DAT VAN DE
Thé ky 21 1a thé ky cua cac bénh noi tiét va rdi loan chuyen hoa
trong do roi loan lipid mau (RLLM) la mdt trong cac moi quan tam

vé strc khoe cong dong Xa hoi hién dai ngay cang phat trién, ti 18

méc cac bénh chuyén hoa ngay cang gia tang. RLLM gan lien voi

bénh Iy mach mau, 1a mét trong cac yeu t6 nguy co hang dau dan dén
su hinh thanh va phat trién bénh xo vita dong mach va c6 nguy co
gay suy vanh, nhoi mau co tim, tai bién mach mau no... Do vay,
diéu tri RLLM nham han ché su tién trién cia mang xo vira, ngin
ngtra cac bién chiing gay tir vong. Y hoc hién dai (YHHD) di su
dung nhiéu loai thudc véi cac nhom khac nhau nhu: statin, fibrate,
resin... ¢6 hiéu luc diéu chinh RLLM ¢ cac mirc d6 khac nhau nhung
lai c6 tac dung phu nhu: rdi loan tiéu hoa, dau co, ting men gan...

Bai thuéc “Ha md NK” 1a bai thudc nam cia ¢6 Luong y Nguyén

Kiéu, gdm cac vi: Ban ha, Tran bi, Nguu tat, Thao quyét minh, Ha

kho thao, Ty giai nam, Hoe hoa, Ha diép, Ré co tranh. Bai thudc co

tac dung hanh khi, to thap, hoa dam, duoc san xuat thanh vién nang
ctng. Vién nang “Ha m& NK” duoc san xuit theo hudng hién dai hoa
thudc YHCT, dat tiéu chuén co sé, chua c6 cong trinh nghién ciru ndo
danh gia day du tac dung diéu chinh RLLM mot cach khach quan va
khoa hoc. Do vay, chiing em tién hanh cong trinh nghién ciru dé tai

“Nghién citu déc tinh va tac dung diéu tri réi logn lipid mau cia

vién nang “Hg mé NK” v6i muc tiéu:

1. Nghién citu déc tinh cdp, ban trwong dién, tdc dung ha lipid mdu
va chong xo vita déng mach cia vién nang “Ha mé NK” trén
thuc nghiém.

2. Ddnh gid hiéu qud diéu tri cua vién nang “Ha mé NK” trén
nguoi ¢é réi loan lipid mau.

Y NGHIA THUC TIEN VA PONG GOP MOI CUA LUAN AN

Y nghia thuc tién: RLLM |a mot trong cac yéu t6 nguy co hang
dau dan dén su hinh thanh va phéat trién bénh xo vira dong mach va la
nguyén nhan gy cac bién chang vé tim mach. Dé tai tién hanh diéu
tri mot bénh Iy ma ty 1¢ gap trong cong ddng twong dol cao. Thudc
YHHD dem lai hiéu qua t6t, nhung con gy moét s6 tac dung phu
(ting men gan, dau co, roi loan tiéu hoa...). Thuéc YHCT ciing dang
dan dan khang dinh hiéu qua, an toan trong diéu tri RLLM. Pay vira
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la nhu cau cta nguoi bénh va ciing 14 huéng nghién ctru duoc cac nha
khoa hoc trong nuéc va thé gisi quan tam.

Y nghia khoa hoc: Luan &n 1a mot cong trinh khoa hoc dugc
nghién ciru mot cach cé hé thng chit chg, ca trén thuc nghiém va 1am
sang. Thudc duoc nghién ciu xay dung cong thac va san xuit, duoc
danh gia d6 6n dinh, xay dung tiéu chuan co so va kiém nghiém mot
cach khoa hoc. Céc vi thude déu 1a thudc nam sin cé trong cong dong
ding trong diéu tri chimg dam thép twong dwong véi RLLM theo
YHHD. Nghién ciru d cung cip nhiing ching ctr khoa hoc vé tac dung
diéu chinh RLLM ciing nhu tac dung khdng mong muén (néu cé) trén
thuc nghiém va 1am sang. Cong trinh khoa hoc nay gép phan lam sang to
ly luan YHCT va timg budc hién dai hoa thubc YHCT la viéc lam rat
c¢6 ¥ nghia khoa hoc, thuc tién.

