” (Ha Thi Thanh Huong, 2012) gdém cac vi:
Thao quyét minh, Son tra, Ha di¢p, Ha thu 6 do, Nga truat, Trach ta. biéu tri
70 bénh nhan mic hoi chimg RLLPM, sau 60 ngdy thiy c6 tac dung 1am giam
cholesterol 17,19%, triglyceride 26,82%, LDL-C 18,29% va lam taing HDL-C
10,57% [101].

- Bai thuéc BBT, gém Ban ha, Cam thao, Phuc linh, Tran bi, Bach truat,
Thién ma, Sinh khuong va Pai tdo. Nghién ctru ciia Vi Thi Thuan (2012) cho
thay BBT liéu 3 g/kg/ngay va 6 g/kg/ngay sau 8 tuan trén tho, co tac dung diéu
chinh RLLPM. Véi liéu 50g/kg udng 5 ngiy trén chudt nhat trang co tac dung
lam giam ndng d6 TC 13 rét. Véi lidu 6g/kg/ngay co tac dung lam giam sy hinh
thanh mang XVDM trén dong mach chu cia tho [102].

- Vién nang cung “Ruvintat”, bao ché tir Hoa hoe, Dura can, M3 dé,
Cau dang, Nguu tat, Mudng triu, Véng nem va rdu Ngd (Duong Thi Mong
Ngoc va cs., 2012) ¢6 tac dung lam giam céc chi s6 TC, LDL-C va TG nhung
khong lam thay d6i nong do HDL-C [103].

- Vién nang ctirng Slimtosen: nghién ctu cua Pang Truong Giang va
cs. (2014) cho thay vién nang ctmg Slimtosen bao ché tir 14 sen, chitosan, L-
carnitin fumarat c6 tac dung giam can, ha lipid va duong mau trén dong vat
thuc nghiém [104].

Nhin chung, trong nuéc c6 kha nhiéu cac nghién ciu vé thude thao
duogc diéu tri réi loan lipid mau, hiu hét méi chi tap trung danh gia trén cac
chi tiéu: cholesterol toan phan, triglycerid, LDL-C, HDL-C. Céc chi sb khac
nhu apo Al apo B it duoc dé cap dén. Cac tiéu chuan danh gia két qua ciing
chua duoc théng nhat, céc nghién cuu vé bién chig luén tri con it va rat it
cac cong trinh nghién ctru vé co ché tac dung cua thude thao duge trong diéu

tri hoi chimg RLLPM.
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1.6. TONG QUAN VE BAI THUOC DPAI AN HOAN
1.6.1. Cau tao bai thudc

- Ngudn gbc, xuat xt: bai thudc “Pai an hoan” cua tac gia Chu Pan Khé
(1281-1358, doi Nguyén) dugc ghi trong cudn Dan khé tim phép [105]

- Thanh phan:

Son tra 244 Than khic 89
Bach truat 129 Lién kiéu 4q
Phuc linh 12g Tran bi 4q
Banhaché 12g Lai phuyc tir 49

- Téc dung: tiéu thuc, kién ty hoa vi, thanh nhiét loi thap.
- Chau tr1: chira ching ty hu thép tré, dai tién long nat, dﬁy bung, dau bung,
chan an, réu ludi day nhon, mach hoat.
- Giai nghia phuong thudc: vi thudc Son tra dong vai tro 1a Quan, co tac dung
tiéu tich cac chat dau md. Céac vi: Than khic, Lai phuc tir, Ban ha, Tran bi 1a
Than, trong d6 Than khtc va Lai phuc tir c6 tac dung tiéu tich cac chat duong
bot, co thém tac dung giang khi hoa dam. Tran bi va Ban ha hanh khi hoa tré,
hoa vi trir dam thép. Cac vi Phuc linh va Bach truat déng vai tro T4, lam tang
cuong tac dung kién ty trir thép. Lién kiéu 1a Su, tan két thanh nhiét do thuc
ngung dinh tich.
1.6.2. Dang bio ché thudc nghién ciru

Thude nghién ctru dugc bao ché dudi dang cao long, mdt dang thudce
YHCT thuong dugc sir dung trén 1am sang, c6 tinh on dinh cao, hap thu
tot va thuan tién trong bao quan hon so véi dang thudc sic. Thude duoc
bao ché va san xuét tai Trung tdAm nghién cu va san xuat thuéc YHCT,
Bénh vién YHCT Trung wong. Cao long DPai an da dugc nghién ctru doc
tinh cép tai BO mon Duogc 1y, Truong Pai hoc Y Ha Noi (thoi gian nghién
ctru: thang 07/2013). Két qua cho thay: véi liéu 119g cao/kg/ngay, tuong
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duong 357g dugc liéuw/kg/ngay trén chudt nhit tring theo dudng udng,
chua xac dinh duoc doc tinh cép cua cao long Pai an. Chua xac dinh duoc
LLD50. Cao long Pai an véi lidu 13g cao/kg/ngay trd xudng khong giy hién
twong tiéu chay & chudt nhit theo dudng udng.

Thudc dat tiéu chuin co sé (phu luc 2). Hinh thuc trinh bay: chai nhya

240ml (hinh 1.4). Han str dung 02 nim. Quy trinh san xuat: phu luc 1.

Hinh 1.4. Cao Iong Dai an
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Chuong 2
CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. NGHIEN CUU THUC NGHIEM
2.1.1. Chit li¢u nghién ciru

* Thudc nghién ctru:

Cao long Dai an, bao ché vai ty 1¢ 3:1 (1ml cao twrong dwong 3g duoc licu).

Liéu dung cho nghién ctru thuc nghiém duoc tinh theo liéu dung trén
nguoi nhan voi hé sb tuwong tmg cho mdi loai dong vat (hé s6 12 cho chudt
nhit, hé s6 6 d6i v6i chudt cong va hé sé 3 dbi véi tho). Bai thude cd phuong
“Pai an hoan” 6 thanh phan 1 thang thuéc gom 8 vi véi trong lugng 1a 80g,
tuong duong 1,6g duogc lidu/kg/ngdy. Nhu vay, lidu twong duong lidu ding
trén nguodi doi véi chudt nhat 1a 19,2g dugc lidu/kg thé trong/ngay; dbi voi
chudt cong 13 9,6g duogc lidu/kg thé trong/ngdy va d6i véi tho 13 4,8g duoc
lidu/kg thé trong/ngay.

* Thudc dbi chimng:

Vién nén Atorvastatin 10mg (STADA-Viét Nam). Thubc thuéc nhoém
statin. Trén mo hinh ndi sinh, st dung liéu Atorvastatin 100mg/kg; m6 hinh
ngoai sinh dung liéu Atorvastatin 10mg/kg/ngay; mé hinh xo vita dong mach
dung lidu Atorvastatin 5mg/kg/ngay.

* Hoba chat phuc vu xét nghi€ém

- Cholesterol tinh khiét (Merck — Puc);

- Dau lac (Cong ty Trudng An — Viét Nam);

- Propylthiouracil vién nén 50mg (Biét dugc Rieserstat® — Rudolf
Lomapharm Lohmann GmbH KG —Durc);

- Acid cholic (Sigma — Singapore);

- Poloxamer 407 (Sigma — Singapore);
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- Kit dinh luong cac enzym va chat chuyén hoa trong méau: TC, TG,
HDL-C, ALT (alanin aminotransferase), AST (aspartat aminotransferase) ctia

hdng Hospitex Diagnostics (Italy) va hang DIALAB GmbH (Ao);
- Céc hoa chét xét nghiém va 1am tiéu ban mé bénh hoc.
* May moc phuc vu nghién ciru
May Screen master cua hang Hospitex Diagnostics (Italy)
2.1.2. Poi twong nghién ciru:
Sd luong dong vat thyc nghiém duogc trinh bay & bang 2.2.

Bing 2.1. Sé lwong déng vit thuwc nghiém.

Dong vat n Ti€u chuan Nghién ctru
., . Tac dung di€u chinh
Chuot nhat trang Gi6ong duc, khoe manh, o
_ 60 RLLPM trén mo hinh
chung Swiss trong luong 25 + 2¢g o
ndi1 sinh
, , Tac dung di€u chinh
Chuot cong trang Khoe manh, trong lugng X R
) 50 RLLPM trén mo hinh
chung Wistar 150-180g o
ngoai sinh
Thé ching Khoe manh, trong lugng ,
) 50 Tac dung chong XVDM
Newzealand White 1,8-2,5kg

Pong vat dugc nudi 3 ngay trude khi nghién ciru va trong subt thoi
gian nghién ctru bang thic an chuan riéng cho ting loai (do Cong ty lién
doanh Guyomarc’h-VCN va Vién Vé sinh dich t& trung wong cung cap) tai
phong thi nghiém cua B mon Duogc 1y — Truong Pai hoc Y Ha Noi.
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2.1.3. Phuwong phap nghién ciru
2.1.3.1. M6 hinh gay tang lipid mau ngi sinh

Gay md hinh RLLPM noi sinh bang cach tiém mang bung dung dich P-
407 2% liéu 200 mg/kg (0,1mL/10g) [106], [107], [108].

Chuan bi dung dich P-407 2% bang cach pha 0,4g P-407 trong nudc
mudi sinh 1y 0,9% vira dt 20 mL, dé ti lanh qua dém dé 1am ting do tan cua
P-407. Kim va xylanh ding dé tiém chudt duoc ngam trong nudc da trude khi
st dung.

Chuot nhat tréng duoc chia lam 5 16, mdi 16 10 con. Cac 16 duoc tiém
va udng thudc nhu sau:

- L6 | (chimg sinh hoc): Tiém mang bung nudc mudi sinh 1y 0,9% vai
thé tich 0,1mL/10g thé trong chudt va udng nudc ct.

- L6 II (md hinh): Tiém mang bung dung dich P-407 2% liéu 200
mg/kg (0,1mL/10g) va udng nudc cat.

- L6 III (udng atorvastatin): Tiém mang bung dung dich P-407 2% liéu
200 mg/kg (0,1mL/10g) va udng atorvastatin liéu 100 mg/kg.

- Lo IV (udng cao 1ong Pai an liéu thap): Tiém mang bung dung dich P-
407 2% liéu 200 mg/kg (0,1mL/10g) va udng cao 1ong Pai an liéu 9,6g duoc
lidw/kg (liéu cé tic dung bang mét mira liéu dimg trén nguoi, tinh theo hé sé 12)

- L6 V (udng cao long Pai an liéu cao): Tiém mang bung dung dich P-
407 2% liéu 200 mg/kg (0,1mL/10g) va udng cao 16ng Pai an liéu 19,2g duoc
lidu/kg (liéu cé tic dung tuwong dwong liéu ding trén nguoi, tinh theo hé s6 12)

Chuot dugc udéng nudc cat va thude thir 7 ngay lién tuc trudc khi tiém
mang bung dung dich P-407. Sau khi dugc tiém P-407, chudt dugc cho nhin
d6i hoan toan nhung van dugc udng nude ty do.

Sau 24 gio ké tir khi duoc tiém P-407, tit ca cac chudt duoc léy mau

dong mach canh lam xét nghiém dinh lugng TG, TC, HDL-C. LDL-C duoc
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tinh theo cong thic Friedewald: LDL-C = TC — (HDL-C) - (TG/2,2)
(mmol/L) [109].
2.1.3.2. M6 hinh gdy réi loan lipid mdu ngogi sinh

Gay md hinh RLLPM ngoai sinh bang cach cho chudt uéng hdn hop
dau cholesterol 1mL/100g chuot [110].

Chuan bi hdn hop dau cholesterol: mdi lan can 50g cholesterol. Pun
nong cach thuy 200mL dau lac, cho cholesterol vao, khudy déu cho tan hét, dé
ngudi, cho thém 5g acid cholic va 2,5g propylthiouracil, cudi cing cho thém
dau lac vira di 500mL. Trong ImL hdn hop dau cholesterol chura: 0,1g
cholesterol; 0,01g acid cholic va 0,005g propylthiouracil.

Chuot céng duoc chia thanh 5 16, mdi 16 10 con, cac 16 duoc uéng
thudc trong 4 tudn nhu sau:

- L6 1 (16 chung sinh hoc): hang ngay chudt chi udng nudc cat voi cing
thé tich nhém udng thudc

- Lo 2 (16 mé hinh): hang ngay chudt duoc udng hdén hop dau
cholesterol 1mL/100g chudt, sau d6 2 gid cho udng nude cat ImL/100g chudt

- L6 3 (16 udng atorvastatin): hang ngay chudt duoc udng hon hop dau
cholesterol 1mL/100g chudt, sau d6 2 gid udng atorvastatin lidu 10 mg/kg.

- L6 4 (16 udng cao 1ong Pai an lidu thap): hang ngay chudt dugc udng
hdn hop dau cholesterol 1mL/100g chudt, sau d6 2 gid udng thude thir licu
4,8¢g duoc liwkg (liéu cé tac dung bang mét nira liéu ding trén nguoi, tinh
theo hé sé 6).

- L6 5 (16 udng cao long Dai an lidu cao): hang ngay chudt duoc udng
hdn hop dau cholesterol 1mL/100g chudt, sau d6 2 gid udng thudc thir lidu
9,6g dugc lidukg (liéu cé tic dung twong dwong liéu ding trén ngudoi, tinh

theo hé sé 6)
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Tién hanh can kiém tra trong luong chuot & tat ca céac 16 tai thoi diém
trudc va hang tudn cua thi nghiém. Vao ngdy dau tién, ngdy thi 15 (sau 2
tuan) va ngay thir 29 (sau 4 tuan) cua thi nghiém, chudt trong cac 16 cho nhin
an qua dém. Léy méau dudi cia chudt va tién hanh dinh luong TC, TG, HDL-
C. LDL-C duogc tinh theo cong thirc Friedewald [109]: LDL-C = TC — (HDL-
C) — (TG/2,2) (mmol/L).
2.1.3.3. Nghién ciru tic dung chong xo vita déng mach ciia cao léng Pai an

Chuan bi dau cholesterol: mdi 1an can 100g cholesterol. Pun néng cach
thuy 100mL dau lac, cho cholesterol vao, khuéy déu cho tan hét, dé ngudi,
cudi cung cho thém dau lac vira ¢a 320mL.

Thé duge chia thanh 5 16, mdi 16 10 con. Cac 16 duoc giy ting lipid
mau va XVDM va udng thudc thir trong 8 tun nhu sau:

- L6 1 (chtng sinh hoc): hang ngay tho chi udng nudce cat voi thé tich
5 mL/kg

- L6 2 (md hinh): hang ngay thé dugc udng dau cholesterol lidu 0,5g/kg
v6i thé tich 1,6 mL/kg, sau d6 2 gid cho udng nudc cat SmL/kg thé trong tho.

- L6 3 (udng atorvastatin): hang ngay thé dugc udng dau cholesterol
liéu 0,5g/kg vai thé tich 1,6 mL/kg, sau d6 2 gio cho udng atorvastatin licu
5mg/kg.

- L6 4 (udng cao long Pai an liéu thip): hang ngay thé dugc udng dau
cholesterol lidu 0,5g/kg voi thé tich 1,6 mL/kg, sau d6 2 gio cho udng cao
long Pai an lidu 2,4g dugc liéwkg/ngdy (liéu cé tic dung bang mét nira liéu
diing trén nguoi, tinh theo hé sé 3).

- L6 5 (ubng cao long Pai an lidu cao): hang ngay tho duoc udng dau
cholesterol liéu 0,5g/kg vé6i thé tich 1,6 mL/kg, sau d6 2 gio cho udng cao
16ng Pai an lidu 4,8g duoc lidu/kg/ngdy (liéu c6é tic dung twong dwong liéu

diing trén nguoi, tinh theo hé sé 3).
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Tién hanh can kiém tra trong lugng tho & tat ca cac 10 tai thoi diém
trude, sau thi nghiém hang tuan. Vao ngay dau tién, sau 4 tuan, 8 tuan cua thi
nghiém, tho trong céac 16 cho nhin dn qua dém. Ly mau ngoai vi va tién hanh
dinh luong:

- Céc chi s lipid mau: TC, TG, HDL-C. LDL-Cduoc tinh theo cong
thirc Friedewald: LDL-C = TC — (HDL-C) — (TG/2,2) (mmol/L) [109].

- Hoat do cac enzym gan: AST, ALT.

Tai thoi diém sau 8 tuan udng thubce, giét ngau nhién 30% sd dong vat & tat ca
cac 16 dé xét nghiém dai thé, vi thé cua dong mach chi (PMC) doan ngay
trude khi d6 vao dong mach vanh va tinh trang nhiém mé cua gan tho.

2.1.4. Pia diém nghién ciru

Céac nghién ctru thuc nghiém vé tic dung diéu chinh RLLPM va tac
dung chéng XVDM duoc tién hanh tai B6 mén Duoc 1y — Pai hoc Y Ha Noi.
Thoi gian nghién ciru tir thang 08/2013 dén thang 12/2013.

Cac xét nghiém sinh héa dinh luong cac chit trong cac nghién ctu
trén déu duoc thuc hién tai phong xét nghiém, BO moén Dugc 1y- Pai hoc
Y Ha Noi. Cac xét nghiém danh gia ton thuong giai phdu bénh dugc thuc
hién tai Trung tdm nghién ctru va phat hién sém ung thu — Lién hi€p cac hoi
khoa hoc va k¥ thuat Viét Nam (do PGS.TS Lé Dinh Roanh doc két qua).
2.1.5. Xir 1y s6 liéu

S lidu duoc nhdp va xtr Iy bang phuong phap va thuat toan théng ké y
sinh hoc trén phén mém Microsoft office Excel. S liéu duogc biéu dién dudi
dang X+ SD. Kiém dinh céc gia tri béng t-test Student hoac test trudc-sau
(Avant — Aprés). Su khac biét c6 ¥ nghia théng ké khi p < 0,05.

Chu thich:

p<005 | p<00l | p<0,001

Khac biét so voi 1o chung sinh hoc * *x el

Khac biét so voi 6 mo hinh c b a
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2.2. NGHIEN CUU LAM SANG

2.2.1. Chit li¢u nghién ciru

* Thudc nghién ctru

Cao long Pai an, bao ché voi ty 1¢ 2:1 (1ml cao twong duong 2g duoc lidu).
Dua trén lidu luong cta bai thudc c¢6 phuong “Pai an hoan” 1a 80g duoc
lidu/ngay, tinh ra lidu dung trén 1am sang cta cao 16ng Dai an 13 40ml/ngay,
chia 2 lan.

Bing 2.2. Thanh phdn bai thuéc Pai an hoan

, Liéu
STT | Tén vi thuoc Tén khoa hoc Bo phan dung
lwong
Qua chin
1 Son tra Crataegus Cuneata S. et Z. ) 24q
(Fructus Crataegi)
Thén ré
Atractylodes marcrocephala ) )
2 Bach truat (Rhizoma Atractylodis 129

Koidz.
macrocephalae)

_ _ Toan bd nam
3 Phuc linh Poria cocos (Schw.) Wolf ] 129
(Poria cocos Wolf.)

, Pinellia ternatae (Thunb) | Than ré (Rhizoma Pinelliae
4 Bén ha che 129
Brelt Ternatae)

5 Than khiic | Massa medicata fermentata Toan bo 89

. . . Vo quit (Pericarpium Citri
6 Tran bi Citrus Deliciosa Tenore ] 49
reticulatae)

. . . Qua (Fructus Forsythiae
7 Lién kiéu Forsythia Suspensa Vahl 49
Suspensae)

Hat
8 | Laiphuc tir Raphanus Sativus L. o 4g
(Semen Raphani Sativi)

* Thudc dbi ching:
- Vién nén Axore 10mg (atorvastatin) do hang Gracure, An Do san xut. S6
DK: VN-9634-10, han ding dén hét thang 10/2018. Thudc thudc nhém Statin.
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2.2.2. Poi twong nghién ciu

GOm 120 bénh nhan dugc chan doan c6 hoi chung RLLPM, c6 tri€u
chtng ctia dam thap theo YHCT, dén kham va diéu tri tai Bénh vién Y hoc ¢6
truyén trung uvong. Bénh nhan dugc chia thanh hai nhém:

- Nhém 1 (nghién ciru): 60 bénh nhan, uéng cao 1ong Pai an: mdi ngay udng
40 ml, chia 2 1an (sang, chiéu), sau dn 30 phut va udng lién tuc trong 60 ngay.

- Nhém 2 (d6i chimg): 60 bénh nhan, udng vién Axore 10mg x 1
vién/ngay. Udng lién tyuc trong 60 ngay.

Tat ca bénh nhan dugc hudng dan ap dung ché d6 an cho nguoi co
RLLPM trong sudt qua trinh nghién ciru (phy lyc 5).
2.2.2.1. Tiéu chudn chon bénh nhin

- Tudi > 30. Khong phan biét gidi tinh, nghé nghiép.

- BN chua timg dugc diéu tri bang mot thuéc RLLPM nao hodc néu
dugc diéu tri rdi thi ciing da ngimg cac thude d6 it nhat 3 thang, khong ding
cac thude co thé gdy RLLPM.

- Ty nguyén tham gia nghién ctru.

* Tiéu chudan chon bénh nhédn theo YHHP: Bénh nhan c6 hoi chiing
RLLPM khi c¢6 mét hodc nhiéu cc rdi loan sau: (theo NCEP ATP |1l 2002 -
Chuong trinh gido duc sirc khoe qudc gia vé cholesterol cia M) [24]

+ Cholesterol > 5,2mmol/l

+ Triglycerid > 2,26mmol/|

+ LDL-C > 3,4mmol/Il

+ HDL-C < 0.9mmol/l.

Chung t6i cling khong loai trir cac bénh nhan c6 s6 do huyét ap ¢ giai
doan tién THA va THA giai doan 1 (phan do chi so huyét ap theo
WHO/ISH, 2003).
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Bing 2.3. Phan logi ting huyét dp theo WHO/ ISH (2003).

HA tam thu HA tam truong
Phan loai

(mmHg) (mmHg)
HA t6i uu <120 va <80
HA binh thuong <130 va <85
Tién ting HA 130 - 139 hozc 85— 89
THA do 1 140 - 159 va/hoac 90 -99
THA do 11 160 - 179 va/hoac 100 - 109
THA @6 III > 180 va/hoac >110
THA tam thu don doc > 140 <90

Trong qué trinh nghién ctru, nhig bénh nhan c6 THA d6 | duoc két
hop voi thude ha HA c6 tac dung tdi thiéu 16n lipid mau (thuong 1a cac thude
chen kénh calci hodc nhom e ché men chuyén) dé khéng ché HA & mirc 46
cho phép (140/90 mmHg).

* Tiéu chuan chon bénh nhan theo YHCT: Duya vao t chan, bénh nhan
c6 cac biéu hién ctia chirg dam thap nhu sau:

- Vong chan: réu ludi tréng nhon, nhét; chat ludi béu, co vét han rang.

- Van chén: néu thién vé thyuc ching: noéi to, thd manh, hoi tho hoi. Néu
thién vé hu ching: néi nho, thd yéu, hoi thd khong hoi.

- Vén chén: chong mat, tic nguc, di cdm, it ngi, m¢t mai, than minh cé
cam giac nang né, cham tiéu, bung day truéng; hoa mat, dau dau, miéng kho,
khat khong mubn uéng, mét moi, tor chi ra ro1, co nhuc nh€o, an kém, dau
lung, moéi gdi, U tai.

- Thiét chan: mach hoat hodc huyén hoat.
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2.2.2.2. Tiéu chudn logi triv

Nhitng bénh nhan khong duoc nhan vao dién nghién cuu:

- C6 hoi chimg RLLPM thir phat sau cac bénh: thiéu ning giap, dai
thdo duong, hoi ching than hu, suy gan, suy than.

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

- Bénh nhén ri loan tiéu hoa kéo dai, phu nir c6 thai, phu nitr dang cho
con bu, nguoi bi suy dinh dudng, nguoi bi bénh tam than, nguoi dang st dung
thudc anh hudng dén chuyén hoa lipid.

- Bénh nhan nghién ctru nhung khong chip hanh ding theo tiéu chuan
nghién ctru (khong trd lai kham dinh ky, khong udng thudc dung quy dinh,
dung thém thudc khéc).

2.2.3. Phuwong phap nghién ciru
2.2.3.1. Thiét ké nghién ciru

- Nghién ctru dugc thiét ké theo mé hinh thir nghiém 1am sang mo c6
d6i chimg (so sanh trudc va sau diéu tri, so sanh gitta hai nhom).
* Co mdu:

Chon ¢& miu theo chii dich. Tong s6 bénh nhan trong nghién ciru 1a
120, chia lam 2 nhoém: nhom nghién ctru c6 60 bénh nhan va nhém d6i ching
c¢6 60 bénh nhan. Trén thyc té, chiing toi phai lay sb lugng bénh nhan cao hon
dé dé phong phai loai trir nhitng bénh nhan bo cudc hodc khong tuan thu quy
trinh nghién ctru.

Phé4n bd bénh nhan vao hai nhom nghién ctru theo phuong phap ghép
cap, dam bao sy tuong déng vé tudi, gidi, néng do cholesterol. Dua trén cac
triéu chung 1am sang, cic bénh nhan ¢& mdi nhom dugc phan thanh 3 thé
thuong gap nhat trén 1am sang theo YHCT 1a: Pam troc @ tré, Ty than duong
hu va Can than am hu (theo bang 2.5).
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2.2.3.2. Cdc chi sé nghién ciru

Céc bénh nhan duoc chan doan RLLPM nguyén phat theo tiéu chuan
cia YHHP dugc hudng dan diéu chinh ché d6 in trong vong 30 ngay. Sau 30
ngay, néu xét nghiém céac thong so lipid mau van trong tiéu chuan chan doan
RLLPM thi s€ dugc dua vao nghién cuu.

Céac bénh nhan dugc tham kham 1am sang, can lam sang va ghi chép
theo mot mau bénh an thdng nhat (phu luc 4).

* Thong tin chung: Tudi, gidi, nghé nghiép, thoi quen sinh hoat, thoi
gian mac bénh, tién st bénh tat.

* |Lam sang: tién hanh kham tai thoi diém trude diéu tri (Dy), sau diéu
tri 30 ngay (Ds) VA sau diéu tri 60 ngay (Do)

- Chiéu cao: do mét lan lac bat dau diéu tri bang thudc gan trén cin dong ho.

- Can ning: can vao budi sang lac déi, bang can dong ho.

- Chi s6 khéi co thé (BMI - Body Mass Index): duoc tinh theo cong thic.

Can nang (kg)

[Chiéu cao (m)]?