CAU TRUC CUA LUAN AN

Luan &n gdm 147 trang: Pt van dé: 02 trang; Tong quan tai lisu: 35
trang; D6i tuong va phuong phap nghién ctu: 24 trang; Két qua nghién
ctu: 45 trang; Ban luan: 38 trang; Két luan: 02 trang, Kién nghi: 01 trang.
Luan an c6 132 tai liéu tham khao (tiéng Viét: 61, tiéng Anh: 68, tiéng
Trung: 03), 58 bang, 12 biéu do, 3 hinh anh, 06 so d6 va 13 phu luc. a

Chwong 1. TONG QUAN TAI LIEU

1.1. Réi loan lipid mau theo y hoc hién dai

1.1.1. Khdi niém: Rbi loan lipid mau (RLLM) 1a tinh trang mat can
bang gitta cac thanh phan lipoprotein trong méu: cholesterol toan
phan (TC), triglycerid huyét twong(TG), lipoprotein phan tir lwong
cao (HDL-C), lipoprotein phan tir lugng thap (LDL-C) .

1.1.3. Nguyén nhéan

v" Nguyén nhan tién phat: La do dot bién gen lam ting tong hop qua
mirc hodc giam thanh thai TC, TG, LDL-C hodc giam tong hop, ting
thanh thai HDL-C.

v Nguyén nhan thiz phét: Do 16i séng tinh tai két hop véi ché do an qua
nhiéu thtrc an chtra cac acid béo no va cholesterol. Cac nguyen nhan
khac: dai thao duong typ 2, Gout, suy tuyen glap, suy tuyén yén, tic
mat, bénh than man tlnh do thudc, udng qua nhiéu ruou, xo gan mat
tién phat, thudc loi tiéu thiazid, lam dung corticoid, estrogen. ..
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1.1.7. Nguy co ciia réi logn lipid mau.

* Réi logn Lipid mdu va xo vita dong mach: RLLM 1 yéu té nguy
co chu yéu giy nén xo vira dong mach (XVDM). XVDM la nguyén
nhan hang dau cua bénh tit va tor vong & hau hét cac nudc phat
trién. Céc nha khoa hoc di dua ra chi s Al (Al = TC-HDL-C/HDL-
C), CRI (CRI=TC/HDL-C) d¢ danh gia nguy co XVDM va chi s6 AIP
(AIP =log(TG/HDL-C) dé danh gia mirc d6 nguy co mach vanh va
murc do rai ro tim mach. Néu néng d6 HDL-C tang cao va/hoac néng
d6 TC, TG giam thi chi s Al ,CRI va AIP s& giam tuong (ing va nguy
co XVDM ciing giam va ngugc lai.

* Réi loan Lipid mdu va tang huyét dp: Tang cac thanh phan TC, TG,
LDL- C va giam HDL- C s& dan dén sy hinh thanh va phat trién cac
mang xo vira trong 1ong mach gay chit hep long dong mach lam tang
tong sic can mach ngoai vi, dan dén ting huyét ap. Tang huyét &p la
nguyén nhan hang dau gay tir vong sém va dang c6 xu hudng tré héa. Co
t6i 79% nhitng nguoi ting huyét ap ¢ RLLM.

1.1.8. iéu tr:

Dleu tri RLLM 1a yéu to quan trong trong viée phong va diéu trj cac
bién cb tim mach: Thay doi Iol Song la van dé co ban va cét I8i trong
diéu tri. Chi dinh thuéc khi can thiét; Statin 1a lva chon dau tién. Cac
nhom thudc thudng dung: Statin, Fibrat, resin...

Muc tiéu diéu tri: LDL-C 1a dich diéu tri thir nhat va khong c6 can
duéi cho chi sé LDL-C. TC la dich diéu tri néu khong c6 cac xét nghiém
khac. Non - HDL - C hodc Apo B la dich diéu tri thir hai & bénh nhan
RLLM thé hdn hop, dai thdo duong, hoi chimg chuyén hoa. ..

1.2. Réi loan lipid mau theo YHCT

1.2.1. Khdi ni¢m: Y vin cia YHCT khong c6 danh tir “rdi loan lipid
mau”. RLLM duoc moé ta trong cac chlmg “dam thap”, “dam am”
“dam troc”, “huyen vung”, “dau thong”...va dugc xép vao nhom cic
bénh gay ra do yéu t6 “dam am”.