Phén loai thira can - béo phi theo Khuyén nghi ctia co quan khu vuc
Tay Thai Binh Duong thudc T6 chirc Y té Thé gigi (WPRO) va Hoi nghién
ctru béo phi qudc té phdi hop véi Vién nghién ciru bénh dai thao dudng qudc
té (IDI) dé ra tiéu chuan phan loai thira can - béo phi danh cho nhiing ngudi

truéng thanh chau A.
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Bing 2.4. Chi 56 nhan tric theo tiéu chudn dp dung cho nguwoi Chiu A.

Phan loai BMI ctia ngudi Chau A (IDI and WPRO, 2000)
Nhe can <18,5
Binh thuong 18,5-22,9
Thtra can 23-249
Béo phi d6 1 25-299
Béo phi d6 2 >30

- Mach, huyét ap.
* Phwong phap x4ac dinh huyét 4p dong mach

Do huyét ap hang ngay vao khoang 8 - 9 gid sang, bang huyét ap ké
dong ho ciia Nhat Ban. Bénh nhan duoc nghi ngoi trudc khi do it nhat 15
phat. Khong hut thude 14, khéng dung chat kich thich hay bat ky mét loai thude
nao c6 anh hudng téi huyét ap. Lan kham déu tién do huyét ap & ca 2 tay, ghi
nhan con sd huyét ap ¢ tay ndo cao hon 1am mdc theo ddi trong sudt thoi gian
nghién ctru. Po huyét ap cho bénh nhan & tu thé nim, quan bang vai vao canh
tay sao cho b dudi cua biang vai ¢ trén nép gap khuyu tay tir 2 - 3 cm, canh
tay dé trong tu thé tha 1éng co hoan toan. Pit 6ng nghe & trén duong di cua
dong mach céanh tay, ngay tir sat bo dudi bang vai ; bom hoi that nhanh cho
dén khi mat mach quay, roi xa hoi tir tir. Huyét ap tam thu duoc xac dinh khi
nghe thay tiéng dap dong mach dau tién, huyét 4p tdm truong duoc xac dinh

khi vira hét tiéng dap dong mach.

* Can ldm sang: xét nghiém tai cac thoi diém Dy va Dgy Riéng do6i véi cac

thanh phan lipid mau tién hanh xét nghiém tai cac thoi diém Dy, Dag VA Deo,
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Bénh nhan dugc 1ay méau tinh mach vao budi sang khi chua an va cach bira

an hom trude it nhat 1a 12 gio.

- Cong thirc mau: s luong HC, BC, TC, ham luvong HGB, HTC.

Xét nghiém cong thirc mau bang may huyét hoc tw dong cell- dyn 1700 cua
hang ABBOT cua M¥; st dung hoa chat ciia hang J.T. Baker (Thuy Dién).

- XN sinh hoa mau:
+ Thanh phan lipid méau: cholesterol, triglycerid, HDL-C, LDL-C.

+ Xét nghi¢ém danh gia chuc nang gan, than: ALT, AST, ure, creatinin,

glucose. Bugc lam trén may sinh héa ty dong Hitachi 717 — Nhat Ban.
* Phan loai bénh nhan RLLPM theo thé bénh ciia YHCT: dya vao ti

chan (vong, van, van, thiét) dé chan doan chimg dam thap va phan thanh 3

thé bénh chinh ctia dam thap nhu sau:
Bdng 2.5. Phdn logi RLLPM theo YHCT [47]

Thé bénh

Tri¢u chirng

bam troc U tré

Hinh thé béo phi, nang né, phan g cham chap, dau nang,
nguc bung day tic, chan tay té moi, nhat miéng an kém

bung dﬁy, chét ludi béu, réu tréng nhot, mach huyén hoat.

Ty than duong
hu

Nguoi mét madi, chong mat, chan tay lanh va té mai, bung
day chudng, an kém, hai chan c6 thé phu thiing, miéng nhat
khong khat, dai tién nat, ludi be chét nhot, réu tréng nhon,

mach tram t¢.

Can than am hu

Cam giac dau cang dau, chong mat, u tai, lung gbi mai,
miéng khd, mat ngu, ngii tdm phién nhiét, dao han, dai tién

bi két, chat ludi do, it réu; mach huyén té sac.
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2.2.3.3. Tiéu chuén dinh gid két qua
* Tiéu chuin danh gia theo YHHD: Chia lam 4 loai dya theo ti€u
chuan nghién ctru 14m sang ctia Bo Y té Trung Qudc [111].

Bing 2.6. Tiéu chudn dinh gid két qua diéu tri RLLPM

Hiéu qua Chi s6 lipid mau
TC giam > 20%

Tét TG giam > 40%

HLD-C tang > 0,26 mmol/I

LDL-C giam dat < 3,90 mmol/I
10% < TC giam < 20%

20% < TG giam < 40%

HLD-C tang tir 0,12 - 0,26 mmol/I
LDL-C giam dat 3,90 - 4,90 mmol/I

Kha

_ Khéng thay d6i cac chi tiéu hodc thay doi it (& dudi
Khong hi¢u qua _ .
muc cac chi ti€u cua hi¢u qua kha).
TC tang > 10%
TG ting > 10%

HLD-C giam > 0,12 mmol/I

Xau di

* Tiéu chuin danh gia theo YHCT [112]

- Hi¢u qua tdt: Céc triéu chig 1am sang dugc cai thién 1o rét. Muc do
giam céc tri¢u chung dat > 70%.

- Hiéu qua kha: Cac triéu ching lam sang dugc cai thién ro. Mic do giam
cac triéu chirng dat tr 30% - 70%.

- Khong hiéu qua: Cac triéu chimg 1am sang giam it hodc khong thay doi.
Mirc do giam < 30%.

- Hi€u qua xau: Cdc tri€u ching lam sang nang lén.
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Bing 2.7. Pdanh gid hiéu qud diéu tri RLLPM theo YHCT

Tri¢u chirng

Hét

Giam

Khong thay

ddi hoic ting

Co thé nang né

Dau nang dau

Chan tay té nang

Thé dam troc An kém

U tre Chét ludi béu

Ré&u tron nhot

Mach huyén hoat

M¢éEt moi vo luc

Chong mat

Chan tay lanh

Thé ty than | Bung day trudng

duong hu Dai tién phan nat

Lud1 nhot

Réu ludi trang day

Mach tram té

Chong mat

U tai
Thé can  than [Ngii tam phién nhiét
am hu Miéng kho khat

Dai tién tao

Lud1 do, it réu

Mach huyén té sac
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2.2.4. Pia diém nghién ciru

Khoa kham bénh - Bénh vién Y hoc ¢ truyén trung wong. C4c xét
nghi¢m sinh hoa va cong thitc mau dugc thyc hién tai Khoa Xét nghiém,
Bénh vién Y hoc cd truyén trung wong.

Thoi gian nghién ctru 1am sang tir thang 06/2014 dén thang 05/2015.

2.2.5. Xir Iy s6 liéu

S6 liéu thu duoc trong nghién ctru duoc xur 1y theo phuong phap xac
suat thong ké y sinh hoc. Str dung chuong trinh SPSS 16.0.

S liéu dugc biéu dién dudi dang X + SD. Kiém dinh céc gia tri bang
t-test Student va y2. Su khac biét c6 y nghia théng ké khi p < 0,05.
2.2.6. Dao dirc trong nghién ciru

- Nghién ctru duoc su cho phép cua Hoi dong cham dé cuong luan an
Truong Pai hoc Y Ha Noi.

- Puoc su déng y cua Ho1 df’)ng khoa hoc va dao dic cua Bénh vién
YHCT Trung wong.

- Trude khi diéu tri, bénh nhan dugc giai thich muc dich, y nghia cua
nghién ctru. Néu bénh nhan tinh nguyén tham gia thi duoc thoa thuan bang
phiéu cam két.

- Nghién ctru ndy duogc tién hanh hoan toan nham muc dich bao vé, nang
cao stc khoe cho ngudi bénh.

- Trong qua trinh nghién ctru néu c6 cac phan ung bat loi cho sirc khoe
ctia bénh nhan thi phai ngimg dung thude nghién ctru va diéu tri kip thoi.

- Két qua nghién ctru dugc céng bd cho moi nguoi va cho ddi twong
nghién ciru biét.

2.2.7. Kiém soat sai so

- Phat t& huéng dan ché d6 an cho bénh nhéan (phuy luc 6)

- Hudng dan ché do tap luyén thé luc cho bénh nhan.

- Thudc cap cho bénh nhan hoan toan mién phi. Khi bénh nhan ubng hét

thudc (30 ngay) thi mang tra vo thude va phat tiép thude cho dot sau.



S7

NGHIENGCU’U THUOC BN dén BV
(cao 16ng Dai an) -Kham YHHD
-Kham YHCT
-XN Huyét hoc
-XN Sinh hoa
\ 4 A\ 4 _ _
THUC NGHIEM LAM SANG
(Chuot, Tho) (120 Bénh nhan RLLPM)
A 4 A 4 A 4 A 4 Y
GAY MO | [ GAY MO | [GAY MO HINH| [ - Piéu chinh | [- Diéu chinh ché
HINH HINH Tang ché do an do an
Téng Téng Cholesterol - Dung cao - Dung Axore
Cholesterol | | Cholesterol | | mau va vitaxo | | 13n0 Paj an 10mg
mau ndi sinh méu_ngoal dong mach (n = 60) (n = 60)
sinh
\ 4 \ 4 \ 4
L6 | Lo gay tang Cholesterol mau
chung va XVDM
(khong IFkhang [ Dang | Dung | Duing v v
gaytang)| ¢ IAtorvas| cao | cao Panh gia 1dam sang, can 1am
Cholester tatin | long | long sang (Do — D3 — Deo)
-ol mau) Dai an | Dai an
(lidu | (li€u
thip) | cao)

\ 4 \ A \ 4 \ 4 v v
Tac dung diéu chinh RLLPM

cua cao long Dai an trén thuc '
nghiém cao long Pai an

Hi¢u qua 1am sang cua

A 4 A 4
Tac dung diéu chinh RLLPM trén thyc nghiém

va lam sang cua cao 16ng Pai an.

So' dé 2.1. Mé hinh nghién ciru tic dung diéu tri RLLPM ciia ca0 long Dai an.
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Chuong 3
KET QUA NGHIEN CUU

3.1. KET QUA NGHIEN CUU TREN THU'C NGHIEM

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

Bing 3.1. M6 hinh réi logn lipid mdu bang Poloxamer 407.

) Chung sinh hoc M6 hinh
Chi s6 lipid _ _
(n=10) ( X+ SD, mmol/L) | (n=10)( X+ SD, mmol/L)
TG 1,04 £0,14 10,53 + 2,30***
TC 2,76 £ 0,51 8,37 £ 0,82***
HDL-C 0,52 £ 0,06 0,59 + 0,06*
non-HDL-C 2,24 £ 0,51 7,78 £ 0,82***

*: p<0,05; ***: p<0,001;

Két qua bang 3.1 cho thdy: tiém mang bung dung dich P-407 2% liéu
200 mg/kg (0,1mL/10g) c6 tac dung gdy RLLPM 10 rét: ¢ 16 mo hinh, TG tang
t61 912,5%; TC tang 203,3%; HDL-C tang 13,5% va non-HDL-C tang 247,3%.

Bing 3.2. Tac dung ciia cao “Dai an” 1én nong do lipid mdu
0 mo hinh ngi sinh ( X £SD)

L6 nghién TG TC HDL-C Non-HDL-C
ciu " (mmol/L) (mmol/L) (mmol/L) (mmol/L)
M6 hinh |10] 10,53+2,30 | 837+0,82 | 059+0,06 | 7,78+0,82
Atorvastatin 10 15,46 6,79 0,64 6,15
100mg/kg +4,68° +1,14° +0,16 +1,08°
Cao long Dai
an 9,6g dugc | 10 | 9,88+3,00 | 6,89+0,65* | 0,55+0,04 | 6,34+0,67
liu/kg
Cao long Dai
an 19,2g duoc | 10 | 11,63 +3,60 | 7,13+0,96° | 0,54 +0,05° | 6,59 +0,97°
liukg
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Bang 3.2 thé hién ndéng do cac chi sb lipid mau cua chudt nhit tring &
cac 160 mo hinh va céac 16 dung thudc tai thoi diém 24 gio sau khi tiém mang
bung dung dich P-407 dé gdy RLLPM ndi sinh.

Céc 16 ubng atorvastatin lidu 100 mg/kg va udng cao long Pai an déu
khong 1am thay d6i nong do TG méu so véi 16 md hinh. Nong ¢6 TC va non-
HDL-c ¢ 16 ubng atorvastatin giam so voi 16 mé hinh (p< 0,01). Nong d6 TC
va non-HDL-C & céc 16 udng cao 16ng Pai an giam 13 rét so véi 16 md hinh,
mirc giam c6 ¥ nghia théng ké v6i p< 0,001

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

250,0

200,0
E 1500
& T%E?
= 1000 %E*i
S %E}:
= 50,0 %:;
S %:;:
S 00 =

Truodc Tuén 1
OChtrng sinh hoc MO0 hinh B Atorvastatin 10mg/kg

ODAH 4,8g duoc licu/kgEBDPAH 9,6g dugc licukg

Biéu d6 3.1. Sw thay doi can ning chudt cong tring sau 4 tuin
(X #SD, gam)
Tt biéu dd 3.1 cho thiy: chudt ¢ cac 16 déu co su gia tang trong luong
theo thoi gian. L6 mo hinh c6 xu huéng ting trong luong co thé it hon 16
chung sinh hoc, tuy nhién su khac biét khong c6 y nghia thong ké.
Céc 16 udng thudc atorvastatin 10 mg/kg, cao long Dai an lidu 4,8g
duogc liu/kg va 9,6g duoc liéu/kg déu c6 su tang trong luong theo thoi gian

nhung khong c6 su khac bi¢t vai 16 mo hinh.
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Bing 3.3. M6 hinh RLLPM bang hén hop diu cholesterol.

Chirng sinh hoc Mo hinh
Chisé | (n=10) ( X+ SD, mmol/L) (n=10) ( X + SD, mmol/L)
lipid Sau Sau Sau Sau
Trieoc : ‘ Trieoc i .
2 tuan 4 tuan 2 tuan 4 tuan
1,14 1,03 1,03 1,16 1,07 1,19
TG
+0,17 | +0,09 +0,09 | +011 | #0711 +0,11
234 225 216 2.46 4,22 5,69
TC
+0,17 | +0,70 +0,91 | £0,20 | +£0,99%** | +] 36***
0,71 0,62 0,91 0,73 0,81 2.16
HDL-C
+0,14 | +0,15 +0,32 | £0,13 | +0,20% | +0,00***
1,11 1,16 0,79 1,20 292 2,70
LDL-C
+025 | +0,67 +0,63 | +0,27 | £1,06%%* | 10 7g%*=*

*: p<0,05; ***: p<0,001;

Két qua bang 3.3 cho thay: sau 4 tuan udng hon hop dau cholesterol da

gy duoc tinh trang RLLPM trén chudt cong trang, thé hién & muc ting rd rét

néng d6 TC, HDL-C, LDL-C bat dau xuét hién sau 2 tuan nghién ctu.

Nong d6 TG ¢ 16 md hinh sau 4 tuan udng hdn hop dau cholesterol c6

xu huong tang so véi 16 ching sinh hoc, tuy nhién su khac biét chua c6 y

nghia thong ké (p>0,05).
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3.1.2.1. Tdc dung ciia cao léng “Pai an” 1én nong dé lipid mdau ¢ mé hinh

ngogqi sinh sau 2 tudn

Noéngds 3.0

I'L
(mmol/L) 40

HH O

TG TC HDL-C LDL-C
Thanh phéan lipid
BMo6hinh SAtorvastatin 10mg’keg BPAH4,8g duoc licwkg ODAH 9.6 duoc hiéu/kg

Biéu do 3.2.Tdc dung ciia cao léng “Pai an” 1én nong dé lipid mdu

0 mo hinh ngoai sinh sau 2 tudn.

Két qua & biéu d6 3.2 cho thiy: sau 2 tudn udng hdén hop dau
cholesterol dé gdy RLLPM trén chudt cong tring:

- Nong d6 TG & céac 16 ubng atorvastatin va cao long Pai an ¢6 xu
hudéng gidm so voi 16 mo hinh, tuy nhién sy khac bi¢t chua c6 y nghia
thong ké.

- Atorvastatin 10 mg/kg 1am giam rd rét ndng d6 TC, LDL-C so véi 16
md hinh véi p< 0,05. Nong d6 HDL-C & 16 udng atorvastatin ting co ¥ nghia
théng ké so vai 16 mo hinh véi p <0,01.

- Cao long Pai an lidu thip va liéu cao déu 1am giam ndéng do TC va
LDL-C so véi 16 mé hinh, sy khac biét ¢6 ¥ nghia thong ké vai p<0,05. Nong
do HDL-C & cac 16 uéng cao léng Pai an ¢6 xu hudng tang so vdi 16 mo hinh,

su khac biét chwa c6 y nghia thong ké (p>0,05).
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3.1.2.2. Tdc dung ciia cao léng “Pai an” 1én nong dé lipid mdau ¢ mé hinh

ngogai sinh sau 4 tudn

BMo hinh 8 Atorvastatin 10mgkg BPAH 4,8g duoc liewkg ODPAH 9,6g duoc liéukg
6.0 T

3 50 T

= C

S 40 SN 221

E ]

{E‘ |

! | =
e

Z |

TC HDL-C
Thanh phan lipid

Biéu do 3.3. Tic dung ciia cao long “Pai an” Ién néong dp lipid mdu
& mé hinh ngoai sinh sau 4 tudn.

Tir sb lidu ¢ biéu d6 3.3 cho thdy: sau 4 tudn udéng hon hop dau
cholesterol dé gdy RLLPM trén chudt cong tring:

- Nong d6 TG & cac 16 udng atorvastatin va cao 1ong Pai an ¢ xu
hudéng giam so v6i 16 mo hinh, dic biét, atorvastatin lam giam nf‘mg do TG co
¥y nghia thong ké so voi 16 mé hinh véi p <0,001.

- Atorvastatin 10 mg/kg lam giam rd rét nong d6 TC va LDL-C so véi
16 m6 hinh (p <0,05).

- Cao 16ng Pai an & ca 2 lidu déu c6 xu hudng 1am giam nong d6 TC va
LDL-C so voi 16 mé hinh, dic biét 16 udng cao long Dai an liéu thip lam
giam néng do TC va LDL-C c6 y nghia thdng ké so v&i 16 mé hinh (p < 0,05)

- Nong d6 HDL-C ¢ cac 16 udng thude khong c6 sy khac biét so véi 16
md hinh (p>0,05).
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3.1.3. Tac dung chdng xo vira dong mach trén thwe nghiém

3.1.3.1. Anh hwéng ciia cao long Pai an Ién nong dp lipid mdu thé

3

2
N

-2

Cannang (kg)

Trnroc Tuan 2 Tuan4 Tuan 8
Thoi giarn
OChung sinh hoc M6 hinh B Atorvastatin Smg/kg

BDAH 24g duoc liduw/kg BDAH 4,82 dugce héuwkg

Biéu db 3.4. Sw thay déi trong lwong thé sau 8 tuan nghién ciru.

Ttr biéu d6 3.4 cho thiy: tho & cac 16 déu c6 sy gia ting trong lugng
theo thoi gian. L6 mo hinh ¢6 xu hudng ting trong luong co thé nhiéu hon 16
chtng sinh hoc, tuy nhién sy khac biét khong co ¥ nghia thong ké.

Céc 16 udng thudc atorvastatin 5 mg/kg, cao 1éng Pai an liéu 2,4g duoc
lidu/kg va 4,8g duoc lidu/kg déu co sy ting trong luong theo thoi gian nhung

khong c6 su khac bi¢t so védi 16 mo hinh.
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*kk
%W
315 % a
E .
: |
£ 10 / b *hk
P=0 e T
= 8 /
2 % s )
222,
TG TC HDL-C LDL-C
. _ Thanh phan lipid _ .
O Chitng sinh hoc M6 hinh B Atorvastatin Smg/kg

BDAH 2.4g duoc liew'kg BPAH 4.8¢g duoc liéu/kg

Biéu d6 3.5. Tac dung ciia cao long “Pgi an” lén nong dj lipid mdau
& mé hinh gdy XVPM sau 8 tuan
Tir biéu d6 3.5 cho thay: sau 8 tuan udng thudc, atorvastatin lidu 5
mg/kg va cao 16ng Pai an ¢ ca 2 liéu thé hién tac dung ha lipid mau 13 rét:
ndéng d6 TG, TC, LDL-C giam rd rét & ca 3 16 udng thude so v6i 16 mo hinh
(p <0,05).
3.1.3.2. Anh hwéng ciia cao long Pai an lén hoat @6 AST va ALT 6 thé

240
***a
200 T
L
**k*
160 a
ﬁ *k*k -
a
= 120
=
(=1
=
en 80
40 ;ﬁl
t ———— *
Truwoce Sau4 tuan Sau 6 tuan Sau 8 tuan
) Thoi gian )
== Chimg sinh hoc == M4 hinh Atorvastatin Smg'kg
== DAH 2 4g duoc liéuw/kg —+—=DAH 4,8¢ duoc liéuwkg

Biéu dé 3.6. Sw thay doi hoat dp AST sau 8 tudn uong thudc.



65

T biéu d6 3.6:
- Hoat do AST cua cac 16 udng cao 1ong Pai an bién d6i khong c6 ¥
nghia thong ké trudc va sau 8 tuan diéu tri (p>0,05).

- Hoat @6 AST ting cao rd rét & 16 udng atorvastatin 5 mg/kg so véi cac

16 con lai trong nghién ctru, su khac biét ¢6 ¥ nghia thdng ké voi p < 0,001.

25
- 0 ***a
T
—_ 200 - *kkg
=
= K*kkg -
< 150 i
(=1
=
S -
= 100
Z,
50 —PI* ———————————
Truwoce Sau4 tuan Sau 6 tuan Sau 8 tuan
Thoi gian
=4— Chiing sinh hoc =#—NM6 hinh Atorvastatin 5 mg/kg
=—=—=PAH 2.4g duoc liéu/kg —+=—=DAH 4,8¢ duoc liéuwkg

Biéu dé 3.7. Sw thay déi hoat dp ALT sau 8 tudn uéng thuéc.

Biéu do 3.7 cho thay:

- Hoat do ALT cia céc 16 udng cao 1ong Pai an bién d6i khong c6 ¥
nghia thong ké trude va sau 8 tuan diéu tri (p>0,05).

- Hoat do ALT ting cao 13 rét ¢ 16 udng atorvastatin 5 mg/kg so vdi cac

16 con lai trong nghién ctru, sy khac biét c6 ¥ nghia théng ké véi p<0,001.
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3.1.3.3. Nhiing thay doi vé hinh anh gidi phdu bénh
Bing 3.4. Hinh anh dgi thé va vi thé ciia déng mach chii thé.

L6 nghién DPong mach chua
clru Dai the Vi thé
Chirng sinh | Long mach nhén, khong co 3/3 mau bénh phiam c6 hinh
hoc mang xo vira anh DM binh thuong (hinh 3.1)
. | 2/3 mau bénh pham c6 hinh
Xung quanh tim, phoi, mach ,
. anh ton thuong nd1 mac BPM do
o mau c6 nhiéu md. Long N
M6 hinh cholesterol; 1/3 mau bénh

DPMC c¢6 nhi€éu mang xo vira

doc theo chiéu dai PM

pham c6 hinh anh DM binh
thuong (hinh 3.2)

Atorvastatin

Co it md xung quanh tim.

Long mach nhan, khong co

3/3 mau bénh pham cé hinh

5mg/kg anh DM binh thuong (hinh 3.3)
mang xo vira
Cao long N i
Dai Cé it md xung quanh tim, 3/3 mau bénh pham c6 hinh
ai an N
quai DPMC. Long DPMC nhan, | anh day nhe ndi mac BM do
2,4g dugc N ¢ .
khong c6 mang XV lang dong m&
ligu/kg
Cao long .
Dai Co it m& xung quanh tim, 2/3 mau c6 hinh anh DM binh
ai an . N
quai DPMC. Long DMC nhan, | thuong (hinh 3.4); 1/3 mau c6
4,8g duogc

licukg

khong c6 mang XV

hinh 4nh mang vita m& 1o
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Hinh 3.1. Hinh anh vi thé dong mach chii thé - L6 chimg
(Thé s6 94): PM binh thuwong — HEx400

Hinh 3.2. Hinh anh vi thé dong mach chii thé - L6 mé hinh
(Thé s6 36): ton thirong néi mac PM do cholesterol — HEx400
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Hinh 3.3. Hinh anh vi thé déng mach chi thé - Lo udng Atorvastatin
(Thé sé 43): PM binh thirong — HEx400

Hinh 3.4. Hinh anh vi thé dong mach chii thé - Lo udng cao DA 2,4g/kg
(Tho $6 57): Day nhe noi mac PM — HEx400



Hinh 3.5. Hinh anh vi thé dong mach chi thé - Lo udng cao DA 4,8g/kg
(Thé s6 75): PM binh thuwong — HEx400
Bing 3.5. Hinh dnh dai thé va vi thé ciia gan thé.

Lo nghién ciru

Gan

Dai thé

Vi thé

Mau h(‘A)ng, bé mat

2/3 mau bénh pham c6 hinh anh gan
gan binh thuong (hinh 3.5); 1/3 mau

Chimg sinh hoc nhén bénh pham c6 hinh anh gan thoai
hoa muac do vira
2/3 mau bénh pham c6 hinh anh gan
M6 hinh Bé mat xu xi thoai hoa mirc do ning (hinh 3.6);

nhiéu, bac mau

1/3 miu bénh pham c6 hinh anh gan
thoai hdéa mirc do vira

Atorvastatin
5mg/kg

Gan nhiém m&
muc do vira

2/3 mau c6 hinh anh gan thoai hoa
md mirc do vira (hinh 3.7); 1/3 mau
c6 hinh anh gan tho4i héa m& murc
do nhe

Cao long Dai an
2,4¢g dugc ligu/kg

Gan nhiém m&
muc do vira

3/3 mau bénh pham c6 hinh anh gan
thoai hoa m& mirc do vira (hinh 3.8)

Cao 16ng Dai an
4,8g duoc licu/kg

Gan nhiém m&
muc d§ nang

1/3 mau c6 hinh anh gan thoai hoa
muc do vira; 2/3 mau c6 hinh anh
gan thoai hba m& muc d§ nang
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Hinh 3.6. Hinh anh vi thé gan thé - Lé ching
(thé 6 96): Gan gan binh thuong - HEx400

1 ‘\’ \_,.&"
S

'Af’_i oa ;_& .l.k

Hinh 3.7. Hinh anh vi thé gan thé - L6 md hinh
(thé s6 40): Gan thodi héa mirc dé ning - HEx400
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Hinh 3.8. Hinh anh vi thé gan thé - L udng Atorvastatin
(thé s6 41): Gan thodi héa m& mire dg vira - HEx400

Hinh 3.9. Hinh anh vi thé gan thé - L udng cao Pai an 2,4g/kg
(thé s6 43): Gan thodi héa mé mire dg vira - HEX400
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Hinh 3.10. Hinh anh vi thé gan thé - L6 udng cao Pai an 4,8g/kg
(thé $6 48): Gan thodi héa m& mirc do viva dén ning - HEx400
3.2. KET QUA NGHIEN CUU TREN LAM SANG
3.2.1. Pic diém chung ciia d6i twong nghién ciu

Bing 3.6. Phén bé tudi ciia cdic doi twong nghién ciru.