1.2.2. Nguyén nhan va co ché sinh bénh

1.2.2.1. Nguyén nhan: Dam am la san pham bénh Iy do rdi loan chuyén
héa thuy dich gay nén véi 5 nguyén nhan: do am thyc bét diéu; do ché
d6 sinh hoat; do thét tinh; do tién thién bat tic; ngii tang hu suy.
1.2.2.2.Co ché bénh sinh: Pam vén khong tu sinh ra ma do bénh sinh
ra dam. Pam duoc hinh thanh quay trd lai 1a nhan t6 gay bénh: Ty 1a
ngu(‘Bn sinh dam, Théan la géc ctia dam, Phé 1a noi dé chira dam. "Pam
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do ty hu khéng van hoa dugc thuy thip, than duong hu khong 6n
dudng ty duong nén khong van hoa duoc thuy ce va khong khi hoa
dugc nude, phé khi hu khong tic giang thong diéu thuy dao lam thay
dich dinh luu ma gy ra dam. Pam thap gay tic tré kinh lac, khi huyét,
tro tré khi co, anh huong trao dbi thuy dich, tu lai gay bénh. RLLM
theo YHCT 1a do dam vo hinh gy nén, biéu hién trén lam sang rat da
dang voi cdc triéu ching: thira can, beo phi, di lai nang né, chan tay te
bi, mét moi, budn nén va khéng mudn in, dau ning dau, hoa mit
chong mét, dau tuc nguc. ..

1.2.3. Phan thé 1am sang: Gom 5 thé 1am sang chinh: - Pam troc tré
tré; - Ty than duong hu; - Can than 4m hu; - Am hu duong khang;

- Thé khi tré huyét .

1.45. Vién nang ‘Ha mé NK”

Vién nang “Ha m& NK” c6 ngudn gbc tir bai thubc Nam cua
Luong Y Nguyén Kiéu tri chimg dam am duoc nghién ctru khéo sat,
xay cong thac va qui trinh bao ché dudi dang vién nang cang “Ha
mo NK”, g@)m céc vi thudc: tran bi, nguu tat, hoe hoa, r& co tranh,
thio quyét minh, 14 sen, ty giai nam, ban ha nam va ha kho thao.
Cong thire vién nang duoc xdy dung v6i ham lugng 525 mg/vién
dugc danh gia do on dinh, xdy dung tiéu chuidn co sé va kiém
nghiém. “Ha m& NK” ¢6 tac dung hanh khi hoat huyét hoa dam trur
thap, trong d6: Ban ha ché tdo thip, héa dam; Tran bi 1y khi kién ty
dé hoa dam; Ty giai va R& co tranh loi niéu dé trir thap héa dam;
Thao quyét minh nhuan trang ma thai dam qua dudng tiéu hoa; Ha
kho thao, Ha diép va Hoe hoa thanh trir dam nhiét; Nguu tat hoat
huyét dé trir dam.

Chuong 2: POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Chit liéu nghién ciru

2.1.1. Thuéc nghién ciru: Vién nang cing “Ha md NK” 525mg cao
kho dugc lidu. S 16: 042020. Ngay san xuit: 23/4/2020. Han sir
dung: 23/4/2023 tai Khoa bao ché, ché bién — Vién duoc liéu phdi
hop v6i Vién nghién ctru Tué Tinh — Hoc vién Y duogc hoc ¢ truyén
Viét Nam. Dat tiéu chuén co s¢ .

2.1.2. Thuéc déi chikng: Atorvastatin 10 mg(Caditor 10). S6 16:
B350E0001. Ngay san xuat: 15/2/2020. Han st dung: 14/2/2023.



2.2. Poi twgng nghién ciu:
2.2.1. Dong vit nghién ciiu:

- Chudt nhét trang chung Swiss, ca 2 giéng, khoé manh, trong
luong 18 —22g do Vién V¢ sinh dich té Trung uong cung cp.

- Chudt cbng tring chung Wistar, ca hai giéng, khoe manh, cén
ning 180 + 20g do hoc vién quan y cung cap.

- Thé chung Newzealand White, khoe manh, trong luong 1,8 -
2,5kg do Trung tdm chin nudi va cung cip dong vat thi nghiém
Pan Phuong, Ha Noi.

2.2.2. Déi twong nghién ciru:

- 121 ngudi ¢6 RLLM duoc chin doan xéc dinh theo tiéu chuan
chan doan ri loan Lipid theo huéng dan chan doan va diéu tri bénh noi tiét
chuyén héa—BYT 2017.