Nhém | Cao long Pai an (1) | Axore 10mg (2) Téng sb
(n=60) (n=60) (n=120)
Tubi SOBN | Tylé(%)| S6BN | Tylé(%) | S6BN | Tylé (%)
<50 10,0 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
P1.,>0,05

Nhan xét: tudi trung binh cta cac bénh nhén 12 63,4 + 10,5 tudi. Phan 16n
bénh nhan 14 ngudi cao tudi, tir > 60 tudi (66,7%). Phan bd do tudi ctia cac bénh
nhan ¢ 2 nhém nghién ctru khac biét khong 6 ¥ nghia théng ké (p>0,05).
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AXxore

Biéu dé 3.8. Gidi tinh ciia cdc doi twong nghién civu.

Nhén xét: Qua biéu d6 3.9 thdy ty 16 RLLPM & nit gi6i (71,7%) cao
hon so voi nam gidi (28,3%). Phan bd gidi tinh cta cac bénh nhan ¢ 2 nhém

khac biét khong c6 ¥ nghia thong ké (p>0,05).

70 7 63.3
60

50

B
- 40 mCao DA
230
= B Axore

20

10

0
LD tri 6¢ LDchan tay Huu tri Buon ban Nghé nghiép

Biéu dé 3.9. Nghé nghiép ciia cdc doi twong nghién ciru.
Nhan xét: nghé nghiép ciia cac bénh nhan RLLPM chu yéu 1a tu do (58,3%),
tiép dén 1a lao dong tri 6c (22,5%). Ty 1é can bd huu va lao dong chan tay
chiém ty 1& thap (12,5% va 6,7%). Phan bd nghé nghiép ciia cic bénh nhan ¢
2 nhom khéc biét khong c6 ¥ nghia thong ké (p>0,05).
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3.2.2. Mt s6 yéu t6 nguy co' ¢ bénh nhin réi loan lipid mau

Bing 3.7. Chiéu cao, cin ning, BMI ciia cdc bénh nhin RLLPM.

Chi s6 Cao long Daian (1) | Axore 10mg (2) Téng sd
(n=60) (n=60) (n=120)
Chiéu cao 156,4 + 6,6 158,1 +6,6 157,2+6,6
(cm) P1.,>0,05 (144- 178)
Can nang 55,7+£6,5 574+6,9 56,5+ 6,8
(ka) P12>0,05 (42- 76)
22,7+23 229+18 228+2]1
BMI
P12>0,05 (14,9- 29,9)

Nhan xét: chi sé BMI trung binh ctia bénh nhan trong nghién ctu la

22,8 £ 2,1, thuoc nhom binh thudng theo ti€u chuén cta To chirc Y té thé gio1

danh cho nguoi chau A. Chi s6 nay ¢ 2 nhém bénh nhan khéc biét khong co ¥
nghia thdng ké (p>0,05).
Bing 3.8. Phan loai BMI ciia cdc bénh nhan trude diéu tri

Nhém | Cao 1éng Dai an (1) | Axore 10mg (2) Téng sd
(n=60) (n=60) (n=120)
BMI S6BN | Tylée% | S6BN | Tyle% | S6BN | Tyle %
Nhe can 3 50 0 0 3 2,5
Binh thudng 30 50,0 33 55,0 63 52,5
Thira can 18 30,0 16 26,7 34 28,3
Béo phi do 1 9 15,0 11 18,3 20 16,7
Béo phi d6 2 0 0 0
P1-2>0,05

Nhan xét: bénh nhan c6 chi s6 BMI binh thudng chiém ty 1& cao nhat.

Ty I¢ thtra can va béo phi 1a 45,0%. Ty 1€ nay & 2 nhém bénh nhan khac biét

khong cé y nghia thong ké (p>0,05).
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Biéu db 3.10. Théi quen sinh hoat ciia cic bénh nhan RLLPM.

Nhan xét: bénh nhan c6 thdi quen it van dong chiém ty 1& cao nhat

(60,8%), sau d6 1a cac thoi quen: udng bia, ruou (22,5%); in md dong vat
(12,5%), an man (6,7%) va hut thude 14 (6,7%).

3.2.3. Pic diém roi loan lipid mau

Bing 3.9. Chi sé lipid mdu ciia cdc bénh nhéin truée diéu tri.

Cao 16ng Dai an (1) Axore 10mg (2)
Chi s (n=60) (n=60) 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 (mmol/L) 1,07 £ 0,32 1,16 + 0,23 >0,05
LDL-C (mmol/L) 3,34 +£1,39 4,18+1,51 <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

Nhan xét: sy khac biét vé tri s trung binh cia TC, TG, HDL-C, TC/HDL-
C, LDL-C/ HDL-C giita 2 nhdm nghién ciru trude diéu tri khong ¢ ¥ nghia thong
ké véi p > 0,05. Riéng chi s6 trung binh LDL-C & nhom uéng cao 1éng Pai an
trude diéu trj thip hon so v6i nhdm ubng Axore c6 ¥ nghia thong ké véi p<0,05.
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Bdng 3.10. Phén logi RLLPM theo De Gennes.

Cao long Bai an |  Axore 10mg Tong so

Nhom (n=160) (1) (n=60) (2) (n=120)
Phan loai SO | Tyle | So | Tyle | So | Tyle
BN | (%) | BN | (%) BN (%)
Tang TC don thuan 18 | 300 | 13 | 21,7 31 25,8
Tang TG don thuan 24 | 400 | 11 | 183 35 29,2
Tang lipidmauhdnhop | 18 | 30,0 | 36 | 60,0 54 45,0
P,,<0,01 120 | 100,0

Nhan xét: s6 bénh nhan tang lipid mau hdn hop chiém ty 1& cao nhét

(45,0%), tiép dén 1a ting TG don thuan (29,2%) va ting TC don thuan

(25,8%). Ty 1¢ tang lipid mau hon hop & nhém ubng Axore (60,0%) cao hon

so v&i nhom udng cao 16ng Pai an (30,0%), su khéac biét co ¥ nghia thong ké

véi p<0,01.

Bdng 3.11. Phén loai RLLPM theo Fredrickson.

Nhom | Cao long Pai an Axore 10mg Tong s6
(n=60) (1) (n=60) (2) (n=120)
S6 Ty 16 S6 Ty 16 S6 Ty 1&
Phan loai BN (%) BN (%) BN (%)
lla 17 28,3 12 20,0 29 24,2
Ib 19 31,7 38 63,3 57 47,5
v 24 40,0 10 16,7 34 28,3
p1-2<0,01

Nhan xét: bang 3.15 cho thay, s6 bénh nhan ting lipid mau typ IIb
chiém ty 1& cao nhét (47,5%), tiép dén 1a typ IV (28,3%) va typ Ila (24,2%).




77

Bdng 3.12. Phédn logi RLLPM theo EAS.

Nhom | Cao long Pai an Axore 10mg Tong s6
(n=60) (1) (n=60) (2) (n=120)
Phan loai S6BN | Tylé(%)| S65BN | Tylé (%) | S6BN | Ty lé (%)

A 11 18,3 4 6,7 15 12,5

B 10 16,7 10 16,7 20 16,7

C 21 35,0 9 15,0 30 25,0

D 17 28,3 34 56,7 51 42,5

E 1 1,7 3 5,0 4 3,3

P1.<0,01

Nhan xét: bang 3.16 cho théy, theo phan loai cia EAS thi s6 bénh nhan
RLLPM typ D chiém ty 1¢ cao nhat (42,5%). Ty 1¢ bénh nhan RLLPM typ D
& nhom udng Axore (56,7%) cao hon so voi nhom cao 1ong Pai an (28,3%),
su khac biét co y nghia thong ké véi p<0,01.

Bing 3.13. Dic diém vé thé bénh theo YHCT.

Nhém | Cao 16ng DPai an Axore 10mg Tong sO
(n=60) (1) (n=60) (2) (n=120)
S6 Ty 1é S6 Ty 1¢ S Ty 1¢
Thé bénh BN (%) BN (%) BN (%)
Dam troc u tré 30 50,0 28 46,7 58 48,3
Ty than duong
18 30,0 17 28,3 35 29,2
hu
Can than am
" 12 20,0 15 25,0 27 22,5
u

P12>0,05




78

Nhan xét: s6 bénh nhan RLLPM thé Dam troc ¢ tré chiém ty 1€ cao nhat
(48,3%), tiép dén 1a thé Ty than duong hu (29,2%) va thé Can than am hu
(22,5%). Phan bé cac thé theo YHCT & hai nhém khac biét khong c6 y nghia
théng ké (p>0,05).

Bing 3.14: Sw lién quan giiva cdc théng sé lipid va Huyét dp

THA (1) HA binh thwong (2)
P1-2

n=239 n=281
Cdc chi sé lipid mdu — —

X +SD X +SD
TC (mmol/l) 6,09 + 1,24 5,99 + 0,96 > 0,05
TG (mmol/l) 3,16 + 1,82 3,17+ 1,58 > 0,05
HDL-C (mmol/I) 1,15+ 0,30 1,06 + 0,27 > 0,05
LDL-C (mmol/l) 3,89+ 1,70 3,54 +1,22 > 0,05
TC/HDL-C 5,47 +1,13 5,84 + 1,33 > 0,05
LDL/HDL-C 3,20 + 0,95 3,32+0,96 > 0,05

Nhin xét: bénh nhan co biéu hién ting HA 1a 39 nguoi, chiém
32,5%; bénh nhan HA binh thudng la 81 nguoi, chiém 67,5%. Nhiing bénh
nhan réi loan lipid mau c6 tién ting huyét ap thi cac tri s6 trung binh TC,
LDL-C c6 xu huéng cao hon nhitng bénh nhan RLLPM c6 huyét ap binh
thuong, song su khac biét nay chua c6 ¥ nghia thong ké (p > 0,05).
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3.2.4. Thay ddi cac triéu chirng co ning theo YHCT

Bing 3.15. Thay déi cdc tri¢u chirng ciia nhém Pam troc ir tré

Nhom, Cao long DPai an (n =30) Axore 10mg (n =28)
Thoi diém
Dso Deo
Triéu ching Do Hét | Giam | <9 7% | mé | Giam | KhONd
doi doi

8/30 5/8 3/8 0 7128 | 217 217 3/7

Co thé ning né
CUCTRIE 26,79 | 62,5% |375%| 0 | 25% | 28,6% | 28,6% | 42,8%

14/30 | 5/14 | 8/14 | 1/14 | 11/28 | 2/11 5/11 4/11

Pau ning dA
au nang dau 46,7% | 35,7% |57,1%| 7,2% |39,3% | 18,2% | 45,5% | 36,3%

11/30 | 7/11 | 3/11 | 1/11 | 15/28 | 4/15 6/15 5/15

Chan tay t& ni
antaylenang | 26706 | 63.6% |27.3%| 9.1% | 53.4% | 26.7% | 40.0% | 33.3%

15/30 | 12/15 | 3/15 0 12/28 | 2/12 3/12 7112

An kém
50,0% | 80,0% [20,0%| O 42,8% | 16,7% | 25,0% | 58,3%
PO 10/30 6/10 3/10 | 1/10 | 11/28 | 1/11 2/11 8/11
Chat lud1 béu
33,3% | 60% | 30% | 10% [39,3% | 9,1% | 18,2% | 72,7%
. . 16/30 3/16 9/16 | 4/16 | 18/28 | 2/18 5/18 11/18
Réu tron nhét
53,3% | 18,7% [56,3%|25,0% |64,3% | 11,1% | 27,8% | 61,1%
\ 22/30 6/22 | 12/22 | 4/22 | 21/28 | 3/21 8/21 10/21
Mach huyén hoat

73,3% | 27,3% |54,6%|18,1% | 75,0% | 14,3% | 38,1% | 47,6%

Nhan xét: Trudce diéu tri, & ca 2 nhom théy nhiéu bénh nhén c6 cac biéu
hién ctia chtirng dam tré nhu: dau ning dau (43,0%), té ning chan tay (45,0%),
an kém (46,4%), réu tron nhon (58,8%), dic biét s6 bénh nhan c6 mach huyén
hoat 13 chimg dién hinh cta dam tré chiém 74,2%.

Sau diéu tri 60 ngdy, cac biéu hién ndy dugc cai thién rd rét: ti 16 hét va
gidm cua dau dau dat 92,8% & nhom cao long va 63,7% & nhém Axore; té
nang chan tay cai thién dat ti 1€ 90,9% & nhoém cao long va 66,7% & nhém
Axore, ti 1¢ cai thién tri€u ching dﬁy bung dn kém dat 100% va 41,7% lan
luot & 2 nhom; O nhém uéng cao long, 81,9% bénh nhan c6 mach tr& vé binh
thuong (mach nhu hodn) trong khi con sé ndy & nhém Axore 1 52,4%.

So sanh gitta 2 nhoém nghién ctru, thdy mirc d6 cai thién cac biéu hién

dam @ tré & nhom bénh nhan udng cao Pai an nhi€éu hon nhém uéng Axore.
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Bing 3.16. Thay déi cdc trigu chitng ciia nhém Ty thin dwong hw

Nhém,
hoi diém

Tri¢u ching

Cao léng Pai an (n =18)

Axore 10mg (n=17)

D60

Do Hét | Giam

D60

Khong

Do Hét | Giam Ze
doi

Mét moi1 vo luc

6/18 4/6 2/6
33,3% | 66,7% |33,3%

417 1/4 1/4 2/4
23,5% | 25,0% |25,0% | 50,0%

Chéng mit 418 | 24 | 2/4 8/17 | 3/8 | 38 | 2/8
22,2% | 50,0% |50,0% 47,1% | 37,5% |37,5% | 25,0%

Chan tay lanh 518 | 45 | 1/5 6/17 0 36 | 3/6
27,8% | 80,0% | 20,0% 353% | 0 [50,0%| 50,0%

Bung day truéng | 7/18 | 4/7 | 3/7 0/17 | 19 | 49 | 4/9

38,9% | 57,1% |42,9%

52,9% | 11,1% |44,4% | 44,4%

Dai tié€n phan nat

7/18 217 517
38,9% | 28,6% |71,4%

§
O OO O o o/ o oo o > O
3
«

6/17 0 2/6 4/6
35,3% 0 33,3%| 66,7%

Lud1 nhot

8/18 218 3/8 3/8
44,4% | 25,0% |37,5% | 37,5%

6/17 0 2/6 4/6
35,3% 0 33,3%| 66,7%

Réu ludi tring day

15/18 | 4/15 | 6/15 | 5/15
83,3% | 26,7% |40,0% | 33,3%

12/17 | 112 | 4/12 | 7/12
70,6% | 8,3% |33,3%| 58,3%

Mach tram té

12/18 | 3/12 5/12 | 4/12
66,7% | 25,0% |41,7% | 33,3%

11/17 | 2/11 | 2/11 | 7/11
64,7% | 18,2% |18,2%| 63,6%

Nhan xét:

Trude diéu tri, mot s6 biéu hién ctia ching ty than dwong hu thuong gip &
cac bénh nhan RLLPM nhu: mét moi chiém 28,4%, bung day chudng chiém

45,9%, dai tién phan nat chiém 37,1%, mach tram té chiém 65,7%, V.v....

Sau 60 ngay diéu tri, hau hét cac biéu hién cta ty hu déu giam di ¢ ca 2

nhoém, mirc do gidam nhi€éu hon ¢ nhom udng cao 1éng Pai an.
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Bing 3.17. Thay déi cdc trigu chirng ciia nhém Can thin am hw

‘Nhgm’ Cao long Pai an (n=12) Axore 10mg (n=15)
hoi diem
D60 DGO
D i 5 D ) 3
Triéu chim ° | Hét |Giam | <hONY ° | Hét | Gigm | KhONg
¢ doi thay doi
Chong mat 6/12 | 2/6 | 3/6 | 1/6 | 515 | 1/5 | 3/5 1/5
50,0% | 33,3% |50,0% | 16,7% | 33,3% |20,0% | 60,0% | 20.0%
U tai 4112 | 24 | 2/4 0 3/15 0 1/3 2/3
33,3% | 50,0% |500%| 0 20% 0 |333%| 667%
Ngti tam| 519 215 | 3/5 0 6/15 0 3/6 3/6
phién nhiét
417% | 40,0% |60,0%| O | 40,0% | O |50,0% | 50,0%
Migng  kho| 51190 | 255 | 35 0 6/15 0 2/6 416
khat
417% | 40,0% |600%| O | 40,0% | 0O |333%| 66,7%
Dai tién tao 4112 1/4 | 3/4 0 5/15 0 2/5 3/5
33,3% | 25,0% |750%| O | 333% | O |400% | 600%
Ludi do, itréu| 7/19 0 47 | 37 | 9ns | w9 | 2/9 6/9

58,3% 0 57,1% | 42,9% | 60,0% | 11,1% | 22,2% | 66,7%

Mach  huyén| g1 o/8 | 48 | 28 | 7115 0 3/7 417
té sac
66,7% | 250% |50.0% | 25.0% | 46,7% | O |42.9% | 57.1%

Nhan xét:

Mot s6 biéu hién cua ching dam thép thé can than 4m hu gap ¢ bénh
nhan trude diéu tri nhu chong mit chiém 41,7%, miéng kho khat (40,8%,), dai
tién tao (33,3%) chat ludi do (59,1%) déu dugc giam di sau 60 ngay diéu trj &
ca 2 nhém bénh nhan, muc do cai thién triéu ching ¢ nhom udng cao long

Pai an nhiéu hon nhém udng Axore.
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* Sw thay ddi chi s6 BMI
Bing 3.18. Sw thay déi chi sé BMI

Nhém | Cao long Pai an (1) Axore 10mg (2)
Thoi diém (n=60) (X  SD) (n=60) (X % SD) Pro
DO 22,79 % 2,33 22,91 + 1,87 >0,05
D30 22,79 % 2,33 22,80 + 1,81 >0,05
D60 22,79 £ 2,36 22,67 1,81 >0,05
Po - 30 >0,05 >0,05
Po-60 >0,05 >0,05

Nhan xét: sau 30 ngay va 60 ngay diéu tri, chi sé BMI cua cac bénh

nhan ¢ ca 2 nhom nghién ctu thay doi khong co v nghia thong ké (p>0,05).

+ Bién ddi chi s6 huyét ap dong mach

Bing 3.19. Huyét dp dong mach ciia bénh nhan sau diéu tri.

Nhém | Cao long Pai an (1) Axore 10mg (2) .
Thai diém (n=60) (X +SD) | (n=60) (X + SD) e
DO 127,33 + 16,29 122,33+19,79 | >0,05
Huyétap | D30 128,25 + 17,77 120,42 + 18,23 | >0,05
tam thu D60 127,17 + 16,21 119,67 +17,70 | >0,05
(MMHg) | po_s0 >0,05 >0,05
Po 60 >0,05 >0,05
DO 79,82 + 8,26 77,67 +11,73 >0,05
Huyét ap D30 80,17 + 8,78 77,67 +11,69 >0,05
tam truong | D60 80,67 + 8,41 76,92 + 10,85 >0,05
(MMHg) | po_s0 >0,05 >0,05
Po 60 >0,05 >0,05

Nhén xét: Huyét 4p ctia bénh nhan ca 2 nhém nghién ctru sau diéu tri
thay d6i khong co y nghia théng ké (p>0,05).
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3.2.6. Bién doi cac chi so lipid mau trwéc va sau diéu tri

Bing 3.20. Sw thay déi Cholesterol toan phén ciia bénh nhén sau diéu tri.

Nhém | Cao 16ng Pai an (n=60) (1) | Axore 10mg (n=60) (2)

Thed X +SD Murc giam X +SD Murc giam P12
diém (mmol/L) (%) (mmol/L) (%)

DO 5,86 £ 1,25 6,24 + 1,01 >0,05
D30 441+112 24,7 552+1,03 115 <0,05
D60 4,82 +1,08 17,7 4,94 +0,78 20,8 >0,05
Po-30 <0,001 <0,001
Po 60 <0,001 <0,001

Nhén xét: - Sau 30 ngay va 60 ngay diéu tri, cao long Pai an di lam

giam rd rét nong do cholesterol toan phan so véi trudc diéu trj (p<0,001).

- Sau 60 ngay diéu tri, mtc d6 giam ndng d6 TC cua nhom cao 1ong Pai

an tuong duong voi nhom Axore véi p>0,05.

Bing 3.21. Nong d¢ Triglycerid ciia cdc bénh nhéin trudc va sau diéu tri.

Nhém | Cao Pai an (n= 60) (1) | Axore 10mg (n=60) (2)

Thf‘n X+SD | Mire giam X+SD | Muc giam Prz
diem (mmol/L) (%) (mmol/L) (%)

DO |3,00+152 3,32+1,93 >0,05
D30 [225+124| 250 |276+142| 16,9 <0,05
D60 |240+139| 200 |220+086| 337 >0,05
Po_ 30 <0,001 <0,01
Po 60 <0,001 <0,001
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Nhan xét:

- Cao 16ng Pai an d4 1am giam rd rét ndng do TG mau trung binh & cac
thoi diém sau 30 ngay va 60 ngay diéu trj (p<0,001).

- Sau 60 ngay diéu tri, mic do giam néng dd TG so voi trude diéu tri &
nhom cao 16ng Pai an twong duong véi nhdém Axore. Su khac biét khong co 'y

nghia thong ké vai p>0,05.

Bing 3.22. Nong d¢ HDL- C ciia cdc bénh nhén truwéc va sau diéu tri.

Nhom | Cao Dai an (n=60) (1) | Axore 10mg (n=60) (2)
The X +SD ML:rc thay | X +SD Ml:IC thay Pis
gidm (mmol/L) doi (%) (mmol/L) doi (%)

DO 1,07 £ 0,32 1,16 £ 0,23 <0,05
D30 1,14 + 0,23 16,5 1,08 £ 0,26 16,8 >0,05
D60 1,16 £ 0,24 18,4 1,07 £ 0,28 17,9 >0,05
Po-30 >0,05 >0,05
Po-60 >0,05 >0,05

Nhén xét: nong d6 HDL- C ¢ nhém udng cao 1ong Pai an ¢6 xu hudng
tang 1én sau 30 ngdy va 60 ngay diéu tri, tuy nhién su thay ddi so véi trude
diéu tri khong c6 ¥ nghia théng ké voi p>0,05. O nhom udng Axore, ndong do
HDL-C trung binh ¢ cac thoi diém c6 xu huéng giam nhung sy khac biét so

vé6i trude didu tri khong cd v nghia théng ké (p>0,05).
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Bing 3.23. Sw thay doi nong d¢ LDL- C ciia cdc bénh nhén sau diéu tri.

Nhém | Cao Pai an (n=60) (1) | Axore 10mg (n=60) (2)

Thdd X+SD | Mucgiam | X+SD | Muc giam P.s
diém (mmollL) | (%) (mmol/L) | (%)

DO |3,94+139 4,18+ 1,51 >0,05
D30 |253+096| 242 [321+085| 2372 <0,05
D60 |2,87+088| 141 [285+064| 318 >0,05
Po-30 <0,001 <0,001
Po 60 <0,01 <0,001

Nhan xét: - Sau 30 ngay va 60 ngay diéu tri, ndng d6 LDL- C trung
binh cua bénh nhan & ca 2 nhom nghién ciru déu giam co ¥ nghia thong ké
(p<0,01- 0,001).

- Mtrc d6 giam nong d6 LDL- C so véi trude diéu tri & nhém udng cao
long Pai an tuong duong véi nhdm Axore (p>0,05) tai thoi diém sau 60 ngay
diéu tri.

Bing 3.24. Tic dung ciia cao léng Pai an trén chi sé TC/HDL- C

Nhom | Cao Dai an (n=60) (1) Axore 10mg (n=60) (2)
Thoi X +SD Murc gidm X +SD Murc gidm P12
diém (%) (%)

DO 572+1,22 549+1,15 >0,05
D30 516 +1,35 9,7 530+£1,33 3,4 >0,05
D60 4,82 +£1,38 15,7 502+1,17 8,5 >0,05
Po— 30 <0,01 >0,05
Po - 60 <0,001 <0,01

Nhan xét: Cao 16ng Pai an da lam giadm 10 rét chi s6 TC/HDL- C sau
30 ngay va 60 ngay diéu trj (p<0,01- 0,001). Tac dung nay twong duwong véi
Axore 10mg/24 gio (p >0,05).
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Bing 3.25. Tdc dung ciia cao léng Pai an trén chi sé LDL-C/HDL- C

Nhém | Cao DPai an (n= 60) (1) Axore 10mg (n=60) (2)
Thot _ Muc giam _ Muc giam P12
gidm X+SD %) X+SD )

DO 3,70+ 0,99 3,62+ 1,22 >0,05
D30 3,03 +£0,96 3,8 3,10+£1,09 14,1 >0,05
D60 2,73+1,01 13,3 2,87 +£0,73 20,4 >0,05
Po-30 <0,01 <0,01
Po- 60 <0,01 <0,01

Nhan xé&t:

- Sau 30 ngay va 60 ngay diéu tri, chi s6 LDL-C/HDL- C cta cac bénh
nhan & ca 2 nhém giam c6 ¥ nghia thong ké (p<0,01).

- Mirc d6 giam chi s6 ndy ¢ nhom udng cao long Pai an twong duong
véi nhom Axore véi p >0,05.
3.2.7. Két qua diéu tri rdi loan lipid mau theo tiéu chuan da dwa ra

3.2.7.1. Pdnh gid hiéu qud diéu tri theo YHHD

50- b > 005 45,0

36.7
404 350

04

Cao long Pai an Axore Loai thuéc
DHiguquatdt @Hiéuquakha OKhénghiéuqua O Hiéu qua xiu

Biéu dé 3.11. Két qua diéu tri roi loan lipid mdu theo tiéu chuin YHHD
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Nhan xét:
- Nhoém bénh nhan ubng cao 16ng Pai an cho két qua diéu tri tot 13
35%, kha 1a 36,7%, khong hiéu qua 1a 23,3% va hiéu qua x4u 14 5,0%.
- Nhém bénh nhin udng vién Axore 10mg cho két qua diéu tri tot 1a
36,7%, kha: 45,0%, khong hiéu qua: 16,7% va hiéu qua xu chiém ty 1& 1,7%.
- Su khac biét trong két qua diéu trj gitra cao 1ong Pai an va Axore
khong c6 y nghia thong ké (p>0,05).
3.2.7.2. Pdnh gid hiéu qud diéu tri theo YHCT

4> p <0,05
B 36,7 -
40 - : s = Cao long DA
'} 2

35 7 ® Axore

30 A 517
= 21,
@ 237 18,3
> 20 -

15 A

6.7
10 A
0 T T . .
Tot Kha Khonghiéu Hiéuquaxau  Hiéuqua
qua

Biéu do 3.12. Két qua diéu tri roi loan lipid mdu theo tiéu chuian YHCT

Nhén xét: Sau diéu tri, sb bénh nhan dat hiéu qua tot chiém 36,7% &
nhém cao long Pai an va 21,7% & nhom Axore. Téng s6 bénh nhéan c6 hiéu
qua tot va kha 1a 81,7% & nhom cao long Dai an va 61,7% & nhém Axore. So
sanh hiéu qua gitra 2 nhom, nhan thiy cao 10ng Dai an c6 két qua diéu trj theo
tiéu chuan YHCT tét hon so voi nhom Axore, su khéc biét ¢ y nghia théng

ké véi p<0,05.
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3.2.8. Mot s6 yéu t6 lién quan dén hiéu qua diéu trj réi loan lipid mau caa
cao long Dai an
3.2.8.1. Moi lién quan giiva hi¢u qud diéu tri véi tinh trang THA

Bing 3.26. Méi lién quan giita ting huyét dp va hiéu qua diéu tri RLLPM

Cao long bai an Axore 10mg
. (n=60) (1) (n=60) (2)
Hiéu qua . . P1-2
HA SH Ty 1é SH Ty 18
BN (%) BN (%)
Khong | TOt va khd 29 74,4 35 83,3
THA |Khonghiéuqua | 10 25,6 7 16,7 >0,05
@ | Téng 39 | 1000 42 100,0
co | Totvakha 14 66,7 14 77,8
THA | Khéng hiéu qua 7 33,3 4 22,2 >0,05
®) | Téng 21 | 100,0 18 100,0
Pa-b >0,05 >0,05
Nhan xé&t:

- Hiéu qua diéu tri tot va kha bang cao long Pai an va Axore 10mg &
nhom bénh nhan THA khong khac biét so voi nhém bénh nhian THA
(p>0,05).

- B6i v6i nhimg bénh nhan khong THA va c¢6 bi THA, hiéu qua diéu tri
t6t va kha ctia nhém udng cao 16ng Dai an it hon so v6i nhém Axore nhung

su khac biét khong c6 y nghia théng ké (p>0,05).
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3.2.8.2. Moi lién quan giiva hi¢u qud diéu tri véi phén loai RLLPM
Bing 3.27. Tic dung ciia thuéc trén cdc thanh phan lipid mdu theo phin

loai cua Fredrickson

oh3 Cao long Pai an Axore 10mg
an
oai Hiéu qua (n=60) (1) (n=60) (2) P12
oai , -
So BN (%) So BN (%)
Tét va kha 13 76,5 8 66,7
Typ lla
Khong hiéu qua 4 23,5 4 33,3 >0,05
() 7
Tong 17 100,0 12 100,0
T6t va kha 15 78,9 34 89,5
Typ lIb
Khong hiéu qua 4 21,1 4 10,5 >0,05
(b) .
Tong 19 100,0 38 100,0
Tét va kha 15 62,5 7 70,0
Typ IV
Khong hiéu qua 9 37,5 3 30,0 >0,05
(c) .
Tong 24 100,0 10 100,0
Pa-b-c >0,05 >0,05
Nhan xé&t:

- O nhom udng cao 16ng Pai an ciing nhu Axore, hiéu qua diéu tri tbt
va kha & cac thé RLLPM theo Fredrickson khéc biét khong ¢ y nghia thong
ké (p>0,05).

- O nhiing bénh nhan RLLPM typ IIa, hiéu qua diéu tri t6t va kha cta
nhom udng cao 1ong Pai an cao hon so véi nhom Axore, véi bénh nhan
RLLPM typ IIb va IV, hi¢u qua tot va kha ctia nhom ubng cao léng Pai an
thap hon so v6i nhom Axore, nhung su khac biét khong cé y nghia théng ké
(p>0,05).
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3.2.8.3. Moi lién quan giiva higu qud diéu tri véi thé bénh ciia YHCT
Bing 3.28. So sanh higu qua diéu tri gifva cdc thé bénh YHCT

Thé bénh | Pam troc & tré Ty than Can than
(n=30) () dwong hw am hw
n=18(2) n=12(3) D
% Thay doi % Thay doi % Thay doi
(mmol/l)
P >0,05
11628 £19.62 | |16.82 £19.44 | 13701578 | p_ 5005
Cholesterol bz
P,.3>0,05
P, >0,05
P >0,05
122.71£29.90 | |11.93 £21.16 | |18.49230.90 | p. 5005
Triglycerid bz
P..3>0,05
P, >0,05
65243027 | 110062274 | 17.86+20.03 | o 700
16.52 + 32. 110.06 + 22. 17.86 * 29.
HDL-C P2 20,05
P..3>0,05
P, >0,05
P >0,05
116.07 +29.54 | |15.35+27.77 | |12.84 +17.87 | p 5005
LDL-C P, >0.05
P, >0,05

Nhan xét: Sau 60 ngay diéu tri bang cao 1ong Pai an, mic d6 giam cia
cac chi s6 Cholesterol va LDL-C & thé bénh Pam troc @ tré va Ty than duong
hu c6 xu hudng nhiéu hon so véi thé bénh Can than 4m hu. Tuy nhién sy
khac biét giita 3 thé bénh 1a khong c6 ¥ nghia thong ké véi p>0,05. Doi véi
chi s6 TG va HDL-C, mirc d6 thay ddi trude va sau diéu trj 1a khong khac biét
giita 3 thé bénh véi p>0,05.
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3.2.9. Panh gia tic dung khéng mong mudn cia thudc

Bdng 3.29. Tan so mach cua cdac bénh nhan trudc va sau diéu tri.

Nhém Cao long Pai an Axore 10mg
n=60 (1) n=60 (2) P,
Thoi diém (X +SD) (X +3D)

DO 81,0+5,7 80,4 +3,8 >0,05
D30 814 £4,8 79,9+45 >0,05
D60 81,8+4/4 80,2+4.2 >0,05
Po-30 >0,05 >0,05
Po 60 >0,05 >0,05

Nhén xét: sau 30 ngay va 60 ngay diéu tri, tan sé mach cta cic bénh

nhan ¢ ca 2 nhom bién d6i khong c6 ¥ nghia théng ké (p>0,05).

Bing 3.30. Thay déi mét sé chi sé huyét hoc sau diéu tri.

Nhém Cao long Dai an (n=60) Axore 10mg (n=60)
(X +SD) (X £SD)
Chi s Do Dso Do Dso
SL hong 4,24 +0,43 4,32 +0,58 4,49 + 0,49 4,51+0,50
cau (T/1) Po-e0 >0,05 Po-60 >0,05
_ 127,17 129,61 135,61 138,87
Heng%omn +13,96 +13,76 +14,19 +12,90
Po_60>0,05 Po_60 >0,05
SL bach ciu| 6,64+1,69 6,34 £1,78 6,94 £1,54 7,06 £1,50
(G/) Po-60 >0,05 Po-60 >0,05
S tidy chy 245,27 253,59 250,58 259,41
(/) +44,71 + 64,24 + 69,53 + 56,86
Po-60 >0,05 Po-60 >0,05

Nhan xét: khong coé sy khéac biét vé cac chi s6 huy€t hoc trudc va sau

diéu tri & ca 2 nhém bénh nhan (p>0,05).
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Bing 3.31. Thay déi mét so chi sé héa sinh mdu sau diéu tri.

Nhom | Cao long Dai an (X + SD) Axore 10mg (X *SD)
Chi 56 Do Dso Do Dso

AST 2756 £9,75 | 23,84+6,73 | 32,88 +19,16 | 37,25+ 13,26

) Po_ g0 >0,05 Po-60>0,05

ALT 26,41 + 10,35 | 26,33+6,75 | 30,99 + 18,20 | 36,34 £ 13,17

(U Po-60>0,05 Po-60>0,05

Ure 5,44 + 1,56 540+1,43 541+154 4,94+ 1,09
(mmol/l) Po_60>0,05 Po_60<0,01
Creatinin 96,52 £51,2 974+17,8 88,1 £ 15,1 87,6 £14,5
(Hmol/l) Do 600,05 Do 600,05
Glucose 5,23+0,73 5,39 £0,75 5,20 +0,89 4,92 +0,63
(mmol/l) 0o 60>0,05 0o 60<0.05

Nhén xét: sau 60 ngay udng thudc, hoat 46 enzym AST, ALT c6 xu

hudng gidm & nhom bénh nhan uéng cao long Pai an so véi trude udng thude

trong khi nhém bénh nhan uéng Axore lai c6 xu huéng lam ting AST, ALT.

Tuy nhién su khac biét khong c6 y nghia théng ké (p > 0,05). CAc chi s6 hoa

sinh mau khac nhu ure, creatinine, glucose co bién ddi so vai trude diéu tri

nhung gia tri CAC chi s6 van nam trong gidi han binh thuong.
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Bing 3.32. Mt sé tic dung khéng mong muén.

Cao long Pai an Axore 10mg Téng (n=120)
Triéu ching (n=60) (n=60)
S65BN | Ty 18 (%) | S6 BN | Ty 18 (%) | SO BN | Ty 18 (%)

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 3,3 1 1,7 3 2,5
Ia chay 1 1,7 0 0 1 0,8
T40 bon 0 0 0 0 0 0

Nhan xét: Trong qua trinh diéu tri, c6 3 bénh nhan & nhém udng cao

long DPai an c6 hién tugng roi loan tiéu hoa, chiém 5%. Cac triéu ching &

mirc do nhe va tu khoi sau vai ngay khong can diéu tri. Nhém bénh nhan uéng

Axore cO 4 bénh nhan xuit hién cac tac dung phu nhu: mét moi, dau co, roi

loan tiéu héa. Ngoai ra ching t6i chua nhan thay cac tac dung khong mong

muodn nao khac trén 1am sang.
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Chuong 4
BAN LUAN

4.1. SU LUA CHON BAI THUOC PAI AN HOAN TRONG PIEU TRI
ROI LOAN LIPID MAU

Bai thudc “Pai an hoan” cua tac gia Chu Pan Khé, duoc ghi trong cubn
Pan Khé Tam Phap. Thanh phan cia bai thudc gom: Son tra 24g; Than khuc
08g; Tran bi 04¢g; Ban ha ché 12¢g; Phuc linh 12g; Lién kiéu 04g; Lai phuc tir
04g; Bach truat 12g.

Day 1a bai thube c6 tac dung tiéu thuc, kién ty hoa vi, thanh nhiét loi
thép, thuong duoc sir dung trén 1am sang vo1 tac dung ti€u thuc bod ty, chira
chtmg ty hu thuc tré khong hoa, dai tién 1ong, chu tri thuc tich dinh tré, day
bung hodc dau bung, chan an hodc dai ti¢n khong nhuan, réu ludi day nhon,

mach hoat.

Cac vi: Son tra, Lai phuc tu, Than khac déu co tac dung tiéu thuc
nhung Son tra chu yéu 14 tiéu tich do chat dau m&, Lai phyc tir tiéu tich do
chat duong bot thém tac dung giang khi hoa dam, Than khuc tiéu thuc do
ngoai cam anh hudéng chirc nang ty vi déu 1a cha duoc. Ban ha, Tran bi, Phuc
linh hanh khi hoa vi hoa thap. Lién kiéu tan két thanh nhiét. Bach truat dé
kién ty tao thap.

Dua trén 1y luan: ty 12 ngudn sinh dam, ty khi hu khéng van héa duge
thuy cbc 1am cho chat thanh kho thang 1én, chit troc kho giang xubng, chat
tinh vi ctia thiy coc khong thé van hoa, luu chuyén dugc binh thuong, tu lai
ma hoa thanh dam troc gdy ra bénh. Mit khéc, do ty thd suy yéu khong ché
dugc thay thap khién thuy thap ngung dong lai ma thanh dam. Nhu vay, bai
thudc véi tac dung chinh 1a kién ty loi thap sé giai quyét dugc vao goc cia

bénh (ban), tr d6 tac dong dén “tiéu” 1a dam troc, huyét r va cai thién cac
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triéu chtng trén 14m sang. Bai thudc ndy nhim giai quyét ching dam thip
tré c6 thé lién hé v6i hoi ching RLLPM ciua YHHP do yéu t6 an udng,
sinh hoat gy nén.

Tuy chua duoc st dung trén 1dm sang dé diéu tri RLLPM, nhung trong
bai thude lai co nhiéu vi di duoc cac nha nghién ctru trén thé gi61 khdo sat
hiéu luc don 1é d6i voi cac thanh phan lipid méau [51], vi du nhu:

* Son tra (Fructus crataegi):

Hoat chat chinh 13 flavonoid, acid triterpenic. Nghién ctru trén nguoi: uéng
dich chiét, licu 3,6g/kg/ngay trong 3 thang; trén chudt: cho udng 100mg/kg/ngay x
4 tuan thay c6 tac dung lam giam TG, TC va LDL-C [113], [114].

Qua chin ctia cay Son tra c6 tdc dung kich thich tiéu hoa, kién vi, khir
troc, ha lipid mau, hanh khi va khu huyét U [49]. Cac nghién curu da cho théy,
dich chiét Son tra c6 tac dung diéu chinh RLLPM béng cach hoat hoa PPAR«
dan dén giam nong do lipid mau. Son tra rat gidu thanh phan acid triterpenic
(nhu acid oleanolic va acid wursolic) va polyphenol (nhu epicatechin,
procyanidin, hyperoside, isoquercitrin va acid chlorogenic). Acid Oleanolic
va acid ursolic trong Son tra dugc cho 13 ¢ tac dung lam giam nong do
VLDL and LDL cholesterol huyét tuong bang cach tc ché enzym acyl CoA-
cholesterol acyl-transferase tai rugt (ACAT, enzyme c6 mat trong qua trinh
chuyén hoa mevalonate dé tong hop cholesterol) [115]. Ngoai ra, dich chiét
Son tra con trc ché qua trinh hinh thanh XVDM bang cach 1am giam dép tng
ctia cac cytokin viém va diéu hoa chirc nang ndi mé mach mau trén chudt gay
RLLPM bang ché do in nhiéu aicd béo [116]. Son tra ciing da duoc ching
minh 13 c¢6 kha niang lam giam néng d6 TC va LDL-C. Xue J. va cdng su
(2006) nghién ctru sau hon vé co ché diéu hoa lipid mau cua ursolic acid va
quercetin dd nhan thiy quercetin ¢ kha ning e ché tong hop cholesterol noi
bao, c6 thé do tac dung trc ché hoat dong cia HMG-COA reductase; trong khi

do, ursolic acid c6 kha nang lam tang sO luong cdc mRNA cua enzym
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cholesterol 7a-hydroxylase (C7aH), thiic ddy qua trinh chuyén cholesterol
thanh acid mat, lam giam dugc ndng do cholesterol trong gan ciing nhu trong

huyét twong [117].

Cholesterol
-

Statins Mevalonate
Nhi tién thang
Tam thit
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— -""-\-\.\_‘ .
< HMG-CoA )
_.H__f}mthasefﬁf

Acetoacetyl - CoA
)|
Acetyl-CoA + Acetyl-CoA

(ridation reaction ST

Fatty acid/pyruvate
So dé 4.1. Co ché giam lipid mdu ciia Son tra (Crataegi Fructus)

(Nguon: Sham T. T. et al., 2014, "A Review on the Traditional Chinese
Medicinal Herbs and Formulae with Hypolipidemic Effect”, BioMed
Research International, Volume 2014, Article ID 925302) [10]

* Ban ha [Pinelliae ternata (Thunb.) Breit.]:

Tac dung ha lipid méau cua than ré Ban ha cling da dugc chi ra trén
thyc nghi¢m. Kim Y. J. va cong sy (2006) da chi ra rﬁng, Ban ha c¢6 tac dung
ha TG va acid béo tu do trong mau, ngoai ra con c6 kha nang tang sinh nhiét,
do d6 Ban ha c¢6 thé c6 tac dung chéng béo phi [118]. Bén canh d6, thanh

phan p-sitosterol — mt sterol thuc vt trong than ré& Ban ha — ciing c6 thé lién
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quan tdi tac dung ha lipid mau cua dugce liéu nay [51]. Meguro va cong su da
dua ra mot vai co ché vé kha ning ha cholesterol mau ctia céc sterol thue vt
(phytosterols). Céc sterol thuc vét c6 cdu triic twong tu cholesterol va co thé
thay thé cholesterol trong cac hat mixen. Sy thay thé nay lam giam ndéng do
cac hat mixen c6 chtra cholesterol va 1am giam su hap thu cholesterol [50].

* Lién kiéu (Forsythia Suspensa Vahl):

Nghién ctru in vitro cho thay thanh phan arcitin trong qua Lién kiéu
cling 12 hoat chét c6 tac dung ha lipid mau, thé hién & kha ning lam giam
ndng do cholesterol va TG trong cac té bao HepG2 [12].

* Bach trudt (Atractylodes marocephala Koidz):

Bach truat c6 tac dung kién ty ich khi, tdo thap, loi thuy, cb biéu liém
hén, an thai. Mot s nghién ctru sang loc da budc dau chi ra tac dung diéu
chinh RLLPM cua than ré Bach truat trén cdc md hinh giy RLLPM ngoai
sinh va ndi sinh [119].

* Tran bi (Pericarpium Citri reticulatae)

Nghién ctru thuc nghiém cua tac gia Yang G. va cong su cho thiy san
pham chiét con cua Tran bi lam giam cholesterol toan phan va LDL-C trén

chudt gy mé hinh ting lipid mau bang ché d6 an giau cholesterol [120].

* Phuc linh (Poria cocos Wolf ):

Nghién ctru thuc nghiém bai thudc Linh qué truat cam thang (LGZD)
trong d6 vi Bach linh 1am chu duoc, phdi hop véi liéu phap cit giam calo thay
néng do cua ghrelin, mot hormone déi & nhom chudt cho uéng LGZD thép
hon nhém khong uong LGZD. Do vay, bai thudc ndy c6 thé c6 tac dung dicu
chinh su ngon miéng trén chudt. Nghién ciru trén 1am sang, bai thudc nay
khién bénh nhan dé dang tuan thu liéu phap cit giam calo do giam cam giac
thém an. Co ché diéu chinh chuyén héa lipid mau cia bai thudc 1a lam ting
chuyén hoa va van chuyén FA thong qua diéu tiét sterol regulatory element-

binding protein 1c (SREBP-1c), acyl-CoA synthetase (ACSL) va ApoB-100.
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Su phdi hop Phuc linh va Qué chi trong bai thudc c¢6 tic dung chi yéu dé o6n
duong hanh khi bang cach 1am ting néng do hormon tuyén giap trong huyét
thanh va s6 lugng TR1 and CPTIA tai gan, 1am tang oxy hoa FA, do vy co
hiéu qua trong chung thuy dich dinh tré trong co thé, trong khi Bach trudt va

Cam thao c6 tac dung hd trg 6n Duong [72].

Ngoai ra, bai thubc Dai an hoan ¢6 cac vi: Tran bi, Ban ha, Phuc linh, 13
thanh phan cta bai Nhi trin thang, thuong duoc dung nhiéu trong cic ching
dam va da dugc nghién ctru vé tac dung ha lipid mau. Tac gia Bui Thi Man da
nghién ctru bai thuéc “Son tra nhi tran” thay co tac dung 1am giam 18,34%

TC, 27,7% TG, 18,3% LDL-C, ting 18,6% HDL-C [88].

4.2. TINH AN TOAN CUA CAO LONG PAI AN

Cao long Pai an da dugc nghién ctru ddc tinh cép, két qua cho théy, chuot
nhit tring udng dén lidu 119g cao/kg/ngdy, twong duong 357g duogc
lidu/kg/ngay, khong thay c6 chudt ndo chét, ching té pham vi an toan cua cao
1ong Pai an twong dbi cao. Liéu cao nhat khong gy tiéu chay trén chudt nhat
tring 1a 13g cao/kg thé trong/ngdy twong duong 39g dugc lidu/kg thé
trong/ngay.

Cao long bai an gém 8 vi duge lieu. Mot sd duoc lidu da duoc xac dinh
LDso theo duong uéng, Kkét qua cho théy pham vi an toan cda cac duogc liéu do
cling twong ddi cao, vi du nhu LDs, ctia Son tra cao gap 315 lan lidu ding trén
ngudi [121], LDs, ctia Ban ha cao gip 247 1an liéu ding trén nguoi [122], cac vi
Than khuc, Phuc linh, Lai phuc tir chua xé4c dinh dugc LDsg trén dong vat thuc
nghiém. Nhu vay, cao long Pai an 1a mot dang thudc st dung kha an toan.

Pbi voi thuoc YHHD, statin da duoc chimg minh 1a nhém thudce
diéu trji o hiéu qua nhat gitp lam giam dang ké néng d6 LDL-C, va c6 cac
tac dung c6 loi khac ngoai tac dung 1én néng d6 LDL-C [3]. Tuy nhién,

nhitng tac dung khong mong mudn cia statin khi st dung kéo dai ciing rat
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duoc quan tdm. Mot trong nhitng tac dung khong mong mudn hay gip khi
dung statin dai ngay la tinh trang tang hoat do transaminase gan. Do do,
can thiét phai dinh lwong hoat d§ cac transaminase gan trudc va trong qua
trinh diéu tri v6i statin.

Tir s6 liéu ¢ biéu dd 3.6 va 3.7 cho thiy, ngay sau 4 tuan udng thudc,
hoat @ AST va ALT huyét thanh thé udng atorvastatin 5 mg/kg di ting cao
r0 rét so voil cac 16 con lai trong nghién ctru. Mirc d tang hoat do cac
transaminase gan c6 xu hudng ting ty 1& thuan véi thoi gian udng
atorvastatin. Két qua nghién ctru nay da cho thiy rd tac dung khong mong
mudn khi sir dung statin kéo dai dé diéu tri RLLPM. Pay chinh 1a mét trong
cac 1y do khién céc thube c6 ngudn gbe ty nhién, vira mang lai hiéu qué diéu tri
vira han ché dugc céc tac dung khong mong mudn cho nguoi bénh ngiy cang
duoc quan tAm nghién ctru va phat trién [10], [11]. Sé liéu trong nghién ctru
nay di cho thiy, trén mé hinh thuc nghiém, ca 2 16 uéng cao 16ng Pai an déu
khong lam thay doi hoat 6 aminotransaminase gan c6 y nghia thong ké so
v6i 16 chung sinh hoc sau 8 tuan nghién ctru. Nhu vdy, st dung cao long Dai
an vtra mang lai hiéu qua diéu tri, vira han ché duogc tac dung khéng mong
mudn trén gan khi str dung kéo dai.

4.3. LUA CHON THUOC POI CHUNG TRONG NGHIEN CUU

Trén mo6 hinh nghién ctru thuc nghiém, thude doi chung duoc lya chon
la vién nén Atorvastatin 10mg. Pay ciing 1a loai thudc thuong duoc cac nha
nghién ciru trén thé gidi sir dung lam thube dbi chung.

Duya trén mot s6 nghién ctru duoc 1y vé tac dung ha lipid mau ctia Son
tra, vi thudc co vai trd “Quan” trong bai thudc Pai an hoan, di dugc chimg
minh ¢6 tac dung lam giam ndéng d6 TC, VLDL va LDL-c do tic ché hoat
dong cua enzyme HMG-CoA reductase va trc ché acyl CoA-cholesterol acyl-

transferase tai rudt, thudc nhom co ché urc ché sinh tong hop cholesterol mau.
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Atorvastatin 1 thudc thuéc nhom statin, 13 nhém hiéu qua nhét trong diéu tri
roi loan lipid mau hién nay véi co ché tc ché enzym HMG-CoA reductase,
lam giam tong hop cholesterol va 1am ting hoat dong ciia cac LDL receptor &
gan. Nhu vy, viéc nghién ctru so sanh tic dung ciia cao 16ng Pai an véi thube
y hoc hién dai cling mot phf?m dua trén co sO su tuong tu vé co ché tac dung

giita 2 loai thudc.

Nghién ctru thyc nghiém duoc tién hanh trén 3 mo hinh: mé hinh gy rbi
loan lipid ndi sinh, ngoai sinh va mé hinh giy xo vita dong mach. Trong s
cac thudc YHHP diéu tri RLLPM, nhém statin da duoc chimg minh, ngoai
tac dung diéu chinh RLLPM con c6 hiéu qua tot trong chéng xo vita dong
mach do c&c statin kich thich giai phong NO, cai thién chltc nang ndi mac
mach, on dinh mang xo vira, chéng oxy héa, chéng viém, chdng huyét khoi
[32]. Do d6, dung nhom thubc statin lam ddi chung trong nghién ciru c6 thé
danh gia hiéu qua chong XVDM cua thude nghién ctru mot cach rd rang hon.

Ngoai ra, trén md hinh gdy RLLPM ngoai sinh, c¢6 thé nhan thdy mirc do
tang cholesterol mau rat rd rang (bang 3.3). Véi tac dung ha cholesterol manh,
statin duoc coi 1a nhom thude st dung chu yéu trong diéu chinh RLLPM so
v6i cac nhom khac (vi dy nhom thude fibrat cha yéu duge chi dinh cho céc
truong hop tang triglycerid mau va cac fibrat ciing tac dung kém hon han
statin trong diéu tri XVDM).

Trén 14m sang, nghién ctu cling st dung Atorvastatin 1am thubc dbi
chtng, phu hop véi nghién ctru thuc nghiém. Trong sb cac statin (atorvastatin,
fluvastatin, lovastatin, pitavastatin, rosuvastatin, pravastatin, simvastatin) thi
atorvastatin c6 mirc do diéu chinh rdi loan lipid mau vira phai, ¢6 khuyén céo
sir dung dé du phong céc bién cb tim mach. Thudc c¢6 gia thanh phu hop va

san co trén thi truong tai thoi diém nghién ciru.
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4.4. TAC DUNG PIEU CHINH LIPID MAU CUA CAO LONG PAI AN

TREN THUC NGHIEM
4.4.1. Tac dung diéu chinh lipid mau ciia cao 16ng Pai an trén md hinh
giy roi loan lipid mau néi sinh

Cong thuc Friedewald twong d6i tin cdy va duoc Chuong trinh gido duc
Qudc gia vé Cholesterol cia My (NCEP) khuyén cdo nhu mot phuong phap
thong thuong dé tinh LDL-c vi gia thanh ré va dé thyc hién. Tuy nhién cong
thirc Friedewald khong dang tin cdy khi ndng d6 TG > 400 mg/dL hay > 4,52
mmol/L [24]. Két qua ¢ bang 3.1 va bang 3.2 cho thiy, nong do TG & céc 16
tiém P-407 déu ting rat cao, do d6 khong thé tinh toan ndng d6 LDL-C theo
cong thirc Friedewald.