* Tiéu chudn lea chon bénh nhdn theo YHHD: Tubi tir 30 dén 70 khong
phan biét giéi tinh, nghé nghiép. Xét nghiém lac doi c6 mot hozc nhidu
chi s6 Lipid mau ¢ mirc d6 sau: TC > 6,5mmol/l; TG > 2,3 mmol/l; LDL -
C>3,9mmol/l; TC tr 5,2 - 6,5mmol/l, nhung HDL-C < 0,91 mmol/I

* Tiéu chudn lwa chon bénh nhan theo YHCT: Pam thép thé Pam
troc tré tré: > 3/6 tri¢u chiing chinh: Hinh thé béo béu, huyén vung,
dau ndng dau, tac nguc, budn ndn- non ra dom rai, chan tay té bi
nang né. Hodc/va > 2/6 triéu chung phu: Hoi hop tréng nguc,that
mién, miéng nhat, kém an, réu ludi trang nhon, mach hoat.

* Tiéu chuan logi triv: Tuéi nho hon 30, 16n hon 70; ¢6 bénh cap tinh,
bénh tam than; RLLM thi phat; rdi loan tiéu hoa kéo dai; réi loan
chirc nang gan, than; RLLM typ E; man cam véi cac thanh phan cua
thudc; Phu nit ¢6 thai hodc cho con bu; khong chdp hanh quy dinh
diéu tri; dung thudc c6 anh hudng dén cac chi s lipid mau trong thoi
gian diéu tri; Khdng ty nguyén tham gia nghién cuu.

2.3. Phwong phap nghién ctru:

2.3.1. Phwong phdp nghién ciru trén thuc nghiém:

- Nghién cizu dgc tinh cap: Theo phuong phap Litchfield — Wilcoxon.
- Nghién ciru déc tinh ban triong dién: Theo hudng dan caa WHO

- Nghién civu tac dung diéu chinh RLLM trén mé hinh néi sinh:M hinh
gdy tang lipid mau bang Poloxamer-407 cua Millar va cong su.

- Nghién citu tdc dung diéu chinh RLLM trén mo hinh ngogi sinh: Theo
moé hinh caa Nassiri c¢6 didu chinh ham lwong acid cholic va PTU
theo nghién ciru cia Nguyén Trong Thong, Nguyén Phuong Thanh .
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- Nghién citu tac dung chong xor vika mach trén mé hinh gdy xo vira
dong mach: Theo md hinh cua Jianglin Fan va cong su (2015).
2.3.2. Phwong phdp nghién civru trén lim sang:

- Thtr nghiém 1am sang md, so sénh trude sau diéu tri va so sanh
v6i nhom chung. Bénh nhan nghién ctru dugc chia thanh 2 nhom dam
bao tinh tuong dong vé tudi, tinh trang réi loan lipid mau. Gom 121
bénh nhan RLLM duoc lwa chon theo tiéu chuan va chia thanh 2 nhém:

+ Nhém 1: Nhém “Ha m& NK” gom 61 BN dugc ding Ha m&
NK 525mg x 06 vién/ngay x 60 ngay- udng chia 2 lan, méi lan 03
vién, udng 8h-14h sau an.

+ Nhém 2: Nhém Atorvastatin gom 60 BN, duoc ding Atorvastatin
10mg udng 1 vién/lan/ngay x 60 ngay — Udng 20h sau an tdi.

- Thoi diém theo ddi va danh gid: truéc nghién ciu (Dy); sau diéu
tri 30 ngay (Dso) Va sau diéu tri 60 ngay (Deo).

- Tiéu chi danh gia 1am sang va can lam sang: Theo tiéu chuan danh
gié két qua diéu tri RLLM do bo Y té Trung Quoc quy dinh (2002):

v/ Lamsang: Diém trudc diéu tri- Piém sau diéu tri

Mtrc d¢ giam % = x 100%

Diém trudc didu tri

+ Hiéu qua tot: CAcTWLS hét véi mirc d6 giam >95%.

+ Hiéu qua kha: Cac TWLS cai thién ro rét, mirc d6 giam >70%.

+ Hiéu qua trung binh: Cac TWLS giam >30%.

+ Khoéng hiéu qua: Cac TWLS giam < 30%.

v' Cdn lam sang:

+ Hiéu qua tét: Cac thanh phan lipid mau déu trd lai gii han
binh thuong

+ Hi¢u qua kha: TC giam >20%, TG giam > 40%, HDL- C tang
0,26mmol/I( 10mg/dl), CT- HDL-C/HDL- C giam > 20%.

+ Hiéu qua trung binh: TC giam 10%- 20%, TG giam 20%- 40%,
HDL- C tang 0,204mmol/I - 0,26 mmol/l, CT-HDL-C/HDL-C: 10%- 20%.

+ Khong higu qua: CAc thanh phan lipid mau khong dat duoc sy thay doi.

+ X4u: TC tang lén > 10%, TG > 10%, HDL-C ha xubng >
4mg/dl, TC - HDL-C/HDL-C ting > 10%.

- Panh gia thc dung khéng mong mudn: phu, dau dau, man
ngtra, dau co, roi loan tiéu hoa...trén 1dm sang va Cac chi sé huyét
hoc, ure, creatinin, ALT, AST, glucose... trén can lam sang.
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2.5. Phuong phap xir Iy s6 liéu: S6 liéu dugc thu thap va xir ly bing
phuong phéap thong ké y sinh hoc trén phan mém SPSS 20.0. Su khac
biét c6 ¥ nghia thong ké khi p < 0,05,
2.6. Dao dic nghién ciru: Nghién ctru duge sy thong qua cua Hoi
dong khoa hoc va Hoi ddng dao dirc Hoc vién Y Duogc hoc ¢b truyen
Viét Nam va su cho phép ciia Bénh vién Tué Tinh. Nguoi bénh hiéu
16 va ty nguyén tham gia nghién ciru; moi thong tin vé nguoi bénh
duoc gitr kin va chi cong b két qua tong hop.
2.8. Pia diém va thoi gian thwe hi¢n dé tai:
- Nghién ctru thyc nghiém duogc tién hanh tai B6 mén dugc ly
— Truong dai hoc Y Ha N§i. Thoi gian tir thang 8/2018 - 10/2019.
- Nghién ctru 1am sang dugc thyc hién tai Khoa Kham bénh -
Bénh vién Tué¢ Tinh tir thang 4/2020 dén thang 12 nam 2020.

Chuong 3. KET QUA NGHIEN CUU

3.1. Panh gia doc tinh cap, déc tinh ban trudng dién, tac dung ha lipid
MAu cua vién nang “Ha mo NK”.

3.1.1. Két qud dgc tinh cdp: Chudt nhét tring da dugc udng “Ha
md NK” v6i liéu ting dan tir 7,14 gam /kg dén liéu téi da 17,85 gam /
kg/ngay. Trong vong 72 gio va trong sudt 7 ngay sau khi udng vién nang
“Ha m& NK”, chudt nhat tring & tat ca cac 16 van an udng, hoat dong va bai
tiét binh thuong => chwa xé4c dinh dugc doc tinh cip va LDs, ctia “Ha m&
NK” trén chudt nhit tring theo duong udng.

3.1.2. Két qud dpc tinh ban truong dién: Trong thoi gian thi
nghi¢m, chuot cdng trang & ca 3 16 hoat dong binh thuong, &n uong
t6t, nhanh nhen, 16ng muot, méit sang, phan khd. Sau 4 tuan, 8 tuan
va 12 tuan udng “Ha md NK” lién tuc véi liéu 0,25g/kg/ngay va liéu
0,75g/kg/ngay khong gy doc tinh trén co quan tao mau va khong lam
thay d6i chirc ning gan, than chuot Cong trang trén xét nghiém sinh
héa so véi 16 ching (p>0,05). Tai thoi diém 8 tuan sau udng “Ha m&
NK” chi s6 ALT ¢ 16 udng “Ha m& NK” lidu 0,75 g/kg/ngay ting co y
nghia théng ké so véi trude nghién ciu va so véi 16 ching (p<0,001).
Tuy nhién, sau 12 tuan, ALT trong mau chuét cng tring khong co
su O sy khéc biét so vai 16 ching va so voi truéc khi ubng thude
(p > 0,05).Trén md bénh hoc: Pgi thé: Quan sat trén tat ca cac 16
chuét nghién ciru khong c6 thay doi bénh Iy nao vé mit dai thé cua
cac co quan tim, phdi, gan, lach, tuy, than va hé théng tiéu hoa cua
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chuot cong tring. Vi thé: khong thay ton thuong va khdng c6 su khac
biét vé cau trdc vi thé gan, than cua chudt cong trang gitra 16 chirng

va 2 16 udng “Ha m& NK”.
3.1.3. Tac dyung diéu chinh lipid trén md hinh ngi sinh
Bidng 3.7.T4c dung diéu chinh lipid ciia “Ha mé NK” trén mé