LDL-C khong phai la thanh phan lipoprotein duy nhat giy xo vita, cac
lipoprotein chira apo-B khac (VLDL, VLDL tan du, chylomiron tan du, IDL-
nhiing lipoprotein chira nhiéu TG) déu c6 kha ning giy xo vita. Vi vay,
NCEP d3 dua ra chi sé non-HDL-c nhu mét dich diéu tri méi & nhitng bénh
nhan ¢6 nong d6 TG > 200 mg/dL hay > 2,26 mmol/L. Non-HDL-C dugc tinh
theo cong thirc sau: non-HDL-C = TC — (HDL-C) [24].

Trong nghién ctru nay, chung toi chon P-407 liéu 200 mg/kg tiém
mang bung dé gdy RLLPM ndi sinh trén chudt nhat tring, atorvastatin liéu
100 mg/kg duoc str dung 1am thudc d6i ching. Tir lidu atorvastatin, ching toi
chon lidu cao 16ng Pai an 1a 19,2 g duoc liew/kg (liéu twong dwong liéu ding
trén nguoi tinh theo hé sé 12), liéu thir thap hon 1a 9,6g duoc liew/kg (liéu c6
tc dung bang mot nira liéu ding trén nguoi, tinh theo hé so 12) Atorvastatin
va cao long Pai an duoc udng kéo dai 7 ngay trude khi gdy mo hinh.

Poloxamer 407 (Pluronic® F-127, P-407) 1a mot chat hoat dong bé mat
khéng ion hoa c6 kha ning gdy RLLPM théng qua mét sd co ché lién quan

dén cac enzym tham gia vao qua trinh chuyén hoa lipid. Két qua nghién ctru
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cho thdy, & cac 16 duoc tiém mang bung P-407, tit ca cac thong s lipid
mau déu tang 1én rd rét so voi 16 ching sinh hoc, trong d6 ting cao nhat 1a
néng d6 TG (gap khoang 10 1an so voi nhoém ching), ndng do TC va nong
d6 non-HDL-C ting it hon, gap khoang 3 1an so v&i nhom ching. Nhidu
nghién ctru cling cho théy, trén chudt céng va chudt nhit, mic tang TG
huyét twong do P-407 gdy ra thuong 1én hon so voi mirc ting TC [106],
[107]. Do ndng d6 TG ting qua cao nén & cac 16 udng atorvastatin va cao
long Pai an déu chua nhan thiy c6 su thay doi nong do TG so véi 16 md
hinh mic du cac thude thir ¢ dugce udng kéo dai 7 ngay trude khi gy mo
hinh (bang 3.1 va bang 3.2).
Két qua nghién ctru cho thdy, tat ca chudt & cac 16 sau khi dugc tiém
P-407 déu khong c6 dau hiéu bat thuong, chudt van di lai binh thudng,
nhanh nhen, mét sang, 1ong muot, phan kho, khong c6 chudt nao chét. Két
qua nay hoan toan phu hop véi nhitng danh gia vé tinh an toan cua P-407.
Véi viée giam liéu P-407 di cho thdy murc ting vira phai cia cac thong sb
TC va non-HDL-C (gép khoang 3 1an so v6i nhém chimg), dong thoi chudt
duoc udng atorvastatin va cao long Dai an kéo dai 7 ngay trude khi gy mo
hinh RLLPM, vi vay c6 thé nhan thiy sy thay d6i rd rét ctia ndng d6 TC va
non-HDL-C & cac 16 ubng atorvastatin va udng cao 1ong Pai an (bang 3.2).
Cao long Pai an ¢ cac liéu 9,6 g duoc lidukg va 19,2 g dugc lidu/kg déu
lam giam c6 y nghia thong ké cac chi sé TC, non-HDL-C so véi 16 mé hinh
(p < 0,001). Tac dung ha cholesterol mau cta cao 1ong Pai an céc lidu 9,6 g
dugc liéwkg va 19,2 g duoc liéu/kg tuong dwong véi atorvastatin 100
mg/kg, tac dung nay khong phu thudc licu. Nhu vay, cao 16ng Dai an di thé
hién tac dung diéu chinh RLLPM kha t6t trén md hinh gdy RLLPM ndi sinh
bang P-407. Tac dung gdy RLLPM ndi sinh cta P-407 c6 lién quan dén mot

s6 enzym tham gia vao qua trinh chuyén hoa lipid nhu tc ché hoat dong cua
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enzym LPL va C7aH, kich thich hoat dong cia HMG-Co0A reductase va lam
giam s6 lugng LDLr [106], [107], [108].

Mt sb vi duoc liéu trong cao long Pai an cling da dugc chung minh
tac dung ha lipid thong qua co ché thay d6i hoat dong cua cac enzym trén.
Thanh phin quercetin trong qua Son tra c6 kha ning uc ché tong hop
cholesterol ndi bao c6 thé do tac dung trc ché hoat dong cua HMG-CoA
reductase; trong khi do, ursolic acid — mot thanh phén hoa hoc khac cua Son
tra — c6 kha niang lam ting sd luong cac mRNA cua enzym cholesterol 7a-
hydroxylase (C7aH), thiic ddy qua trinh chuyén cholesterol thanh acid mat,
lam giam dugc néng dd cholesterol trong gan ciing nhu trong huyét twong
[117]. Than ré Sinh khuong c6 kha ning ha lipid mau kh4 tot nho tac dung 1am
tang s6 lwong LDLr va 1am giam s luong ctia enzym HMG-CoA [13].

4.4.2. Tac dung diéu chinh lipid mau cia cao l6ng Pai an trén moé hinh
gay roi loan lipid mau ngoai sinh

Két qua & bang 3.3 cho thay, sau 4 tuan uéng hdn hop dau cholesterol
d3 gay duoc tinh trang RLLPM trén chudt cong trang ¢ 16 m hinh, thé hién &
su tang 10 rét cac chi s6 TC, LDL-C, HDL-C (déu ting > 100%) (p < 0,001)
nhung khong c6 sy thay doi nong 6 TG so véi trude nghién cliru va so véi 16
chung sinh hoc. Tuy da diéu chinh thanh phan hdn hop dau cholesterol theo
nghién ctru ciia Nguyén Phuong Thanh (2011), tinh trang RLLPM trong
nghién ctru cua chung t6i van c6 mot sé diém khac: ndong d6 HDL-C ting 1
rét so voi 16 ching sinh hoc, trai nguoc voi két qua nghién ciru cia Nguyén
Phuong Thanh c6 néng do HDL-C khong bi anh huong [85]. Nguyén nhan
gdy ting nong d6 HDL-C & day c6 thé do chudt khong c6 Cholesteryl ester
transfer protein (CETP), do d6 khoang 70% lugng cholesterol trong huyét
tuong dugc van chuyén trong cac phan tt HDL [110]. Nhu vy, khi c6 ting

nong do cholesterol huyét trong c6 thé s& 1am ting ndng do HDL-C & chuot.
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Dua vao két qua nghién ctru tac dung diéu chinh RLLPM cua cao 10ng
Pai an trén mo hinh gdy RLLPM ndi sinh & trén cho thay, cao long Dai an
lidu bang mot nira lidu dung trén ngudi va liéu twong duong liéu dung trén
ngudi bat dau thé hién tac dung diéu chinh RLLPM, chung t6i d3 dung hai
lidu: 4,8g duoc lieuw/kg/ngay (liéu cé tic dung bang mét nira liéu dung trén
ngueoi, tinh theo hé s6 6) va 9,6g duoc lidu/kg/ngay (liéu twong dwong liéu
dOng trén nguwoi tinh theo hé sé 6) trong sudt 4 tuan lién tuc dé danh gia tac
dung diéu chinh réi loan lipid mau cia cao 16ng Pai an trén mé hinh gay
RLLPM ngoai sinh, so sanh voi thubc chudn 1a atorvastatin liéu 10
mg/kg/ngay. Atorvastatin 10 mg/kg/ngay trén chudt cong tring 1a liu ma
nhiéu nha nghién ctru trén thé gidi str dung 1am thudc chuan dé so sanh [4].

Tu sb lidu ¢ biéu do 3.2 va 3.3 cho théy, sau 4 tuan tién hanh nghién curu,
cao 1ong Pai an & ca hai lidu va atorvastatin lidu 10 mg/kg/ngay déu 1am han
ché RLLPM thé hién qua sy giam nong do TC, LDL-C. Nong do TG & céc 16
ubng atorvastatin va cao long Pai an ¢ xu hudng giam so v6i 16 mo hinh, tuy
nhién chi c6 atorvastatin 10 mg/kg c6 tac dung 1am giam ndng do co ¥ nghia
théng ké so voi 16 mé hinh sau 4 tuan ubng thudc. S6 liu & cac biu do 3.2 va
3.3 ciing cho thdy cao long Dai an lidu 4,8g duoc lidu/kg/ngay thé hién tac
dung t6t hon cao 16ng Pai an liéu 9,6g duoc lidu/kg/ngdy, tuy nhién sy khac
biét 1a chua c6 y nghia théng ké (p>0,05).

Dua trén cac khao sat hiéu luc don 16 dbi voi cac thanh phan lipid mau
ctia mot sd duoc lidu thanh phﬁn cua cao léng Pai an, c6 mdt s6 co ché ha
lipid mau c6 thé giai thich phan nao tac dung diéu chinh RLLPM ciia thude.
Mot trong nhiing co ché d6 1a kha niang e ché hap thu lipid trong thirc 4n cia
than ré Ban ha lién quan dén thanh phan B-sitosterol [50], [51].

Than ré Sinh khuong (thanh phan dung trong qua trinh bao ché vi

thudc Ban ha) voi tac dung lam tang sb lugng cac LDLr, tur d6 lam tang thu
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gitt LDL-C, VLDL-C, cac LP tan du — cac LP c6 chta nhidu ApoB va
ApoE, gitip lam giam ndng do cholesterol va TG. Kha ning lam giam s
lugng enzym HMG-COA reductase ciing gop phan ha lipid trong mé hinh
gdy RLLPM ngoai sinh cta than ré Sinh khuong [13]. Hiéu qua cta bai
thudc cao long Pai an trong diéu chinh RLLPM con dugc ting cuong nhd
kha nang ha lipid mau ctia mdt s6 duoc liéu khac nhu Son tra véi tac dung
lam giam s6 luong HMG-COA reductase va ting sd luong mRNA cua
C7a0H [117], Bach truat véi nhitng co ché dang tiép tuc dugc nghién cuu

trén thuc nghiém.

4.4.3. Tac dung chong xo vira dong mach cia cao 16ng Pai an trén
thuc nghiém

Tir s6 lidu ¢ biéu d6 3.5 c6 thé thdy mot 1an nira tac dung ha lipid mau
kha tét ctia cao 16ng Pai an trén mo hinh gdy XVDM: lam giam rd rét nong
do TG, TC va LDL-C so v6i 16 mo hinh, khong c6é su khéac biét c6 ¥ nghia
théng ké vé hiéu qua diéu tri & 2 16 udng cao léng Pai an. Tac dung diéu
chinh RLLPM ciia cao 1ong Pai an con duoc thé hién mot phan thong qua
danh gia hinh anh vi thé va dai thé gan tho. Gan nhiém m& 13 tinh trang tich
lily m& trong cac té bao gan. RLLPM la mét trong nhiing nguyén nhan hay
gdp gay nén tinh trang thodi héa md cua gan.

Vi vay, danh gi4 tinh trang gan nhiém m& thong qua hinh anh mé bénh
hoc ctia gan ciing gop phan danh gia hiéu qua diéu tri RLLPM cia cao 1ong
Pai an. Tir két qua nghién ctru & bang 3.5 ¢ thé thiy muc do thoai hoa md
clia gan & cac 16 udng atorvastatin va cao 16ng Pai an c6 xu huéng giam hon
s0 v6i 16 md hinh. Nhu vay, cao 16ng Pai an c6 tac dung diéu chinh RLLPM
kha t6t, dong thoi cai thién dugc phan nao tinh trang thoai hoa m& cia gan.

Tac dung cua cao 10ng Pai an dbi véi cac thanh phan lipid mau & tho qua

két qua nghién ctru da tuong dbi r6 nhung van chi 1a nhiing bang ching gian
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tiép dbi véi XVDM. Pé khang dinh tic dung giam XVDM cia cao 1ong Pai
an, chung t6i da khao sat vé hinh thai moé bénh hoc dong mach chit (PMC)
ctia 5 nhom tho nghién ctru. Hinh anh dai thé va vi thé PMC cua tho di cho
thiy rd hiéu qua chéng XVDM cua atorvastatin va cao 16ng Dai an, cao 16ng
Pai an liéu cao thé hién tac dung tdt hon liéu thép: 3/3 mau bénh phém cua 1o
ubng Atorvastatin 5 mg/kg, 2/3 mau bénh phim cua 16 udng cao 16ng Dai an
4,8¢ duoc liéu/kg co hinh anh cau trac vi thé binh thuong (hinh 3.3 va 3.5).
Statin dd duoc chimg minh ¢ tac dung ngin ngira su hinh thanh va 6n dinh
mang xo vita vdi mot sd co ché 16 rang: co ché chdng viém véi cai thién chirc
nang nd1 mac mach lam tang giai phong NO, giam su két dinh bach cau, uc
ché giai phong CRP (C-reactive protein, protein phan tng C); co ché chong
oxy hoa véi tc ché hoat dong cia NAD(P)H oxidase, giam su hinh thanh cia
cac superoxid, dong thoi giam su hinh thanh cac LDL bi oxy héa; mot sd co
ché khic nhu ting tong hop collagen, tc ché sy giai phdng cac
metalloproteinase - enzym tiéu protein — bdi cac dai thuc bao dugc hoat
héa.... Mot sd duge liéu cua cao long Pai an ¢6 tac dung chéng viém va/hoac
chéng oxy hoa, do vay day ciing c6 thé nhitng co ché chu yéu chéng XVDM
cta thude [113], [116], [119].

4.5. MOT SO PAC PIEM LAM SANG CUA BENH NHAN ROI LOAN
LIPID MAU
4.5.1. Tudi va giéi
4.5.1.1. Tuoi
Qua bang 3.6 thay tudi trung binh cta cac bénh nhan 13 63,4 + 10,5
tu6i. Phan 16n bénh nhan 14 nguoi cao tudi, tir >60 tudi (66,7%). Phan bd do
tudi ctia cac bénh nhan & nhom udng cao léng Pai an va Axore khac biét

khéng c6 ¥ nghia thong ké (p>0,05).
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Két qua nay tuong tu v6i két qua nghién ctru cua Nguyén Van Anh
(2006): tudi trung binh ctia bénh nhan RLLPM 14 56,3 tudi; trong d6 tudi thap
nhat 1a 40 va tudi cao nhat 1a 77 tudi. Tudi tir 45-60 chiém da so: ¢ 45/60
bénh nhan (75%), tudi trén 60 c6 8/60 bénh nhéan (13,3%) va tudi dudi 45 co
7/60 bénh nhan (11,7%) [90].

Tran Thi Téi (2006) thdy nhimg bénh nhan THA c¢6 RLLPM chu yéu
14 1t tudi trén 50. Tudi tr 51 dén 59 chiém 47,1%, tr 61 dén 70 chiém
29,4%, tir 71 dén 80 1a 17,6% [91].

“Hai thuong y tong tam linh” viét: “Bén muoi tudi thién quy suy kém
hét mét nira, su sinh hoat hang ngay cling giam sit, ndm muoi tudi minh méy
ning né, tai khong to, mat khong sang”. Sau bén muoi tudi co thé chuyén tir
thinh sang suy, cong nang tang phu bi suy giam, khi hu huyét &. Theo YHHD
ngoai nim muoi tudi thudng giam hoat dong, c6 nhiéu thay doi trong chu ky
sinh hoc, sttc dé khang co thé suy yéu, c6 nhiéu bénh phat sinh, c6 nhiéu
stress do ngoai canh sbng...do vay & tudi nay vira d& phat sinh bénh tat vira
dang trén da 130 hoa. Theo “T6 Véan. Thuong co thién chan luan” viét: “Nir 49
tu6i, nam 64 tuéi mach nham hu, mach xung suy, thién quy suy kiét, cong
nang tang phu suy giam” diéu nay néi 1én: con nguoi bat dau tir tudi trung
nién than tinh than khi dan dan suy thoai, luc phu ngii tang theo d6 ma suy
yéu dan, chirc niang véan hoa cia ty ciing ngay mot kém di, diéu nay c6 thé gay
ra su khac thuong trong chuyén hoa dinh huyét. Do d6 trén 1am sang thuong
phan 16n ngudi bi RLLPM gip & tudi trung nién trd 1én, didu ndy ciing lién
quan mat thiét dén sy hu ton cua than tinh va than khi.

Theo Y hoc hién dai do tudi ngoai 50 thuong gidm hoat dong, co nhiéu
thay di trong chu ky sinh hoc, dic biét 1a phai chiu nhiéu stress do hoan canh
séng mang lai... Vi vy, ngudi & lta tudi nay vira dé “phét phi ”, vira dang
trén da “ldo hoa”. Piéu nay ching to rdi loan lipid mau va ching dam am cua

y hoc ¢ truyén c6 lién quan mat thiét dén tuoi.
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4.5.1.2. Gioi

YHHP khong chting minh gidi tinh c6 lién quan dén RLLPM, mit
khac & d6 tudi > 60 ddi voi nam va > 55 ddi véi nir déu 1a mot yéu t6 nguy co
ctia bénh tim mach va chuyén hoa va c6 nguy co twong dwong nhau vé mic
cac bénh tim mach va chuyén héa nhu ting dudng mau va RLLPM.

Két qua nghién ctru (biéu dd 3.8) cho thiy ty 16 RLLPM & nit gi6i
(71,7%) cao hon so véi nam giéi (28,3%). Phan bd gidi tinh cua cac bénh
nhan ¢ nhom udng cao 16ng Pai an va Axore khac biét khong c6 ¥ nghia
théng ké (p>0,05).

C6 mét s6 nghién ctru lai cho thay ty 16 bénh nhan nam nhiéu hon bénh
nhan nit. Nguyén Vin Anh (2006) nghién ctru trén 60 bénh nhén, trong d6 co
34 nam (56,7 %) va 26 nir (43,3%) [90]. Tran Thi T&i (2006) ciing thay ty 1¢
bénh nhan nam gip nhiéu hon nit, tuy nhién su khac biét vé giéi nam va nit
trong nhém nghién ctru chua c6 y nghia thong ké (nam chiém 55,9%, nit
chiém 44,1%) [91].

4.5.2. Nghé nghiép

Qua nghién ctru thdy nghé nghiép cua cac bénh nhan RLLPM chu yéu
1a tu do, budn ban (58,3%), tiép dén 1a lao dong tri 6c (22,5%). S6 ngudi lao
dong chan tay chiém ty 1& thap (6,7%). Phan bd nghé nghiép cia cic bénh
nhan ¢ nhom udng cao 16ng Pai an va Axore khac biét khong ¢ y nghia
thong ké (p>0,05), (biéu d6 3.9).

Két qua nay ciing twong tu két qua nghién ctru cia Nguyén Thi Mai
(2006) 1a ty 1€ RLLPM 6 nguoi lao dong chan tay co6 ty 1€ (< 20,1%) it hon so
véi nhitng nguoi 1a can bg, vién chirc va huu tri [43].

Nghién ctru ctia Nguyén Van Anh (2006) cho thiay da s6 bénh nhan

RLLPM la cong chtic, vién chuc. Nhitng nguoi nay thuong lao dong tri oc,
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lam viéc vin phong ngdi nhiéu, it hoat dong thé luc, an udng khong hop 1y,

chiu tic dong nhiéu boi yéu td stress s& lam bénh d& phat sinh [90].

Theo y hoc ¢ truyén, ty 1a ngudn sinh ra dam, ty hu c6 thé do tinh chi:
lo, nghi, gian dir, 1am t6n thuong can ty, can mdc khic ty tho 1am t6n thuong
ty vi, lam ty giam hodc mat kha ning van hoa thuy cc, tan dich tu lai thanh
dam am. Van dong co tac dong bao quat toan di¢n ddi vai roi loan chuyén hoa
lipid, do chuyén hoa vén dugc diéu hoa béi nhiéu hé théng, trong d6 khau
quan trong 1a hé thong than kinh trung uong. Tap luyén khong chi lam cho co
thé khang kién ma con giup cho tinh than thoai mai, giai téa duoc stress.
Nhom lao dong chan tay do van dong thé luc nhiéu, it b stress, nén ti 1& méc
bénh it. Ngoai ra, d6i twong can bd huu rat quan tim dén sirc khoe va do co
nhiéu thoi gian tap luyén thé duc, ché d6 an uéng hop 1y nén bénh roi loan
lipid mau it phat sinh.

Theo y hoc ¢b truyén “ciru toa thuong khi”, ¥ néi ngudi it van dong
ngdi nhiéu dé 1am ton thuwong khi hai ty, dé sinh chtirng dam thap. Piéu nay ca
y hoc hién dai va y hoc ¢ truyén déu chimg t6 rang yéu t6 nghé nghiép c6
tac dong dén bénh réi loan lipid mau.

4.5.3. Mot s6 yéu t6 nguy co' ¢ bénh nhén roi loan lipid mau
4.5.3.1. Thira can, béo phi

Do diéu kién kinh té phat trién, nén ché d6 an c6 nhiéu protid, lipid,
glucid, an it chat xo, din dén thira ning luong nén béo phi. Cac nghién ciu
déu cho thiy béo phi thuong di doi véi réi loan lipid mau va d& bi vira xo
dong mach.

Két qua nghién ctru cho thay chi sé6 BMI trung binh ciia cac bénh nhan
RLLPM la 22,8 + 2,1 kg/m2. Ty 1€ bénh nhan thtra can va béo phi & bénh
nhan RLLPM la 45,0%. Ty 1€ bénh nhan thira can va béo phi ctia cac bénh
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nhan ¢ nhom ubng cao long Pai an (45,0%) va Axore (45,0%) khac biét
khong c6 ¥ nghia théng ké (p>0,05), (bang 3.8).

Ty 18 thira can, béo phi trong nghién ctru ndy tuwong tu két qua nghién
ctru cua Lé Thi En (2010) ty 1& bénh nhan c6 chi sé BMI > 23 kha cao 22
ngudi & nhom NC va 17 ngudi & nhom PC, ty 18 chung cho ca mau 1a 39/60
nguoi (65%) [98]; cia Nguyén Vin Anh (2006), ti 18 béo phi & nghién ciru 13
25/60 bénh nhan chiém ti 18 41,7% [90]; ctia Bui Thi Man [88]: 43,4%.

Nguyén nhan khién bénh nhan thira cén, béo phi chiém ty 1é cao c6
thé do ngay nay cing voi su phat trién cua kinh té x3 hoi, ché d6 in udng
c6 nhiéu thay ddi nhu giau protein va nhiéu acid béo bdo hoa, du thira ning
lugng va 16i séng tinh tai. Theo y hoc cd truyén chimg béo phi thudc pham
vi ching dam am, vi vay diéu tri ching béo phi ciing gép phan lam giam
lipid mau.
4.5.3.2. Sw lién quan giira thong sé lipid mdu va huyét dp

Theo nhiéu nghién ctru, ting huyét ap 1a yéu t6 nguy co th hai dting

sau 16i loan lipid mau giy vita xo dong mach va theo khuyén céo ctia hoi
tim mach Viét Nam vé muc dich diéu tri bénh nhan rdi loan lipid mau cé
nguy co cao khi ¢6 bénh suy vanh, nhdi mau co tim, ting huyét ap... Vi
vdy, ddi véi bénh nhan RLLPM c6 ting huyét 4p thi viéc diéu tri ting
huyét ap 1a rat can thiét.

Két qua nghién ciu cho thiy ti 18 bénh nhan RLLPM c6 kém theo
THA 14 32,5%. Két qua nay thap hon két qua nghién ctru ciia Lé Thi En 1a
46,7% [98]; nhung cao hon so véi nghién ctru ciia Nguyén Vin Anh: bénh
nhan ting huyét ap 12 13/60 bénh nhan, chiém ti 18 21,6% [90] va Bui Thi
Man: 28,3% bénh nhan c6 THA [88].

O nhitng bénh nhan rdi loan lipid mau c6 ting huyét ap (bang 3.14) tri sb

trung binh ctia TC va LDL-C ¢6 xu hudng cao hon bénh nhan rdi loan lipid méu
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c6 huyét ap binh thuong (p > 0,05). Két qua nay twong tu v6i nghién ciru cia
Pham Thi Bach Yén: trji sd trung binh cua TC, TG, LDL-C, TC/HDL-C,
LDL-C/HDL-C déu ¢6 xu hudng cao hon, dong thoi HDL-C lai c6 xu huéng
thap hon bénh nhan rdi loan lipid mau c6 huyét ap binh thuong véi p>0,05
[81]. Khi nghién ctru vé su lién quan giita cac chi s lipid nay véi huyét ap
cac tac gia nudc ngoai cling da c¢6 nhiing nhan xét tuong tu: Stephen W.
Macmahon va cong sy [123] nghién cuu r6i loan lipid mau ¢ 5603 nguoi,
dugc chia thanh 3 nhém (nhém huyét ap binh thuong, nhém THA khong
diéu tri va nhom THA c6 diéu tri). Céc tac gia nay cling di dua ra nhan xét:
& nhom bénh nhan c¢6 THA thi ti 1€ TC, TC/HDL-C cao hon & nhom cé
huyét ap binh thudng.

4.5.3.3. Thoi quen sinh hoat

* Vin dpng thé luc:

Nhiéu nghién ctru cho ring cac hoat dong ting cuong thé luc nhu: thé
duc vura stre, di bo, tap dudng sinh...lam tang HDL-c. Tuy nhién phai tuan thu
thoi gian tap luyén mdi ngay téi thiéu 30 phut, tap déu hang thang hodc it nhat
3lan/tuan, vi néu ngung tap thi két qua tt s& mat ngay.