hinh noi sinh
Chi s lipid mau (X #SD, mmol/L)
Lo ) n TG TC HDL-C Non-HDL-C
nghién ciu (mmol/L) (mmol/L) (mmol/L) (mmol/L)
Ty 1¢ % thay doi s0 Vi 16 mo hinh)
ot chingsinh | 15 | 0974016 | 418+112 | 080+023 | 3,38+1,03
. . 8,19 + 9,93+ 1,52 + 841+
L6 2: M6 hinh 10 2 G5 1 10%** 0 40%*** 1 DGk
L6 3: Atorvastatin | ;o | 98329 | 7,68+2,13" | 2,02£0,69" | 566+187"
100mg/kg (119,7%) | (1 22,7%) (1 32,9%) (1 32,7%)
Lo4: “HamoNK” | || 835£255 [ 1046257 | 172044 8,74 + 2,27
0,5 g/kg (11,95%) | (1534%) (1 13,2%) (1 3,92%)
Lo 5:“HamyNK” | |, | 867+241 | 7.66+0,74"" | 1,600,226 | 6,06+0,80""
1,5 g/kg (1586%) | (22,9%) (1 5,3%) (1 27,9%)

Nhdn xét: - “Ha md NK” liéu 1,5 g/kg lam giam 22,9% nong do
TC; giam 27,9% non-HDL-C su khac biét c6 ¥ nghia théng ké (p <
0,01, p < 0,05) twong duong véi 16 dung Atorvastatin 100mg/kg
(p>0,05). - “Ha m& NK” 1,5 g/kg ting 5,3% ndng do6 HDL-C s0 Vi
16 md hinh (p>0,05). C4c 16 udng atorvastatin 100mg/kg, “Ha m&
NK” liéu 0,5 g/kg va 1,5 g/kg khong lam thay d6i nong d6 TG so
véi 16 mo hinh (p > 0,05).

3.1.4. Tac dung ctia “Ha mo NK” trén mo hinh gdy tang lipid madu ngogi sinh

w
o

N
o

P
o

FEFR

DL-C
:IAtorvastaIfin 10mg/kg

o
o

Nong dd (mmol/L)

HDL-C

2] Mg%‘mh
B"Ha m& NK" 0,75 g/kg

. TIG
OChtng sinh hoc
O"Ha m& NK" 0,25 g/kg
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Biéu db 3.4. Tic dung ciia “Ha mé NK” lén néong dp lipid mdu ¢
mé hinh ngogi sinh sau 2 tuin

Nhdn xét: - L& “Ha md NK” lidu 0,75g/kg lam giam 13,8% nong do
LDL-C; giam 8,8% ndng d6 TC so vai 16 md hinh (p>0,05). L6 “Ha m&
NK” liéu 0,25g/kg c6 xu hudng 1am giam nong do TC, LDL-C so voi 16
mo hinh (p>0,05). Ca 2 16 uéng “Ha m& NK” déu khong thé hién tac
dung tang HDL-C va giam TG so vai 16 mo hinh.

Bdng 3.9.Su thay doi nong dé lipid méu chugt cong sau 4 tudn uong thudc

TG TC HDL-C LDL-C
L6 nghién ciru (mmol/L) (mmol/L) (mmol/L) (mmol/L)
(n=10) X+ SD)
L6 1: Chung sinh hoc 1,27+0,16 | 2,25+0,25 1,05+0,21 0,63+0,22
L6 2: M6 hinh 1,61+£0,17 | 2904021%* 1,17+£0,10 | 1,00+0,20**
L6 3:Atorvastatin 156+0,18 | 254+0,26" 1,11+0,12 0,72+0,26"
10mg/kg (13,1%) (112,4%) 15,1%) (128%)
L6 4: “Ha m& NK” 1,79+0,24 | 2,77+0,18 1,19+0,12 0,76 +0,20"
0,25 g/kg (111,2%) (14,5%) (11,7%) (124%)
Pss p > 0,05 p>0,05 p>0,05 p <0,05
L6 5: “Ha m& NK” 1,71+£0,23 | 2,78+0,09 1,17 £ 0,08 0,83 +0,12°
0,75 g/kg (16,2%) (14,1%) (10%) (117%)
Ps.3 p <0,05 p > 0,05 p > 0,05 p > 0,05
Ps 4 p <0,05 p > 0,05 p > 0,05 p > 0,05

Nhdn xét:- L6 udng “Ha m& NK” ca 2 muc liéu lam giam nong do LDL-
C voi mac giam lan luot 12 24% va 17% (p < 0,05) va c¢6 xu huéng lam
giam nong do TC véi mic giam lan luot 4,5% va 4,1% ( p>0,05). -
L6 ubng “Ha m& NK” lidu 0,25g/kg c¢6 xu huéng ting nong do HDL-
C vai mic 1,7% (p > 0,05) so vai 16 mé hinh.
- Atorvastatin 10mg/kg va “Ha md NK” 0,75g/kg déu khong thé hién
tac dung lam ting ndng d6 HDL-C so véi 16 md hinh.
3.1.5. T4c dung ciia “Ha mo' NK” trén mo hinh giy xo vita dong mach
Trong thoi gian nghién ciu, thd & 16 md hinh va cac 16 udng
“Ha m& NK” an udng giam hon so vai 16 chiig nhung hoat dong van
binh thuong, nhanh nhen, mit sang, 16ng mugt, phan kho.
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* Anh huong cia vién nang “Hg m& NK” trén cdc chi so lipid mdu

OL6 chun B M0 hinh

2
O Atorvastatin 2,4 mg/kg BHa mo NK 0,126 g/kg
OHa md NK 0,378g/kg
33
= ——
S 24 T ]
£ 51 = |
E 18 [l
. 15 r
< 12
@9
z g I It + +
J p—— | | & ————— T
TG TC HDL-C

Biéu do 3.5.T4c dung ciia “Ha mé NK” 1én nong dé lipid mau trén
mé hinh gdy XVPM sau 4 tudn

Nhdn xét: Sau 4 tuan udng thudc: L6 udng “Ha md NK” & ca 2 liéu lam

giam nong d6 TG va lam ting nong d6 HDL-C so véi 16 md hinh véi

p < 0,001 va p < 0,05, tét hon so véi 16 ding Atorvastatin. “Ha m&

NK” & ca 2 liéu khong 1am giam nong d6 LDL-C va TC so véi 16 mod

hinh (p > 0,05).
OL6 chung B M6 hinh B Atorvastatin 2.4 mg/kg
BHa md NK 0,126 g/lkg  OHa m& NK 0,378g/kg
90
~ 80 -
ﬁ 70 T T
) **x
£ 60 FF
E 50
< 40
5 30
& 20
Z 10 S - —
0 5 rem ey o | ot | . " r—— —
TG TC HDL-C

Biéu dé 3.6. Tac dung ciia “Ha mo NK” lén no‘ng do lipid mau ¢
mé hinh giy XVDM sau 8 tudn
Nhan xét: Sau 8 tuan udng thubc: L6 ung “Ha md NK” ¢ ca 2 licu
(0,126g/kg, 0,378g/kg) co tac dung ha TG, TC, LDL-C mau r6 rét
trong duong 16 udng atorvastatin liéu 2,4 mg/kg (p>0,05) va khac
biét so v&i 16 mé hinh (p < 0,01; p<0,001) va c6 xu hudng ting ndng
d6 HDL-C so vai 16 mé hinh (p > 0,05).
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% Trén n]c“) bénh hoc: ) i .

- _Bai thé: Khbng quan sat thay c6 thay doi bénh ly nao vé mat dai

thé cua cac co quan: tim, phoi, gan, lach, tuy, than va hé thng tiéu

hoa cua tho.

- Vi thé: “Ha m& NK” lidu 0,126g/kg/ngdy c6 xu hudng giam hinh

thanh xo vira trén tho sau 8 tuan nghién cau. “Ha m& NK” liéu

0,378g/kg/ngay khong c6 tdc dung giam hinh thanh xo vira trén tho

sau 8 tuan nghién cau.

3.2. Két qua nghién ctru trén 1Am sang

3.2.3.1. Thay déi triéu chieng lam sang va cdn lam sang sau diéu tri:
Sau 60 ngay udng “Ha m& NK”, cac tridu ching thé dam troc

tré tré: dau ning dau, tc nguc, chong mat, chan tay té bi, buén non

va non ra dom réi, mét moi, hoi hop tréng nguc, mat ngu duogc cai

thién rd rét (p<0,001) twong duwong vai nhom Atorvastatin (p>0,05).
Bing 3.23. Sw thay déi huyét dp dpng mach sau diéu tri

Nhém Nhém Nhém
“Ha mé NK” Atorvastatin P12
Huyét &p (n=61) (1) (n=60) (2)
HA tam thu Dg 133,20+ 9,17 133,75+ 8,67 | >0,05*
Dy | 124,75+ 7,93 125,42 £ 5,55 | >0,05*
(mmHg)