Két qua nghién ctru ctia chung t6i (biéu d6 3.10) cho thay bénh nhan
roi loan lipid méau trong nghién ctru c6 thoi quen luoi van dong chiém ti 18
16n (60,8%). Ty 1é nay twong duong véi két qua nghién ciru ctia Nguyén Vin
Anh [90]: bénh nhan khéng c6 théi quen tap thé duc thuong xuyén 1a 38/60
bénh nhan chiém ti 1¢ 63,3%. Két qua nay cling phi hop véi cac nghién ctru
clia cac tac gia nudc ngoai vé cac yéu td nguy co cia RLLPM nhu 16i séng
tinh tai, luoi van dong, an nhiéu md dong vat, udng rugu bia, hut thude 14.

* Ché dp in uong:

Két qua nghién ctru cho thay ty 1& bénh nhan udng bia, rugu (16,7%);

an man (13,3%); an m& (14,2%) va hat thube 14 (6,7%).



112

Két qua nay thap hon sb liéu nghién ctru cua cua Nguyén Vin Anh
[90]: an nhiéu m&, dam dong vat 32/60 bénh nhan chiém ti 1& 53,3%.
Nhiing bénh nhan an uéng theo hudng co6 191 cho strc khoe nhu dau, dam
thue vat chiém ti 1¢ thép. Trong khi d6 bénh nhan uéng ruou, bia thuong
xuyén chiém ti 1¢ cao (30%). Theo nhiéu nghién ctru, ddy la nhiing théi
quen an uéng khong c6 191 cho strc khée dac biét 1a bénh roi loan lipid mau
va tang huyét ap.

Viéc thay ddi nhitng thoi quen an udng doi hoi phai can thoi gian lau
dai, vi phu thudc nhiéu yéu to trong d6 c6 yéu t6 xa hoi va vin hoa cia ting
ving mién. Trong nghién cru cua chung t6i, bénh nhan dugc hudng dan ché
d6 an kiéng theo hudng dan cua Vién dinh dudng quéc gia. Nhin chung bénh
nhan c6 cb gang thuc hién trong thoi gian nghién ciru.

4.5.4. Pic diém rdi loan lipid mau theo y hoc hién dai

Két qua phan loai RLLPM theo YHHD cho thay:

- Phan loai RLLPM theo De Gennes: s6 bénh nhan ting lipid mau hdn
hop chiém ty 1& cao nhat (45,0%), tiép dén 1a ting TG don thuan (29,2%) va
taing TC don thuan (25,8%). Ty 18 ting lipid mau hén hop ¢ nhém udng
Axore (60,0%) cao hon so voi nhdm udng cao 1ong cao long Pai an (30,0%),
su khac biét co y nghia thong ké véi p<0,01 (bang 3.10).

- Phan loai RLLPM theo Fredrickson: s6 bénh nhén tang lipid mau typ
IIb chiém ty 18 cao nhit (47,5%), tiép dén 1a typ IV (28,3%) va typ lla
(24,2%) (bang 3.11).

Két qua nay tuong tu két qua nghién ctru cua mot sd tac gia khac:
nghién ciru cua Tran Thi Toéi [91] cho thdy s6 lugng bénh nhan ting ca
cholesterol toan phan va triglycerid chiém chil yéu (64,7%). Nghién ciru

ctia Bui Thi Man c6 sb bénh nhan ting hdn hop Cholesterol va Triglycerid
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la 33/60 (55%); Ti 1&¢ nay trong nghién ctru ciia Nguyén Thuy Huong [94]
la 58%.

Ti 18 bénh nhén ting TC don thudn trong nghién ctru nay thap hon két
qua ctia Nguyén Thuy Huong [94] (50,7%) va Bui Thi Man [88] (30%).

4.5.5. Pic diém rdi loan lipid mau theo Y hoc ¢6 truyén

Két qua nghién ctru cho thay s6 bénh nhan RLLPM thé dam troc 1 tré
chiém ty 1& cao nhat (48,3%), tiép dén la thé ty than duong hu (29,2%) va can
than am hu (22,5%). Phan loai RLLPM theo YHCT ¢ hai nhém khac biét
khong c6 ¥ nghia thong ké (p>0,05) (bang 3.13).

Piéu niy ciing twong tu nhu nghién ctru ciia Nguyén Thi Mai (2006)
[43] vé dic diém RLLPM & céac thé huyén vung c6 ting huyét ap. Tac gia
nhan thy thé Pam troc @ tré c6 ty 18 phan traim RLLPM 16n nhat, tiép theo 1a
thé Khi tré lac @, cudi cung 13 hai thé Can than 4m hu va Ty than duong hu

chiém ty 18 phan trim twong duong nhau [43].

Thé Pam troc o tré chiém ty 1& phan trim 16n hon ¢ cac bénh nhan
RLLPM vi dam troc 13 san pham bénh 1y chu yéu ctia ching RLLPM, duoc
tao ra chil yéu do ty khi hu yéu mat chtic ning van hoa va phan thanh giang
troc, biéu hién b.'?lng giam tiét chat cin ba, gidm chirc ndng van hoa dé sinh ra
C4C chat tinh vi ctia ngii cdc dua vao van hanh trong huyét mach. Do su rdi
loan van hanh ciia chét tinh vi thuy coc ndy ma giy ra sy mat can bang trong

ty 1& binh thuong cua dinh huyét, dan dén hién tuong Pam troc @ tré [77].

Thé Can than am hu va Ty than duong hu cé ty 1¢ gan ngang nhau, c6
thé do chiing dam thdp (RLLPM) phat sinh tir mbi quan hé khang khit caa
than 4m, than duong, can va ty duong trong qua trinh sinh bénh. Than 1a goc
clia sy tang bé, 13 noi tich luy cta tinh (tinh tién thién va tinh hau thién). Néu

bam t6 tién thién hu kém, hau thién khong duoc dinh dudng dy du hodc bénh
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lau ngdy va ngudi cao tudi thién quy da suy kiét c6 thé gdy nén than tinh hu
t6n, than duong suy yéu, than 4m hu khong nudi dudng duoc can huyét hoic
can huyét hu khong dudng duoc than am déu din dén Can than 4m hu. Sach
cb viét: “Than 1a gdc ctia dam, than duong suy khong 6n 4m dugc ty thd, thuy
thap va tan dich khong hoa khi duoc tran 1én thanh dam. Than am suy ton, hu
hoa & ha tiéu chung bdc hun nau tan dich ciing tao thanh dam”. Can ciing c6
thé sinh cac chimg uat dam, khi dam, phong dam... ma c6 nhan da néi khong

loai nao ma khong quan hé téi can [77].

4.6. HIEU QUA PIEU TRI ROI LOAN LIPID MAU CUA CAO LONG
PAI AN

4.6.1. Tac dung cai thién cac tri¢u ching co ning

Két qua ¢ bang 3.15, bang 3.16 va bang 3.17 cho thdy, mét s6 biéu hién
dac trung cua chung dam thép nhu mét méi, t€ mdi chan tay, bung déy, ludi
nhot béu, réu tring nhon... gip & da sd bénh nhan. Tuy theo thé bénh cta dam
thap ma bénh nhan c6 kém theo nhiing biéu hién khac nhu dai tién nat (chiém
37,1%) ¢ thé ty hu, miéng kho khat ngii tAm phién nhiét (40,8%) & thé can

than am hu.

Mot s6 triéu ching khéac nhu: dau dau, hoa mét 1a biéu hién cta huyén
vung (ting huyét ap) kém theo trén bénh nhan dam thap; hinh thé map, ctr
dong cham chap ning né tuong Ung v4i cac bénh nhan thira can va béo phi cua
YHHD; mét méi, tir chi ra roi, dﬁy truong bung, an kém, co nhuc nhéo la biéu hién
cua ty hu.

Sau diéu tri 60 ngay, két qua nghién ctru da cho thiy: ¢ ca hai nhém
ubng cao long Pai an va Axore déu co tac dung lam giam céc tridu ching lam
sang lién quan dén ching dam thip ctia YHCT: Ludi: mirc d6 béu c6 ngan

rang giam; réu do trang nhon hodc dinh; ctir dong d& cham chap, d& ndng né
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hon; hét hodc giam céc triéu chimg: mét moi, té ning chan tay, t& ning than

minh, d& cac biéu hién dau dau va hoa mat.

Cao long Pai an dugc bao ché tir bai thube co phuong DPai an hoan, cé cac
vi: Son tra, Than khuc, Lai phuc tir ¢6 tac dung ti€u thuc tich va gidng khi hoa
dam. Cac vi Ban ha, Tran bi, Phyc linh ¢ tac dung hanh khi hoa vi, hoa thap.
Theo 1y luan cia YHCT: ty 1a ngudn sinh dam, ty hu khong khéng ché dugc
thity thdp nén ngung tu thanh dam troc. Cac vi thude trén hop thanh bai thude co
tac dung tiéu thuc bd ty, chira chiing ty hu thuc tr¢ khong hoa, chan an, dai tién
khong nhuan, réu ludi nhon, mach hoat. Do bai thudc chira vao gbc bénh (ban)
nén cac triéu chung (tiéu) gay ra boi dam thap nhu dau dau, chong mit, chan tay
té nang, chan in bung day, dai tién rdi loan, ludi béu réu nhon,... di dugc cai
thién ro rét.

So sanh hiéu qua cai thién cac triéu ching co nang theo YHCT ¢ 2
nhom, nhan thdy nhom bénh nhan udng cao 1ong Pai an c6 muic d cai thién
t6t hon so véi nhdm Axore, diéu ndy goi ¥ phuong phap két hop gitta YHCT
va YHHD trong diéu tri RLLPM Ia can thiét va phat huy dugc thé manh cua
timg phuong phap dé mang lai két qua diéu tri tot nhat cho bénh nhan.

4.6.2. Tac dung ciia cao l6ng Pai an trén céc chi sé lipid mau

Két qua nghién ctru cho thiy cao 16ng Pai an c6 tic dung diéu chinh
RLLPM, nhung hiéu qua 1én cac chi s6 lipid mau cé khac nhau.

* Nong d6 TC: sau diéu tri 30 ngdy va 60 ngay, cao long Pai an di lam
gidm 10 rét néng do TC véi p <0,001 (24,7% va 17,7%). Tai thoi diém sau 60

ngay dieu tri, mirc do gidm nong d¢ TC & nhoém cao Dai an tuong duong vaoi

nhom Axore (p >0,05).
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Nhiéu nghién ctru dd chimg minh TC mau cao 13 mot trong cac yéu td
nguy co dan dén tinh trang vita xo dong mach va bénh mach vanh; viéc lam
giam TC mau c6 tac dung lam giam ti 16 mic va tir vong ctia bénh nay.
Nghién ctru ciia Kannel va cong sy dd cho thiy: khi TC ting trén 2,5 g/l thi
nguy co BMV ting 2,25 - 3,25 lan, Khi TC tir 5,2 - 6,5 mmol/l thi tir vong do
BMV ting gap doi, TC tir 5,2 - 7,8 mmol/l thi tir vong do BMV ting gap bon
lan [124], [124]. Nghién ctru LRC (Lipid Research Clinic Coronary Primary
Prevention Trial, 1984) trén 3806 nam gi6i theo doi trong 7 - 10 nam da cho
thay: néu lam giam dugc 1% cholesterol thi giam dugc 2% nguy co bénh
mach vanh, néu lam giam dugc 20% cholesterol thi giam dugc 40% nguy co
nay, voi cholesterol >1,8 g/ thi ctr tang 0,1g s€ tang 5% tr vong chung va 9%
tor vong do tim mach. Gould va cs (1995), phan tich 35 nghién ctru trén 77.257
bénh nhan, theo ddi trong 2 - 12 nam, thay cir giam 10% cholesterol thi giam

dugc 10% tir vong chung va 13% tir vong do bénh mach vanh [125].

So sanh véi mot sb nghién ctru khac, ching to61 nhan théy: tac dung ha
cholesterol toan phan ciia cao 16ng Pai an & cao hon so véi:

- Tra cay rau muong ctia Nguyén Thi Son (2007): sau 2 thang 1am gidm
TC 12% [83].

- Vién nén “Ha m&” ctia Nguyén Thuy Huong (2013): cholesterol giam
50 Vi trude diéu tri 1a 13%.

- Bai thudc “Giang chi am” cta Phan Viét Ha: lam giam TC duoc
13,54% sau 40 ngay diéu trj [5].

+ Vién nang ha md nguu tat cua Bui Thi Kim Hoa, Nguyén Thi Bay:

giam 14,06% TC [7].
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* Nong do TG: day ciing 1a mot thong sd gop phan phan anh nguy co
x0 vira dong mach. Qua bang 3.21 cho thiy: cao l6ng Pai an di c6 tac dung
lam giam ro rét néng dd TG so véi trude diéu tri véi p <0,001. Mtrc giam sau
30 ngay va 60 ngay diéu tri 1a 25,0% va 20,0%. Tai thoi diém sau udng thude
60 ngay, cao long Pai an d 1am giam chi s TG tuong dwong so véi nhom

uong Axore.

So sanh véi két qua nghién ciru cia mot sb loai thao dugc khac cho
thdy, cao 16ng Pai an c6 hiéu qua twong duong voi: Vién Ruvitat cia Duong
Thi Mong Ngoc [103] 1am gidm TG 18,18%; vién Bidetin 1a 21,4%. Téac dung
kém hon so véi com tan Tiéu phi linh (Ha Thi Thanh Huong) lam giam TG
dat 26,82%, nAm Hong chi (Pham Thi Bach Yén) giam TG 40,48% [81].

* Néng do HDL- C: HDL-C dong vai tro loai trir cholesterol thtra, vi vay
n6 duge goi 1a “cholesterol tot” va 1a co ché chong VXPM quan trong nhat.
Khi ndng do apo A cung véi nong d6 HDL- C tang, ching t6 sy chuyén hoa
t6t va sy dao thai tot cholesterol. Két qua ctia nghién ctru nay (bang 3.22) cho
thdy: cao long Pai an d3 lam ting nong d6 HDL-c sau 30 ngay diéu tri (6,5%)
va sau 60 ngay diéu tri, muc ting dat 8,4%. Mic du muc ting ndy so voi
trude diéu tri 1a khong co ¥ nghia thong ké, nhung lai tét hon so véi nhom
dung Axore (c6 xu huéng gidm di)

So v6i nghién ctru ciia Pham Thi Bach Yén vé nam hong chi Pa Lat,
sau 40 ngay diéu tri da 1am ting 17,52% HDL-C, két qua nghién ctru nay cua
chung t6i thdp hon, nhung so véi Giang chi thang ctia Vil Viét Hang [96] voi
mirc giam TG 1a 7,14% thi két qua cua chung toi tuong duong, hoic “Ngii
phlc tdm ndo khang” ctia Hoang Thi Thuay, Tra rau muong ctia Nguyén Thi
Son [83] lai khong c6 tac dung trén HDL-C 1a mét thanh phan c6 1oi cho co

thé trong viéc phong chdng bénh mach vanh.
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*Nong do LDL- C:

RLLPM c6 thé biéu hién nhiéu dang, trong dé ting choleserol toan
phan va ting LDL-C dugc quan tAm nhiéu nhat do c6 nhiéu bang chimg cho
thdy giam choleserol toan phan va LDL-C c6 thé phong ngira BTM. Vi vy,
choleserol toan phﬁn va LDL-C 13 muc tiéu diéu trj chinh. Theo khuyén cao
cua NCEP ATPIII, ha LDL duoc coi la muc tiéu chinh va non-HDL la muc
tiéu thir hai trong quan 1y bénh nhan RLLPM [24]. Hudéng dan ctia Hoi xo
vita dong mach Chau Au (EAS) 2011 d3 dua ra cac mirc can thiép lipid mau
dua vao nguy co bénh tim mach va lugng LDL-C mau [2].

Két qua nghién ctru (bang 3.23) cho thiy, cao 1ong Pai an sau 30 ngay
va 60 ngay diéu tri da 1am giam nong d6 LDL- C lan luot 14 24,2% va 14,1%
so voi trude diéu tri voi p<0,01. Tai thoi diém sau 60 ngay diéu tri, nong do
LDL- C 6 nhom uéng cao long Pai an la 2,87 + 0,88 mmol/l, khong khac biét
so voi nhom udng Axore (2,85 + 0,64mmol/l) véi p>0,05.

Két qua nay tuong duong voi hiéu qua ha LDL-C cta mdt sé nghién
ctru khac nhu: “Giang chi 4am” ctia Nguyén Nhuoc Kim, Phan Viét Ha (giam
LDL-C 15,23%) [5], vién nang ha m& nguu tat ctia Bui Thi Kim Hoa (giam
LDL-C 13,58%) [7]; vién nang Cholestin cia Nguyén Vian Anh (giam 13,5%)
[90] nhung so v&i thude cdm GCL cua Vil Viét Hang (giam LDL-C 10,49%)
[96] hay LP4 cua Lé Van Thanh (giam 8,2% LDL-C sau 30 ngay diéu tri)
[89] thi cao Pai an ¢6 hiéu qua cao hon.

Trong nghién ctru nay, c6 thé nhan thdy & nhom bénh nhan udng cao
long Pai an, cac chi s6: TC, TG va LDL-C tai thoi diém sau 30 ngay uéng
thudc c¢6 xu huéng giam tdt hon tai thoi diém sau 60 ngay udng thude. Tuy
vay, mac do giam cta néng d6 TC, TG va LDL-C tai thoi diém sau ubng
thudc 30 ngay va 60 ngay so véi thoi diém trudce diéu tri déu co ¥ nghia thong
ké v6i p< 0,001 (cac bang 3.20; 3.21 va 3.23). Véi chi s6 HDL-C thi ¢ thoi
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diém D60 lai c6 xu hudng tot hon so véi thoi diém D30. Ching t6i thdy ciing
chua thé khang dinh dugc rang, ubng cao 1ong Pai an véi thoi gian 30 ngay
cho tac dung tot hon. So sanh voi thudec YHHD duoc sir dung lam d6i ching
trong nghién ctru ndy, cu thé 13 Atorvastatin - thudc nhom statin - véi co ché
tac dung lam tc ché enzym HMG-COA reductase giy giam tong hop
cholesterol, do vay hiéu quéa diéu tri RLLPM duoc thé hién rd rét tai cac thoi
diém sau 30 ngdy va 60 ngay diéu tri. Cao long Pai an dugc bao ché tir bai
thudc co phuong Pai an hoan gom 8 vi duge liéu, 1a dang cao toan phan gom
nhiéu chat, nén c6 co ché tac dung phurc tap hon va nhin chung con chua dugc
ching minh rd rang. Do d6, trong nghién ctru nay, khi so sanh hiéu qua diéu
tri RLLPM gitra cao 16ng Pai an va vién nén Axore 10mg, nhan thiy két qua
& nhém bénh nhan udng cao 1ong Pai an kém 6n dinh hon nhom udng Axore
(céc chi s6 lipid mau giam déu theo thoi gian). Theo 1y luan YHCT, cac thude
thao dugc tac dung theo hudng diéu chinh lai sy mét can béng trong co thé va
thuong can thoi gian 1au hon so véi thudc YHHD dé thé hién tac dung, nhung
thudc YHCT c6 vu diém cai thién cac triéu chimg bénh mot cach toan dién,
nang cao thé trang bénh nhan va cé it tdc dung phu. Dé c6 thé két luan chinh
X4c, cAn c6 nhitng nghién ctru tiép theo vé bai thude nay véi thoi gian kéo dai
hon va voi quy mo 16n hon.

* Chi s6 TC/HDL- C: sau diéu tri 30 ngay va 60 ngay, chi sé TC/HDL- C
ctia cac bénh nhan & ca 2 nhom déu giam c6 ¥ nghia thong ké (p<0,01- 0,001).
Sau 60 ngay, chi s6 TC/HDL- C & nhom udng cao 16ng Dai an (5,16 + 1,35)
khong khac biét so véi nhom Axore (5,02 + 1,17), (p>0,05). (bang 3.24).

Trén 1am sang, ti s6 LDL-C/HDL-C huyét twong cling 1a mot chi s6
thuong dung dé danh giad nguy co xo vira dong mach. Nguy co xo vita dong
mach ting khi ti s6 LDL-C/HDL-C > 5. Trong nghién ctru ndy di cho thay
cao long Pai an c6 tac dung lam giam LDL-C, giam chi s6 LDL-C/HDL-C,

gop phan vao viéc phong ngilra nguy co ctia bénh vira xo dong mach.
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Bing 4.1. So sanh higu lwc diéu chinh RLLPM ciia mét s6 thuécYHCT

Tén thube

Tac gia nghién ctiru

Hiéu luc %

ITC | | TG | |LDL-C | tHDL-C
Nhj tran thang gia | Tran Thi Thu Hién (1996) [6] | 13,0 | 37,0 19,0 20,0
giam
Giang chi 4m Phan Viét Ha (1998) [5] 13,54 | 32,67 | 15,03 17,07
Ban ha bach truat | Hoang Khanh Toan (1999) 16,0 31,5 20,2 19,8
thién ma thang [44]
Bai thuéc LP4 Lé Van Thanh (2003) [89] 8,8 6,85 11,2 11,2
Vién BCK Bui Thi Man (2004) [88] 18,34 | 27,7 18,30 18,6
Gidng chi thang Vi Viét Héng va cs. (2005) 16,19 | 26,65 10,49 7,14
gia giam [96]
Vién nang Lexka | Tran Thi T6i (2006) [91] 11,8 24,9 15,9 8,2
Vién nang Nguyén Vin Anh (2006) [90] | 15,3 8,1 13,5 16,0
cholestin
Lypanthyl Nguyén Thi Thu Ha, (2006) | 13,9 23,3 16,2 5,8
Mecook [92] 15,5 17,6 14,3 5,8
Vién Nguu tat Bui Thi Kim Hoa (2007) [7] 14,06 | 15,38 | 21,07 0,79
Thudéc HTC1 Tang Thi Bich Thuy (2008) | 17,2 30,0 21,5 10,0
[93]
Luc quén tir thang | P& Qubc Huong (2010) [99]. | 13,54 | 24,29 18,07 16,50
Vién Ruvintat Duong Thi Mong Ngoc va 12,62 | 18,18 18,31 -
cs. (2012) [103]
Vién nén Dogarlic Nguyén Thi Bay va cs. 17,75 | 12,41 25,23 4 54%
tra xanh (2012) [86].
Cbm Tiéu phi linh | Ha Thi Thanh Huong (2012) 17,19 | 26,82 18,29 10,57
[101]
Cao long Dai an Ta Thu Thuy (2016) 17,7 20,0 14,1 8,4
Axore Két qua nghién ctru 20,8 | 33,7 31,8 -
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4.6.3. Panh gia hiéu qua diéu tri réi loan lipid mau cia cao 16ng Pai an

theo tiéu chuin ciia YHHD va YHCT

Danh gia hi¢u qua chung cua cao 16ng Pai an sau 60 ngay diéu tri, dua

trén tiéu chudn YHHD di dua ra, ching t6i nhan thdy c6 21 bénh nhan dat

hiéu qua tét, chiém ty 1& 35,0% va 22 bénh nhan dat hiéu qua kha, chiém

36,7%. Tong s6 bénh nhan dat hiéu qua tot va kha chiém 71,7%. Ty 1& nay it

hon so véi nhom Axore (81,7%), tuy nhién sy khac biét khong c6 y nghia

théng ké (p>0,05) (biéu d6 3.11).

Bang 4.2 dua ra so sanh vé hiéu qua diéu tri RLLPM danh gi4 theo chi

ticu YHHD cua cao 1ong Pai an véi1 mt s6 nghién ctru khac nhu sau:

Bing 4.2. So sdnh két qua diéu tri RLLPM ciia cao long Dai an véi mot sé

thuéc khdc.

Hiéu qua (%)
Tén thube Tac gia nghién ciru ) Khong )
Tot Kha Xau di
HQ
Son don phuong | Truong Thanh Bao [49] | 39,2 | 35,3
Giang chi linh Ly Vi Thanh [49] 676 | 17,2
phuong
Giang chi 4m Phan Viét Ha (1998) 31,25 40 21,9 6,25
Vién nang Nguyén Vin Anh 86,7 13,3
cholestin (2006) [90]
Thudc HTC1 Tang Thi Bich Thuy 30,0 | 63,3 6,7
(2008) [93]
Cao léng PBai an | Ta Thu Thuy (2016) 35,0 36,7 23,3 5,0
Axore Két qua nghién ctru 36,7 | 450 | 16,7 | 1,7
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Panh gia hiéu qua cia cao 16ng Dai an theo tiéu chuan YHCT, trong
nghién ctru ndy s6 bénh nhan dat hiéu qua tot chiém 36,7%, hiéu qua kha
chiém 45,0%, khong hiéu qua chiém 18,3% va khong ¢ bénh nhan nao co
hiéu qua x4u. O nhém Axore, hiéu qua tdt dat 21,7%, hiéu qua kha dat 40,0%,
khong hiéu qua 13 31,6% va c6 4 bénh nhan hiéu qua xau (chiém 6,7%). Su
khac biét giita hai nhom c6 ¥ nghia thong ké véi p<0,05 (biéu d6 3.12).

Nhu vay, so v6i thude Axore 10mg/24h, cao 16ng Pai an to ra c6 uu
diém hon trong viéc lam giam mot sb biéu hién cua chirng dam thép trén bénh
nhan nhu ngudi mét méi, té ning chan tay, bung day chudng, réu ludi nhon
dinh,... Diéu nay c6 thé dugc giai thich 1a bén canh tac dung ha lipid mau cta
mot sd vi duoc lidu trong bai thude dd duoc cac nghién ctu dugc 1y cua
YHHD chimg minh, su phdi hop vai tro quan, than, ta, s ciia cac vi thudc
trong bai thudc mang lai tic dung kién ty tiéu tich, loi thap. Tir d6 c6 tac dung
tror dam troc va cai thién dugce rod rét cac triéu chirng trén lam sang.

4.6.4. Tac dung khong mong muon ciia thudc:

Pé danh gi4 tac dung khéng mong mudn cua cao 16ng Pai an trén 1am
sang, ching toi theo ddi su xuat hién mot so triéu ching khong mong mudn
nhu dau dau, man ngua, r6i loan tiéu hoa, budn ndn, ndn hay céc tri¢u ching
bat thuong khac xuét hién trong qua trinh udng thudc. Nhan thiy c6 3 bénh
nhan ¢ nhom ubng cao 1ong Pai an co hién tuong roi loan tiéu hoa, chiém 5%.
Céc trieu chung & muc do nhe va tu khoi sau vai ngay khong can diéu tri,
khong can phai dimg thudc trong thoi gian nghién ciru. Nhém bénh nhan
uéng Axore c6 4 bénh nhan xuét hién céac triéu ching nhu: mét méi, dau co,
roi loan tiéu hoa. Ngoai ra chung t6i chwa nhan thiy cac tic dung khong mong
mudn nao khéc.

Panh gia cac tac dung khéng mong mudn cia cao 16ng Pai an trén cin

lam sang, chung t6i nhan thiy xét nghiém danh gia chirc niang tao mau (so
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lugng hdng cau, bach cau, tiéu cdu, ham lugng hemoglobin) va cac xét
nghiém ure, creatinin, glucose mau tai 2 thoi diém trudc va sau diéu tri khong
c6 su khac biét voi p>0,05.

Véi chi s6 enzym gan, sau 60 ngay udng cao 16ng Dai an, bénh nhan ¢
xu huong giam ALT, AST (p > 0,05) trong khi nhoém bénh nhan dung Axore
10mg ¢6 xu hudng ting AST, ALT (p > 0,05). Piéu niy ching té cao long
Pai an c6 tinh an toan, khong gdy doc voi gan nhu nhém dung Axore. Di
v6i bénh nhan mac hoi ching RLLPM va céac bién chimg tim mach gay ra do
RLLPM, viéc dung cac thudc dé kiém soat lipid mau 1a mot chi dinh bat budc,
bén canh ché d6 dn phu hop. Thoi gian dung thudc diéu tri RLLPM thuong
phai kéo dai, tham chi sudt doi. Do d6, v4i nhitng bénh nhan khong dung nap
v6i nhom thude statin 1a nhom thude thudng duge sir dung nhét hién nay hoic
xuat hién céac tac dung khong mong mudn thi viéc st dung cac thube thao
dugc vira ¢ tac dung diéu tri RLLPM vira han ché duoc tac dung phu khi

phai dung kéo dai la sy lya chon ding dén va can thiét.

4.6.5. Mot s6 yéu to lién quan dén hiéu qua diéu trj roi loan lipid mau cia
cao long Dai an

Nghién ctru mot sé yéu t6 lién quan dén hiéu qua diéu tri rdi loan lipid
mau ctia cao 1ong Pai an, nhan thay:

- O ca 2 nhém nghién ctru, hi¢u qua diéu tri tot va kha & nhém bénh
nhan c6 THA khong khac biét so véi nhom bénh nhan khong THA (p>0,05)
(bang 3.26).

Nhu vay, v6i thanh phan bai thudc co tac dung chinh 14 tiéu thuc kién
ty loi thap, giai quyét vao co ché sinh dam thap theo YHCT, cao long Pai an
c6 hiéu qua diéu chinh rdi loan lipid mau nhung khong lam thay d6i tinh trang

huyét 4p ctia bénh nhan. Cao 16ng Pai an phu hop véi cac truong hop dam
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thap tré do thyc tich, c6 thé lién hé voi YHHD 1a hoi chtng réi loan lipid mau
thr phat do yéu t6 dn udng gay nén.

- O nhom udng cao 16ng Pai an ciing nhu Axore, hiéu qua diéu trj tot
va kha & cac thé RLLPM theo Fredrickson khac biét khong cé ¥ nghia théng
ké (p>0,05) (bang 3.27). Do vdy, cao long Pai an c6 thé dugc st dung cho
cac bénh nhén co ting cholesterol don thudn, ting TG don thuin hoic ting

lipid mau hon hop véi hiéu qua twong duong nhau.

- So sanh vé& hiéu qua diéu tri gitta cac thé bénh ctia YHCT, & nhom
uéng cao léng Pai an, mirc d§ lam gidm cac chi s6 TC va LDL-C cua thé
bam troc U tré¢ va Ty than duong hu c6 xu huéng cao hon ¢ nhom Can than

am hu, tuy nhién su khéac biét khong cé y nghia théng ké (p>0,05).

Mot s6 nghién ctru khac cling cho thay hiéu qua diéu tri ctia bai thude
c6 lién quan dén thé bénh YHCT. P Quéc Huong va cs. (2010) [99] dung
bai thuéc "Luc quan tir thang", diéu tri cho 55 bénh nhan RLLPM thay thudc
lam giam TC, TG LDL- C va lam ting HDL-C, ¢6 ¥ nghia théng ké voi
p<0,01. Thudc c6 tac dung tot v6i thé ty hu dam thép, it c6 tac dung voéi thé ty
than duong hu [99].

Nguyén Thuy Huong va cs. (2013) dung vién nén “Ha m&” diéu tri
bénh nhan RLLPM, danh gia két qua theo phan loai YHCT: thé ty hu dam
thap c6 nong d6 TC va LDL-C giam lan luot 1a 14,7% va 21,9%, so véi
thé can than 4m hu ¢6 mirc 46 giam TC 1a 12% va LDL-C 1a 17,3%. Nong
d6 TG va HDL-C ¢ ca 2 thé thay doi chua c6 y nghia véi p>0,05 [95].

Tém lai, bai thudc cd phuwong Pai an hoan tuy chua tirng duoc nghién
clru vé tac dung diéu tri hoi ching RLLPM nhung ching t6i da dua trén co sé
bién chung luan tri cia YHCT cung v6i cac tdc dung dugce ly theo YHHD cua

mot sO vi thudc trong bai thudc dé€ nghién clru, mé rong chi dinh cho bai
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thudc nay. Thude sir dung trong nghién ctru duogc bao ché dang cao long, dam

bao tinh 6n dinh va hap thu tét hon cic dang bao ché khac.

Cao 1ong Pai an da duoc danh gid tac dung didu chinh RLLPM trén ca
mo hinh thue nghiém va trén 1am sang. Két qua nghién ctru thyc nghiém cho
thay cao 1ong Pai an ¢6 hiéu qua tbt theo ca hai co ché ndi sinh va ngoai sinh,
dong thoi con co tac dung chdng vira xo dong mach. Két qua nghién ctru trén
lam sang cho thay hiéu qua diéu chinh RLLPM ciia cao léng Pai an tuong
duong voi Axore lidu luong 10mg/ngay. Pay 13 thudc thudc nhom statin -

nhom thude ¢ hiéu qua nhat trong diéu tri RLLPM hién nay.

Ngay nay xu hudng st dung thuéc YHCT dang ngay cang duoc gia
tang vi tinh hiéu qua va it tic dung phu. Pic biét ddi véi hoi chung RLLPM,
thuéc YHCT d4 ching t6 c6 nhiéu trién vong kha quan, do viy cac hudng
nghién ctru tién 1am sang, lam sang vé hiéu qua, co ché tac dung cua thudc, su
phéi hop va tuong tac giita cac thude 13 can thiét va dap Gmg nhu cau diéu tri

cua bénh nhan.
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KET LUAN

1. Cao 16ng Pai an c6 tac dung diéu chinh rdi loan lipid mau va tic dung
chong xo vira ddng mach trén mé hinh dong vat thwe nghiém.

- O md hinh gay ting lipid mau noi sinh, cao 16ng Pai an & cac liéu
9,6g va 19,2 g duoc liéuw/kg déu 1lam giam co6 ¥ nghia thong ké cac chi sb TC,
non-HDL-c so v6i 16 mo6 hinh (p< 0,01). Muc giam cholesterol mau cta cao
long Pai an & ca 2 liéu twong duwong véi atorvastatin 100 mg/kg.

- O md hinh gay tang lipid mau ngoai sinh, cao 16ng Pai an & cac licu
4,8¢ va 9,6g duoc liéu/kg/ngay va atorvastatin lidu 10 mg/kg/ngay déu lam
giam nong d6 TC, LDL-C c6 ¥ nghia théng ké.

- M6 hinh gay xo vita dong mach: cao léng Pai an & cac liéu 2,4g va
4.8g duogc liu/kg/ngay co tac dung 1am giam cac chi sé: TG, TC va LDL-c
véi p<0,05. Mirc d6 thoai ha md cua gan & cac 16 udng atorvastatin va cao
long Pai an c6 giam hon so v6i 16 mo hinh. Hinh anh dai thé va vi thé dong
mach chu ciia tho da cho thay rd hiéu qua chéng XVDM cao long Pai an:
2/3 miu bénh pham cua 16 udng cao long Pai an liéu 4,8g duoc liéu/kg co
hinh anh ciu tréc vi thé binh thuong.

2. Cao 16ng Pai an c6 tac dung diéu tri bénh nhan réi loan lipid mau,
twong dwong véi Axore 10mg (atorvastatin). Thudc cé tinh an toan, hau
nhu khong giy tic dung phu trén lam sang.

- Cao 16ng Dai an udng 40ml/ngady c6 tac dung diéu chinh réi loan lipid
méu nhitng bénh nhan RLLPM: sau 60 ngay diéu tri, ndng d6 TC giam 17,7%;
noéng do TG giam 20,0%; néng d6 LDL- C giam 14,1% (p <0,001) ; nong do
HDL- C ting 8,4% (p>0,05); chi s6 TC/HDL- C giam 15,7%; chi s6 LDL-
C/HDL- C giam 13,3% (p<0,01).
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- Hi€u qua diéu tri RLLPM cua cao long Pai an: két qua diéu tri tot 1a
35%, kha 1a 36,7%, khong hi€u qua 1a 23,3% va hi€u qua x4u 13 5,0%. Ty 1€
két qua tét va kha & nhoém diéu tri cao long Pai an (71,7%) it hon so voi
nhém Axore (81,7%), tuy nhién sy khac biét khong c6 y nghia théng ké
(p>0,05).

- SO sanh hiéu qua diéu tri cua cao long Pai an trén 3 thé bénh theo
YHCT, thudc c¢6 xu hudng tac dung tot hon ¢ 2 thé Pam troc @ tré va Ty than
duong hu so v6i thé Can than am hu, tuy nhién sy khac biét khong c¢6 ¥ nghia
théng ké (p>0,05).

- Sau 60 ngay diéu tri bang cao 1ong Pai an, khdng thay thay doi vé
chtic ning hé théng tao mau ciing nhu chirc ning gan, than & cac bénh nhan
RLLPM. Trong thoi gian uéng thudc, mot vai trudong hop xuét hién céc triéu
ching khong mong muén trén 1am sang nhu ddy bung, tdo bon hay di long

nhung & muc do nhe va ty mat di sau vai ngay va khong can diéu tri gi.
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KIEN NGHI

1. Nén stir dung cao l6ng Pai an dé diéu tri cho bénh nhan c6 RLLPM.
Co thé sur dung rong rai vi thube co gia thanh thép, hiéu qua diéu trj cao, it tac
dung phu.

2. Tiép tuc nghién ciru chuyén dang dong vién nang dé tién loi hon cho

bénh nhan st dung.
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PHU LUC 1

TIEU CHUAN CO SO CAO LONG PAI AN

|. YEU CAU Ki THUAT
1.1. Cong thirc diéu ché cho 100ml cao:

Son tra 51,49

Bach truat 25,79

Ban ha 25,79

Bach linh 25,79

Than khuc 17,29

Tran bi 8,69

Lién kiéu 8,60

Lai phuc tr 8,69

Sinh khuong 8,69

1.2. Nguyén phu li¢u
Stt | Tén vi thudc Tén khoa hoc Pat tiéu chuin
1 | Sontra Fructus Crataegi DDVN IV 20009, tr.885
2 | Bach truat Rhizoma Atractylodis DDVN 1V 2009, tr.693
macrocephalae

3 |Banha Rhizoma Pinelliae DDVN 1V 2009, tr.694
4 | Tran bi Pericarpium Citri reticulatae | DBDVN IV 2009, tr.922
5 | Lién kiéu Fructus Forsythiae suspensae | DDVN IV 2009, tr.811
6 | Lai phuctir | Semen Raphani sativi DDVN 1V 20009, tr.704
7 | Sinh khuong | Rhizoma Zingiberis DDVN 1V 2009, tr. 771
8 | Bach linh Poria cocos Wolf. DDVN IV 20009, tr.862
9 | Than khuc Massa Medicata Fermentata




1.3.  Yéu cu chit lwgng thanh phim

Tinh chdt: Chéat long mau nau den mui thom nhe, vi hoi d:fmg ngot.

Dé trong va dp dong nhit: sanh, ddng nhat, khong co vang mbc, cin bi
duoc li¢u hay vat la.

Ty trong (6 20°C): 1,1- 1,3

Chi s6 khiic xa: 1,32 — 1,37

Dinh tinh: thé hién phép thir dinh tinh cua Son tra, ban ha, tran bi, lién

kiéu, bach truat, sinh khuong, lai phuc tir.

- Chit chiét dwoc trong dwoc ligu: tinh ham lugng cac chat chiét dugc
trong cao long theo DPVN IV. Ham luong céac chat chiét dugc trong
cao long khong dudi 20%.

- Pinh lwong: ham luong hesperidin trong ché pham khong dugc dudi

0,5mg/ ml.
- Gioi han nhiém khudn: Dat yéu cau muc 4, phu luc 13.6 DDVN IV.
Il. PHUONG PHAP THU

2.1. Tinh chit: Kiém tra bang cam quan, ché pham dat cac yéu cau da
néu.

2.2. Po trong va do ddng nhat: Quan sat dudi anh sang tu nhién, thude

d6ng nhat, khong co cin ba duoc liéu va vt la.

2.3. Ty trong: Thu theo DDVN IV, phu luc 6.5, phuong phap dung ty
trong ké.

2.4. Chi s6 khiic xa: Thir theo DDVN IV, phu lyc 6.1

Chi s6 khuc xa duoc do & 20°C + 0,5°C véi tia sang cd budc sdng tuong

ung voi vach D cua Natri (589,3 nm)

2.5. Dinh tinh:

2.5.1. Dinh tinh Son tra (theo TCCYS)

e Dung cu, thudc thir:



- Ban mong silicagel 60 Fass day 0,25mm, hoat hoa & 110 °C trong 30
phut.

- Ethyl acetat, ethanol 96% (TT).

- Dung moi: Toluen — ethyl acetat — aceton — acid formic (5:2:2:1)

- Hién mau: Soi UV 254 nm

e Cach thu:

- Dung dich ddi chiéu: Léy 2g bot dugc licu chuan Son tra, thém 50 ml
nudc, dun so1 nhe 30 phut, dé nguoi, loc. Chuyén dich loc vao binh gan
roi lic voi 30ml ethyl acetat, gan lay 16p dung méi, c¢b can trén cach
thiry. Hoa can trong 1ml ethanol 96% duoc dung dich cham sic ky.

- Dung dich thu: Léy 20ml mau thir, thém 30ml nude, dun néng nhe 5
phut, dé ngudi, chuyén vao binh gan r6i lac v6i 30ml ethyl acetat, gan 1ay
16p dung méi, cd can trén cach thity. Hoa can trong 1ml ethanol 96%
duoc dung dich chdm sic kY.

Cham riéng biét 1én ban mong 15 ul mdi dung dich ddi chiéu va dung
dich thir tai 2 diém A va B. Trién khai sic ky theo DDVN 4, phu luc 5.4.
Sau khi trién khai duoc khoang 12 - 14 cm, 1dy ban mong ra, dé khé &
nhiét d6 phong roi soi UV 254nm

Két qua : Dung dich thtr phai c6 cac vét co cing mau, ciung Ry véi cac
vét ctia dung dich ddi chiéu.

2.5.2. Dinh tinh Trdn bi (theo KN/QTPTTM/T.32)

e Dung cy, thude thur:

- Ban mong silicagel 60 Fas4 day 0,25mm, hoat hoa & 110 °C trong 30
phat.

- Ether ethylic, ethanol 96% (TT).

- Dung méi: Cloroform - methanol (9:1)

- Hién mau: So1 UV 366 nm



e Cich thu:

- Dung dich ddi chiéu: Léy 2g bot duogc licu chuan Tran bi, thém 50 ml
nudc, dun soi nhe 30 phut, dé nguoi, loc. Chuyén dich loc vao binh gan
roi lic voi 30ml ether, gan 14y 16p dung moi, ¢o can trén cach thuy. Hoa
cin trong 1ml ethanol 96% duoc dung dich chim sic ky.

- Dung dich thir: Ly 20ml ché pham, chiét trong tu nhu véi maiu chuan
Cham riéng biét 1én ban mong 15 ul mdi dung dich d6i chiéu va dung
dich thir tai 2 diém A va B. Trién khai sic ky theo DDVN 4, phu luc 5.4.
Sau khi trién khai duoc khoang 12 - 14 cm, 1dy ban mong ra, dé khé ¢
nhiét d6 phong roi soi UV 366nm

Két qua : Dung dich thir phai ¢6 cac vét co cing mau, cing Ry véi cac
vét ctia dung dich ddi chiéu.

2.5.3. Dinh tinh Bach truat (theo KN/QTPTTM/B.3)

e Dung cy, thude thur:

- Ban mong silicagel 60 F,54 day 0,25mm, hoat hod ¢ 110 °Cc trong 30
phat.

- Ethanol 70% (TT).

- Dung méi:  1-propanol — ethanol — cloroform — nudc (4:4:4:2)

- Hién mau: Dung dich Ninhydrin 0,5 % trong ethanol 96%

e Cich thu:

- Dung dich di chiéu: Ly 2g chuan Bach truat, thém 15ml ethanol 70%,
dun s6i trén cach thiy 15 phut, loc dugc dung dich chdm séc ky.

- Dung dich thir: Lay 20 ml ché pham, thém 15ml ethanol 70%, dun soi
trén cach thuy 15 phut, loc dugc dung dich chim séc ky.

Cham riéng biét 1én ban mong 15 ul mdi dung dich ddi chiéu va dung

dich thir tai 2 diém



A va B. Trién khai sic ky theo DDVN 4, phu luc 5.4. Sau khi trién khai
dugc khoang 12 - 14 cm, 1ay ban mong ra, dé khd & nhiét d6 phong rdi
phun thudc thtr hién mau, sdy, quan sat cac vét ¢ anh sang thuong.

Két qua : Dung dich thtr phai c6 cac vét co cing mau, ciing R véi cac
vét ctia dung dich ddi chiéu.

2.5.4. Dinh tinh Sinh khuwong (theo KN/QTPTTM/S.7)

e Dung cu, thude thur:

- Ban mong silicagel 60 F,54 day 0,25mm, hoat hod ¢ 110 °Cc trong 30
phat.

- Ether ethylic, ethanol 96% (TT).

- Dung moi: N-hexan — ethyl acetat (3:7)

- Hién mau: Dung dich vanilin 1% trong dung dich acid sulfuric 5%

e Cich thur:

- Dung dich d6i chiéu: Lay 2g bot duoc liéu chuan Gung, thém 50 ml
nudc, dun so1 nhe 30 phut, dé nguoi, loc. Chuyén dich lgc vao binh gan
roi lic voi 30ml ether, gan 1dy 16p dung moi, ¢ can trén cach thuy. Hoa
can trong 1ml ethanol 96% duogc dung dich cham séc ky.

- Dung dich thir: Liy 20 ml ché pham, chiét twong tu nhu voi mau chuan
Ch4m riéng biét 1én ban mong 15 ul mdi dung dich d6i chiéu va dung
dich thir tai 2 diém A va B. Trién khai sic ky theo DDVN 4, phu luc 5.4.
Sau khi trién khai duoc khoang 12 - 14 c¢m, ldy ban mong ra, dé kho &
nhiét d6 phong r6i phun thude thir hién mau, siy, quan sat cac vét & anh
sang thuong

Két qua : Dung dich thir phai c6 cac vét co cling mau, ciing Ry véi cac
vét ctia dung dich ddi chiéu.

2.5.5. Pinh tinh Ban ha (theo TCCS)

e Dung cy, thube thir:



- Ban mong silicagel 60 Fass day 0,25mm, hoat hoa & 110 °C trong 30
phut.

- Cloroform, ethanol 96% (TT).

- Dung mai: Cloroform — methanol - amoniac (7:1:0,2)

- Hién mau: Hoi lod bao hoa

e Cach thu:

- Dung dich dbi chiéu: Lay 2g bot duge liéu chuan Ban ha, thém 50 ml
nudc va 2ml dung dich acid sulfuric 10%, dun s61 nhe 30 phut, dé nguoi,
loc. Chuyén dich loc vao binh gan, kiém hoa bﬁng dung dich amoniac
10% dén pH=9 — 10, thém 30ml cloroform, lic k¥, gan lay 16p dung
moi, ¢ can trén cach thuy. Hoa cin trong 1ml ethanol 96% dugc dung
dich cham sac ky.

- Dung dich thir: Lay 20 ml ché pham, chiét tvong ty nhu véi mau chuan.
Ch4m riéng biét 1én ban mong 15 ul mdi dung dich d6i chiéu va dung
dich thir tai 2 diém A va B. Trién khai sic ky theo DDVN 4, phu luc 5.4.
Sau khi trién khai dugc khoang 12 - 14 cm, 1dy ban mong ra, dé kho &
nhiét d6 phong rdi dit ban mong trong binh bao hoa hoi Tod.

Két qua : Dung dich thir phai ¢6 cac vét co cing mau, ciung Ry véi cac
vét ctia dung dich ddi chiéu.

2.5.6. Dinh tinh Lai phuc tu (theo TCCS)

e Dung cu, thudc thir:

- Ban moéng silicagel 60 Fj54 day 0,25mm, hoat hod ¢ 110 °C trong 30
phat.

- Ether dau hoa, ethanol 96% (TT).

- Dung moi: Cyclohexan — ethyl acetat — acid formic (8,5:1,5:0,5)

- Hién mau: Dung dich acid phosphomolypdic 5% trong ethanol 96%

e Cach thu:



- Dung dich ddi chiéu: Léy 2g bot duoc licu chuan Lai phuc tu, thém 50
ml nudc, dun s6i nhe 30 phut, dé nguoi, loc. Chuyén dich loc vao binh
gan 16i lic voi 30ml ether dau hoa (60°C - 90°C), gan lay 16p dung moi,
o can trén cach thiy. Hoa can trong 1ml ethanol 96% duoc dung dich
cham sac ky.

- Dung dich thir: Liy 30 ml ché pham, chiét twong tu nhu voi mau chuan
Cham riéng biét 1én ban mong 15 ul mdi dung dich ddi chiéu va dung
dich thir tai 2 diém A va B. Trién khai sic ky theo DDVN 4, phu luc 5.4.
Sau khi trién khai duoc khoang 12 - 14 cm, 1dy ban mong ra, dé khé ¢
nhiét do phong roi phun thude thir hién mau, siy, quan sat cac vét & anh
sang thuong

Két qua : Dung dich thtr phai c6 cac vét co cing mau, ciung Ry véi cac
vét cua dung dich ddi chiéu.

2.5.7. Pinh tinh Lién kiéu (theo KN/QTPTTM/L.10)

e Dung cy, thude thur:

- Ban mong silicagel 60 Fass day 0,25mm, hoat hod & 110 °C trong 30
phut.

- Ether ethylic, ethanol 96% (TT).

- Dung moi: Toluen — cloroform — acid acetic (6:1:0,5)

- Hién mau: Dung dich acid sulfuric 10% trong ethanol 96%

® Céch thu:

- Dung dich dbi chiéu: Ly 2g bot duogc liéu chuan Lién kiéu, thém 50 ml
nudc, dun s6i nhe 30 phut, dé ngudi, loc. Chuyén dich loc vao binh gan
roi lac v&i 30ml ether, gan lay 16p dung méi, c6 can trén cach thuy. Hoa
cin trong 1ml ethanol 96% duoc dung dich chdm sic ky.

- Dung dich thir: Lay 25ml ché pham, chiét twong tu nhu véi mau chuan.



Ch4m riéng biét 1én ban mong 15 ul mdi dung dich d6i chiéu va dung
dich thir tai 2 diém A va B. Trién khai sic ky theo DDVN 4, phu luc 5.4.
Sau khi trién khai dugc khoang 12 - 14 cm, ldy ban mong ra, dé kho &
nhiét 6 phong réi phun thudc thir hién mau, sdy, quan sat cac vét & anh
sang thuong

Két qua : Dung dich thir phai c6 cac vét co cing mau, cing Ry véi cac

vet cua dung dich doi chiéu.

2.6. Chat chiét dwoc
Tién hanh theo DDVN 1V, phu luc 12.15
2.7. Pinh lweng: Pinh lugng Hesperidin bang phuong phap sic ky long
hiéu nang cao.
2.8. Giéi han nhiém khuan: Thir theo DDVN IV, phu luc 13.6
I11. PONG CHAIL GHI NHAN, BAO QUAN

- Pong chai nhya 240 ml.
- Nhén rd rang, dung quy ché.
- B4o quan: noi kho rdo, thoang mat.

- Han dung: 24 thang ké tir ngdy san xuat.

Ha noi ngay  thang nam 2014
XAC NHAN CUA CO QUAN NGUOI SOAN TIEU CHUAN



PHU LUC 2

QUY TRINH SAN XUAT CAO LONG PAI AN

Nguyén liéu Cac budc tién hanh

Son tra, Sinh khuong, Ban

ha, Tran bi, Lién kiéu, Lai Duoc li¢u da qua bao che
phuc t, Bach truat, Théin ) truyén

Kiém tra, kiém soat

Kiém tra nguyén

A

khuc, Phuc linh

Son tra, Ban ha, Lién kiéu, Lai
phuc t, Bach truat, Than khuc,
Phuc linh, Tran bi

Chiét 13n 1 - Nuge mém
- Binh chiét
Bi [«—| Dich chiét1

Chiét 1an 2

- Nudc mém C6 mang mong
- Binh chiét

\ 4
Ba | » | Dich chiét2

- C6 mang mong

A 4

Gop cac dich chiét 1,2

liéu ban dau

Sinh
khuong

- Ep
-Loc

an

Dich B
ep

Co dac

\4

Caolong |
1:2)

Dong chai

Chai 240ml

Kiém nghiém




Phu luc 3
NGHIEN CUU POC TINH CAP CUA CAO LONG DAI AN
I. POI TUQONG VA PHUONG PHAP NGHIEN CUU
1.1. P6i twong nghién ciu
* Thudc nghién ciru:

+ Cong thirc bai thudc: son tra 24g, bach truit 129, ban ha ché 12g, phuc linh
12g, than khuc 8g, tran bi 4g, lién kiéu 4g, lai phuc tir 4g.

+ Thudc nghién ctru dugc bao ché dang cao long ti 1é 3:1 (1ml cao twong duong
3g duogc ligu). Thudc duoc san xuét tai Khoa Duge, Bénh vién Y hoc Co
truyén Trung wong. Thudc thir dat tiéu chuan co so.

* Dong vit nghién ciru:

Chudt nhat tring ching Swiss, ca 2 giéng, khoe manh, trong lugng 20+ 2g.
Pong vat dugc nudi 3 ngdy trude khi nghién ciru va trong sudt thoi gian nghién ctiru
bang thirc dn chuan riéng do Vién Vé sinh dich t& Trung wong cung cip tai phong
thi nghiém cua B mén Dugc ly — Truong Pai hoc Y Ha Noi.

1.2. Phwong phap nghién ciru

Nghién ciru doc tinh cap theo phwong phap Litchfield — Wilcoxon va huéng dan
cua WHO [7].

Chudt nhét trang dugc chia thanh timg 16, mdi 16 10 con. Cho timg 16 chudt uéng
thudc thtr véi lidu tir lidu cao nhat khong gay chét toi lidu thap nhat gay chét 100%
chudt. Chudt dugc nhin an 12 gio trudc khi uéng thude, van uéng nudc déy du.
Theo ddi s6 chudt chét trong 72 gid du va tinh trang chung ctia chudt trong 7 ngay
sau khi udng thudc (dn udng, hoat dong than kinh, di lai, leo tréo, bai tiét, ho hép...).
Néu chudt chét, danh gia dai thé cac ton thuong clia cac co quan. Xac dinh lidu chét
50% (LDsg) theo ty 1& chudt chét trong vong 72 gid sau udng thude 1an dau.

1.3.  Pia diém nghién ciru: Bo mon Duoc 1y, Trudng Pai hoc Y Ha Noi
1.4. Thaoi gian nghién ciu: thang 07/2013.
Il. KET QUA NGHIEN CUU



Sau khi udng thudc thir, tat ca chudt trong cac 16 an udng, van dong binh thudng,
chudt khong bi kho thd, c6 hién tuong tiéu chay, khong thay xuat hién chudt chét
trong vong 72 gid sau khi ung thude thir. Sau 24 gid ngimg udng thude thir, chudt
khong con tiéu chay. Mot tudn sau khi uéng thudc thir tat ca cac chudt déu séng va
khong thiy gi bat thuong & tit ca cac 16 chudt. Licu tdi da chudt di dugc udng
0,30ml/10g thé trong chudt trong 3 lan lién tiép, mdi 1an cach nhau 3 gid, tuwong
duong 90ml/kg thé trong chudt. Nhu vay chudt da udng cao 1ong Pai an véi lidu
1199 cao/kg thé trong chudt nhung khong thdy xuat hién dau hiéu doc tinh cap,
khong thay bat thuong gi sau 1 tuan ké tir khi udng thudc thir 1an dau. Vi khong co
chudt chét & tit ca cac 16 nén chua xac dinh duge LDs, clia cao long Pai an trén
chudt nhit tring theo duong udng bang phuong phép Litchfield — Wilcoxon.

Nham xac dinh liéu khong gy tiéu chay, chudt nhat trang dugc uéng thudc thir
v6i lidu ting dan tir 6g cao/kg/ngay dén 33g cao/kg/ngdy, uébng mot lan duy nhat
v6i thé tich 0,25ml/10g thé trong. Sau khi udng thudc, lidu 13g cao/kg/ngay dugc
xac dinh 13 lidu cao nhat khong gy tiéu chay trén chudt nhat trang theo duong
ubng.

I1l. KET LUAN

Trén thuc nghiém, chua xac dinh dugc doc tinh cép cua cao léng Pai an theo
duong udng trén chudt nhat trang:
- Véi licu 1én toi 1199 cao/kg/ngdy tuong duong véi 357g duoc lidu/kg/ngay,
khong thiy c6 biéu hién ngd doc va khong co chudt nao chét. Do d6 chua xac dinh
dugc LDsg cua cao long Pai an trén chudt nhét tréng theo duong uéng.
- Véi liéu 13g cao/kg/ngay trd xubéng khéng gy hién tuong tiéu chay ¢ chudt

nhat tring theo duong udng.

XAC NHAN CUA NOI NGHIEN CUU

Trudng BO mon Duogc ly

TS. Pham Thi Van Anh



PHU LUC 4
Bénh vién YHCTTW

PHIEU NGHIEN CcUU

S6 bénh an: ...
| 5 L T 2 1R 1< o SRR
2. Gidi: Nam (1) NI (2) vvvvvverereeeeereeeeeeceenen, O AT E
TR 5 J - 1 1§ S PRRPPR
N T T 1<) SO

5. ThOT @Ian MAC DBNN......cvveceeieceeeeee ettt

7. Tién st ban than: Co (1) khong (2)
- Tang huyét ap:
- bai thao duong:
- Viém thén, suy than:
- Bénh mach vanh:
- Viém tic mach chi:
- Tai bién mach ndo:
- Goute:
- Suy tuyén giap:
- S61 mat:
- Cac bénh khac:
9. Tién sir bénh tat gia dinh: C6 (1) khong (2)
10. Thoi quen: Co (1) khéng (2)
- Thé duc thé thao:
- Hut thudce 14:

- Udng ruogu, bia:



- An rau, dau, du thuc vat:

- An trimg, thit, m& dong vat:

- An dudng, sita, chit ngot:

- An min, mi chinh:
11. Ngay vao vién:............cceeennnne. NEAY 12 VIEN: vvvieiiiie et
12. ChAN QOAN TAY Y .ottt en s st
13. ChAn AOAN AONE Vi ovvveveveereeeeeteeeeseese st ess et ssse st ss s s eses s sanaeneas
14. PRUONG PhAP GHBU T ..voveevevreveeeieceeee ettt est st st st en st s st s s
15. Thudc dung phdi hop: CO (1) KhONZ (2) c.uvvvevverereeereeresieiesieeieeisseesesessessen s sssesnens
Tén thudc, lidu lugng, thoi gian dUNG: ........cc.cceveverereeseeieeee et

16. Theo ddi can 1am sang:

Xét nghlém mau Do D3 Deo Ghi chu

Cholesterol

Triglycerid
HDL-C
LDL-C

Glucose
Ure

Creatinin
ALT
AST

Hong cau

Bach cau

Tiéu cau

Hemoglobin

17. Theo ddi triéu ching YHCT: C6 triéu ching, triéu ching khong thay d6i hoic

ning 1én: 2, triéu ching giam: 1, khong c6 hodc hét triéu ching: 0.



Triéu ching

Do

D60

Giam

Khong
thay doi

Giam

Khong
thay doi

Co thé ndng né

Dau nédng dau

Thé
dam Chan tay t€ ndng
troc | Ankém
tré Chét ludi béu
Ré&u tron nhot
Mach huyén hoat
M¢ét moi vo luc
Chong mat
Thé ty Chan tay lanh
than .
Bung day truong
duong
hu Dai tién phan nat
Ludi nhot
Réu ludi tring day
Mach trim té
Chong mat
U tai
Thé can [ Ngii tam phién nhiét
than &m ["\rians kho khat
hu

Dai tién tao

Lu61 do, it réu

Mach huyén té sac




18. Céc chi s khac:

Triéu chirng Do D3 Dys Ghi cha

1. Can nang

2. Chiéu cao

3. Vong bung

4. Chi s6 BMI

5. Mach

6. Huyét ap toi da

7. Huyét ap toi thiéu

19. Tac dung phu: Cé (1) khong (2)
Man ngra:
Pau bung:
Non, budn nén
Tao bon, ia chay:

CAc triéu chirng khac:

Lanh dao co so diéu tri Bac si di€u tri




PHU LUC5

Phan loai mirc do cac triéu ching 1am sang caa hoi chirng

roi loan lipid méau theo Y hec co truyén

(Nguon: Vwong Giai, 2010, “Bénh chitng roi logn lipid mau”, Bénh ching két hop

Trung y ching hdu hoc, tr.46-47)

Tri¢u chirng Nhe Viura Nang
Hinh thé béo | BMI>25 BMI > 30 BMI > 35
phi
Huyén vung Thinh thoang dau Chong mat, nhin d6 | Cam giac chong

dau, chong mat

vat quay cudng,

khong di lai dugc

chanh mudn nga,
khong thé dung day

duoc.

Pau ning nhu
bo chat

Ho1i ¢6 cam giac

nang dau

Cam giac ning dau
ro

Pau ning nhu doi mii
thit chat

Tic nguc

Hoi tirc ndng vung

nguc

Tlrc nguc 1o, cé luc
kho tho

Tlrc nguc, khoé tho

nhiéu

Buon ndn, chay

Buon non, dom dai

Non khan, c6 lac

Non, dom dai nhiéu

dai trong loang. dom dac dinh

Chan tay té Chan tay hoi té bi, | Chan tay té bi luc Té bi chan tay ro, dac

nang cam giac chi dudi nang lac nhe, chi biét khi gio chan tay
ning khi leo cau dudinang né khidi | Ién cao.

thang .

lai.

Lanh chan tay

Hoi lanh chan tay

Lanh chén tay r0.

Lanh cac chi, mudn u

I4
A

am

MéEt méi vo luc

M¢ét moi vo luc sau

hoat dong.

Cam giac mét moi
ngay ca khi khong
hoat dong.

ME¢ét moi vo luc rd

rang.




Dai tién long

Dai tién khong
thanh khudn, ngay 1

Dai tién khong thanh

khuon, ngay nhiéu

Dai tién 16ng, loang

lan lan
U tai U tai nhe Doi khi u tai nang U tai lién tuc, thinh
luc gidm sut
Moi lung Moi lung ltc sang | Lung dau méi lién Lung dau nhu mudn
som, van dong 1 lic | tuc, lam viéc dau gy, nghi ngoi khong
thi hét tang. do
Moi gbi Cam giac hoi nang | Goi moi, khong ding | Goi moi, khong mudn
né & dau gdi thang duoc khi mang | budc
Xach vat nang
Ngii tim phién | Long ban chan ban | Tam phién, long ban | Phién nhiét, khong
nhiét tay hoi nong vao chan ban tay néng rat | mudn dap chin
budi chiu
Pau dau Thinh thoang hoi | Pau dau lién mién Pau dau dit doi, dau
dau dau nhung c6 thé chiu bdc 1én dinh dau
duoc
But rat, d& cdu | TAm phién but rt | TAm phién btic bach, | Tam phién dé cau
git dé cau gian, kho kiém ché
Mit hong d6 | Mit hoi hong do Mit rat do Mit d¢6 nhu danh
phan
Péng miéng Mo6i miéng kho Ping miéng khong Miéng dang rat
déng mudn in
DPau trc nguc Nguc suon dau tcc | Thinh thodng nguc Nguc suon dau tic

suon

nhe

suon dau tirc nang

dir doi

bi lai dau nhirc

Pau nhtrc am i khi
di lai

DPau méi cach hdi khi
di lai

Pau nhtc lién tuc khi
di lai




Dau nhoi ving

Vung trudce tim dau

Vung trude tim dau

Vung trude tim dau

trudc tim am i nhoi tung lic nhoi lién tyc

Tam quy (héi | Doi khi tam quy Hbi hop ting con Tam quy chinh xung

hdp) xuat hién, muac do (hoi hop, nhip tim
nhe nhanh)

That mién (Mat | Ngu khong sau gidc | Dé tinh gidc, ngii Ngu dudi 6

ngu) nhung chua anh dudi 6 tiéng/ngay, tiéng/ngdy, anh
huong dén kha ning | anh huong dén kha huong dén kha ning
lam viéc nang lam viéc lam viéc

Nhat mi¢ng Miéng giam vi gidc | Cam giac nhat miéng | Miéng nhat khong

ro mudn dn

An it An it Kém an Chan an

Bung day Bung day chuéng Pay bung timg con Bung day chudng lién

chudng nhe tuc

Phu mat, phu

Phu nhe vao buoi

Phu 4n 16m

Phu an 10m nhiéu

chan tay sang va budi tbi

Kho miéng Hoi kh6 miéng Miéng kho it tan dich | Miéng kho, khat nudce
Kién vong Thinh thoang quén. | Quén nhiéu. Tri nhé giam sut.
(Hay quén)

Dai tién tao

Dai tién tdo, ngay 1

\
A

lan

Dai tién kho di, 2
ngay 1 lan

Dai tién rat kho khan,

vai ngay méidi 1 lan

Tiéu tién do sén

Tiéu hoi vang

Tiéu vang it

Ti€u vang sam

Tam phién bat
an

Doi khi tim phién

bat an

Rét hay tam phién

bt an.

Tam phién bat an lién
tuc, kho kiém ché




PHU LUC 6
MAU THU'C PON CHO NGUOI CO CHOLESTEROL MAU CAO

(Nguén: Vién Dinh dudng Quoc gia — Bo Y té)

Gio Thw2+5 Thir 3 + 6 + Chu nhit Thw 4 +7

7 gio Stra chua dau tuong | Stta chua dau tuwong | Stta chua dau tuong
250ml (dau tuong | 250 ml 250 ml
30g, duong 10g)

11 gio Com: gao t¢ 150g Com: gao t¢ 150g Com: gao té¢ 150g
bau phu om (dau|Xa lach (dua chuot, | Rau muéng ludc
phu 100g, dau 10g) |gid) tron dau (rau | 250g

: 300g, dau 10g, d4 L .
Rau mudng ludc: g dau 10g, dam) Thit rim (thit nac
2509 Cé kho: 80g 309)
14 gio Cam 1| qua 200g Chubi tiéu: 2 qua Chudi tiéu: 2 qua,
hoic du du, hoéng
Xiém
17 g16 30 Com: gao té¢ 150g Com: gao t¢ 150g Com: gao té 150g

Tom rang (tbm
déng 50g, dau 10g)

Canh rau cai (rau
cai 200g)

Mang xao thit (mang
200g, dau 10g, thit bo
409)

Nom rau mudng, gia
(rau 300g, lac viung
40g, dam, toi, rau
thom)

Tring rén: 1/2 qua

Thanh phin dinh dudng cia thuc don:

Nang Iuong: 1700-1800 kcal

Pam: 60-70g
Chét béo: 25-30g
Bdt duong: 300g

Calo tur dam: 15%

Calo tir chat béo: 15%
Calo tir bot duong: 70%




PHU LUC 7

DANH SACH BENH NHAN (NHOM NGHIEN CUU)

Stt Ho va tén Gi6i | Tuoi Pia chi Ngay vao | So phiéu
vién NC
1 | Vil Thi Ph. Nit | 65 Pong Pa- Ha Noi 06/06/2014 001
2 | Ping Thanh T. Nam | 33 | Hai Ba Trung-Ha Noi | 07/06/2014 002
3 | Nguyén Thi N. Nit | 62 | Hai Ba Trung-HaNo6i | 09/06/2014 003
4 | Nguyén Thi Th. Nit | 66 Long Bién-Ha Noi 11/06/2014 008
5 | Cao Thi H. Nir 45 Hai Ba Trung-Ha N6i | 11/06/2014 009
6 | Nguyén Khac C. Nam | 42 Ba binh-Ha Noi 12/6/2014 012
7 | Ta Thi Bich b. N 44 Hai Ba Trung-Ha Noi 15/6/2014 013
8 | Vii Thi Hong H. Nit | 54 DPong Pa- Ha Noi 16/6/2014 014
9 |[Nguyén Thi BichN. | Nir | 48 Péng Pa- Ha Noi 21/6/2014 017
10 | Nguyén Thi H. N | 60 Hoan Kiém-Ha Noi 21/6/2014 018
11 | Ly bao N. Nam | 30 Hai Ba Trung-Ha No6i 21/6/2014 019
12 | Ta Thi P. N 63 Hai Ba Trung-Ha Noi 26/6/2017 022
13 | Tran Quoc H. Nam | 44 Hoan Kiém-Ha Noi 29/6/2014 025
14 | Nguyén Thi N. Nit | 45 Hoan Kiém-Ha Noi 29/6/2014 026
15 | Nguyén Thi Yén N. Nt | 70 Thanh Xuan-Ha Noi 30/6/2014 030
16 | Tran Thi Q. Nit | 73 | Hai Ba Trung-HaNoi | 04/7/2014 031
17 | Tran Thi Th. Nit | 76 Pong Da- Ha Noi 04/7/2014 032
18 | Ngb Thi D. Nit | 71 | Hai Ba Trung-HaNoi | 11/7/2014 035
19 | Nguyén Thi Thanh T. | Nit | 52 Pong Pa- Ha Noi 11/7/2014 036




20 | Vii Vian V. Nam | 56 Ba Pinh-Ha Noi 14/7/2014 040
21 | Thai Thi X. Nit | 61 Péng Pa- Ha Noi 21/7/2014 041
22 | Nguyén Van L. Nam | 46 | Thanh Xuan-HaNo6i | 21/7/2014 042
23 | Nguyén Tuyét Tr. Nir | 69 Hoan Kiém-Ha Noi 21/7/2014 043
24 | Pam Hiru N. Nam | 76 | Thanh Xuan-HaNo6i | 22/7/2014 047
25 | Vi Ngoc Th. Nam | 55 Hoang Mai-Ha Noi 24/7/2014 048
26 | Nguyén Xuan D. Nam | 74 Hai Ba Trung-Ha Noéi 28/7/2014 049
27 | Phung Xuén Th. Nam | 62 DPong Pa- Ha Noi 29/7/2014 052
28 | Nguyén Thi C. Nit | 61 Long Bién-Ha Noi 29/7/2014 053
29 | Nguyén Thi T. Nir | 43 Long Bién-Ha Noi 03/8/2014 057
30 | Ta Thi X. Nit | 70 Ba Pinh-Ha Noi 04/8/2014 058
31 | Ta Vin B. Nam | 60 Gia Lam-Ha noi 04/8/2014 059
32 [ Ngé Thi Th. Nit | 65 Hoang Mai-Ha Noi 08/8/2014 063
33 | Pham Thi H. Nit | 48 | Hai Ba Trung-HaNoi | 09/8/2014 065
34 | Pham Thi H. Nit | 62 Long Bién-Ha Noi 12/8/2014 067
35 | Ngé Pt B. Nam | 39 | Thanh Xuan-Ha Noi 12/8/2014 068
36 | Nguyén Vin D. Nam | 43 Pong Da- Ha Noi 12/8/2014 069
37 | B3 Van A. Nam | 55 | Hai Ba Trung-HaN6i | 18/8/2014 073
38 | Pang Thi O. Nit | 73 |Hai Ba Trung-Ha Noi 19/8/2014 074
39 | Pang Thi H. Nit | 59 |Hai Ba Trung-Ha Noi 19/8/2014 075
40 | Nguyén Thi Thu H. Nit | 68 Péng Pa- Ha Noi 19/8/2014 076
41 | Pinh Thi D. Nit | 67 Long Bién-Ha Noi 21/8/2014 080
42 | Hoang Thu Th. Nit | 55 Pong Pa- Ha Noi 22/8/2014 081




43 | Pb Van H. Nam | 58 | Hai Ba Trung-HaNoi | 26/8/2014 083
44 | Nguyén Anh V., Nam | 54 Ba Dinh-Ha Noi 26/8/2014 084
45 | Vii Thi Ch. N | 39 Tay Ho- Ha Noi 26/8/2014 085
46 | B6 Thi H. Nit | 47 Thanh Xuan-Ha Noi 28/8/2014 087
47 | Nguyén Thi V. Nt | 60 | Thanh Xuan-HaNo6i | 29/8/2014 088
48 | Pham Thi N. Nir | 57 Hoan Kiém-Ha Noi 29/8/2014 089
49 | Nguyén Thi KimH. | Nt | 44 Tir Liém-Ha Noi 06/9/2014 092
50 | Bui Thi Tuyét N. Nt | 50 Hoan Kiém-Ha Noi 06/9/2014 093
51 | Tran Thi H. Nt | 40 Long Bién-Ha Noi 6/9/2014 094
52 | L& Thi T. Nir 76 Hai Ba Trung-Ha No6i 6/9/2014 095
53 | Nguyén Thi T. Nit | 76 Pong Pa- Ha Noi 6/9/2014 096
54 | Bui Ngoc B. Nam | 67 Pdng Pa- Ha Noi 8/9/2014 098
55 | Nguyén Thi D. Nt | 69 | Hai Ba Trung-HaN6i | 10/9/2014 103
56 | Tran Thi T. Nit | 55 | Hai Ba Trung-HaNoi | 12/9/2014 106
57 | V& Minh T. Nam | 64 Tay Ho- Ha Noi 15/9/2014 108
58 | Lwong Thi B. Nit | 69 Hoan Kiém-Ha Noi 21/9/2014 113
59 | Hoang Khac H. Nam | 70 Hoan Kiém-Ha Noi 22/9/2014 114
60 | Nguyén Thi N. N | 37 Hoan Kiém-Ha Nbi 22/9/2014 115




DANH SACH BENH NHAN (NHOM CHUNG)

Stt Ho va tén Gi6i | Tudi Pia chi Ngay vao | So phiéu
vién NC
1 | Truwong Thi H. N 58 | Thanh Xuan-HaNo6i | 09/06/2014 004
2 | Lé Thi Kim O. Nir 74 Gia Lam -Ha Noi 09/06/2014 005
3 | Nguyén Xuén T. Nam | 79 Hoan Kiém-Ha Noi | 10/06/2014 006
4 | Nguyén Thi Thay H. | Nit 63 Thanh Xuan-Ha Noi 10/06/2014 007
5 | Nguyén Thi L. N 62 Hoang Mai-Ha Noi 12/06/2014 010
6 | Chu Thi M. N 79 | Hai Ba Trung-Ha Noi 12/6/2014 011
7 | Nguyén Huy M. Nam | 61 Pong Pa- Ha Noi 16/6/2014 015
8 |Nguyén ThiHéngL. | N | 47 Long Bién-Ha Noi 16/6/2014 016
9 | Nhir Duy Th. Nam | 65 | Hai Ba Trung-Ha Noi 25/6/2014 020
10 | Nguyén Thi M. N 73 Ba Dinh-Ha No6i 25/6/2014 021
11 | Nguyén Thi H. Nit | 54 Gia LAm-Ha noi 26/6/2014 023
12 | Pao Thi Th. N 54 Hoang Mai-Ha Noi 26/6/2017 024
13 | LEMInh T. Nam | 59 Gia Lam -Ha Noi 29/6/2014 027
14 | Cao Thi S. N 68 Long Bién-Ha Noi 30/6/2014 028
15 | Vi Thi Nh. N 72 Thanh Xuan-Ha Noi 30/6/2014 029
16 | Nguyén ThiY. N 56 Tay Ho - Ha Noi 06/7/2014 033
17 | Trinh DBang Th. Nam | 60 Hai Ba Trung-Ha Noi 07/7/2014 034
18 | Po buc D. Nam 69 | Hoan Kiém -Ha Noi 12/7/2014 037
19 | Pham Thi L. N 54 | Hai Ba Trung-Ha Noi 12/7/2014 038
20 | Phan Pang K. Nam | 73 Tu Liém - Ha Noi 13/7/2014 039




21 | An Thi Nh. N | 75 Long Bién-Ha Noi 21/7/2014 044
22 | Pham Thj Thu H. Nit | 44 Péng Pa- Ha Noi 21/7/2014 045
23 | Nguyén Thi T. Nit | 65 | Hai Ba Trung-HaN6i | 22/7/2014 046
24 | Pham Hiru D. Nam | 62 Ba Binh-Ha Noi 28/7/2014 050
25 | Nguyén Thi Th. N | 63 Tay Ho- Ha Noi 28/7/2014 051
26 | Pham Thi Kim C. Nit | 81 | ThanhXuan-HaNé6i | 29/7/2014 054
27 |Lé Thanh T. Nam | 67 Hoan Kiém-Ha Nbi 31/7/2014 055
28 | Nguyén Thi T. Nit | 64 Hoan Kiém-Ha Noi 31/7/2014 056
29 | Trinh Thj Tr. Ni | 60 Tir Liém-Ha Noi 06/8/2014 060
30 | Tran Thi Bach Y. Nir | 51 Hoan Kiém-Ha Noi 06/8/2014 061
31 | T6 Thi Nh. Ni | 72 Long Bién-Ha Noi 07/8/2014 062
32 | Nguyén Vin Th. Nam | 70 | Hoan Kiém -Ha Noi 08/8/2014 064
33 | Pao Xuan Th. Nam | 58 Pdng Pa- Ha Noi 09/8/2014 066
34 | Nguyén Thi Y. Nit | 52 Pong Pa- Ha Noi 13/8/2014 070
35 | Nguyén Duy H. Nam | 62 Hai Ba Trung-Ha Noi 13/8/2014 071
36 | Tran Thi Th. Nit | 54 | Hai Ba Trung-HaN6i | 16/8/2014 072
37 | Nguyén Thi Th. Nit | 46 Tay Ho- Ha Noi 20/8/2014 077
38 | Ly Thi Q. Ni | 70 Hoan Kiém-Ha Noi 21/8/2014 078
39 | Trinh Vin B. Nam | 71 Hoan Kiém-Ha Nbi 21/8/2014 079
40 | bang Thi Kim D. Nit | 55 Hoan Kiém-Ha Noi 25/8/2014 082
41 | Truong Thi Thu L. Nit | 39 Pong Pa- Ha Noi 27/8/2014 086
42 | Ta Phuong M. Nit | 61 | Thanh Xuan-HaNo6i | 31/8/2014 090
43 | Tran Quang H. Nam | 56 Hoan Kiém-Ha Noi 31/8/2014 091




44 | Nguyén Thi P. Nit | 67 | Thanh Xuan-Ha Noi 7/9/2014 097
45 | Bao Thanh H. N 53 Hoang Mai-Ha Noi 8/9/2014 099
46 | Hoang Thi Ngoc L. N 78 Hai Ba Trung-Ha Noi 8/9/2014 100
47 | LéthiT. Na | 71 Pong Pa- Ha Noi 9/9/2014 101
48 | Nguyén Cong T. Nam | 48 Long Bién-Ha Noi 9/9/2014 102
49 | Mac Thanh H. Ni& | 75 Long Bién-Ha Noi 12/9/2014 104
50 | Nguyén Anh Q. Nam | 55 Ba Pinh-Ha Noi 12/9/2014 105
51 | Truong Van. H. Nam | 64 Gia Lam-Ha noi 15/9/2014 107
52 | Nguyén thi Ng. Nt | 76 Hoang Mai-Ha Noi 16/9/2014 109
53 | Ha Thi T. Nt | 63 | Hai Ba Trung-HaN¢i | 16/9/2014 110
54 | Pham thi Minh Tr. Nit | 45 Long Bién-Ha Noi 18/9/2014 111
55 | Tran Hong V. Nt | 73 | Hai Ba Trung-HaNoi | 20/9/2014 112
56 | Lé Vin Ng. Nam | 65 Hoan Kiém-Ha Noi 22/9/2014 116
57 | Nguyén thi L. Nit | 70 Gia Lam-Ha noi 25/9/2014 117
58 | Bui buc D. Nam | 68 | Thanh Xuan-Ha Noi 31/9/2014 118
59 | Nguyén Thi B. Nt | 72 | Hai Ba Trung-HaNo6i | 2/10/2014 119
60 | Boan Ngoc D. N 49 Hai Ba Trung-Ha Noi 7/10/2014 120

Xac nhan cua can by huwéng dan

Ngay 15 thang 05 nam 2015

Xac nhan cia noi nghién ciru