Dg | 120,82+5,18 | 123,67 +4,10 | >0,05*

Do 78,20 £ 9,40 78,00+ 8,50 | >0,05*

HAtam trwong "5 7098+ 5,07 | 7217£4,82 | >0,05%

(mmHg) Deo | 71,31%3,86 | 71,50%3,60 | >0,05*
Po-a0 <0,001** <0,001%*
Po-co <0,001%* <0,001**

Nhdn xét: Chi sb HA tdm thu va tAm truong giam sau diéu tri & ca 2
nhém c6 y nghia théng ké voi p<0,001 véi mirc giam trung binh
HATT 13mmHg & nhém udng Ha m& NK, 10mmHg & nhom udng
Atorvastatin; HATTrg 7mmHg ¢ ca hai nhom. Khong c6 su khac biét
giita hai nhém sau diéu tri (p>0,05).
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Bdng 3.31. Sw thay doi diém trung binh sau diéu trj theo Nguyén tic
chi dao nghién ciru 1dm sang Trung-Tédn dwoec - Trung Quac 2002

. Do D3o Tyl¢ Do Tylé Po-30
Chi so ‘ (%) (%) Po.eo
Diém trung binh cdc triéu ching chinh
“Ha mo NK” <0,001**
(n=61) (1) 9,84+4,09 | 2,3+2,3 |79,40|1,15+1,61 |89,34 <0.001**
Atorvastatin <0,001**
(n=60) (2) 9,80+4,14 | 5,2+3,59 |49,90| 3,07+2,77 | 71,26 <0.001**
Piém trung binh cdc triéu chirng phu
“Hamo' NK” <0,001**
(n=61) (1) 3,08+1,79 | 0,84+1,08 |70,25| 0,43+0,69 |78,52 <0.001%*
Atorvastatin <0,001**
(n=60) (2) 3,22+1,83 1,6211,‘21 43,20/ 0,73+0,92 76,14 <0.001**
Tong diém trung binh
“Hamo' NK” <0,001**
(n=61) (1) 12,9245,39 | 3,13+2,96 |79,73| 1,57+1,95 |89,86 <0.001%*
Atorvastatin <0,001**
(n=60) (2) 13,0245,48 | 6,82+4,22 |50,44| 3,8+3,11 (74,10 <0.001%*
P12 >0,05* <0,001* <0,001*

Nhdn xét: Diém trung binh céc triéu ching chinh, triéu ching phu va

tong diém & nhom “Ha md NK” déu giam co y nghia théng ké voi

p<0,001. S khéc biét giita hai nhém c6 y nghia thong ké véi P< 0,001.
Bing 3.32. Ddnh gid hi¢u qud diéu tri theo y hoc cé truyén

Nhoém | Nhém “Ha mé NK” Nhom Atorvastatin
(n=61) (1) (n=60) (2) P12
o D3 Dso Dso Dso P1-2(D60)
Micc dp n| % |n|%|{n| % |n|%
Tot (>95%) 16 (26,23| 27 |44,26| 1 |1,67| 10 |16,67
Kha (70-<95%) | 27 |44,26| 30 [49,18| 9 |15,00| 24 |40,00
Hi¢u qua TB <0,001*
(30- <70%) 18 |29,51| 4 | 6,56 | 40 [66,67| 26 |43,33 <0,001*
Khoéng hiéu
qua (<30%) 0 0 0 0 | 10 |16,67| O 0
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Nhdn xét: Sau diéu trj 30, 60 ngdy, hiéu qua cai thién cac triéu chimg
theo YHCT & nhéom “Ha md NK” t6t hon nhom Atorvastatin véi
(p<0,05). Cu thé: Ty 1¢ bénh nhan dat hiéu qua t6t & nhom “Ha md
NK” 1lan luot 1a (26,33%-44,26%), & nhom Atorvastatin 1a 1,67%-
16,67%. Hi¢u qua kha & nhém “Ha mo NK” lan luot 1a (44,26%-
49,18%), & nhom Atorvastatin 1a 15%- 40%. Hiéu qua trung binh &
nhém “Ha m& NK” (29,52%- 6,56%), & nhdm Atorvastatin (66,67%-
43,33%); bénh nhan khong dat hiéu qua ¢ nhém Atorvastatin 16,67%-

0,0%.

3.2.3.3. Sw thay déi cac chi so cgn 1am sang sau diéu tri:

Bing 3.33. Sw thay déi néng dp cdc chi sé Lipid sau diéu tri

Ty l¢ Tyl¢ Po-30
Chi 56 Do Dso (%) Deo %) | Pos
Nong do Cholesterol toan phan (mmol/L)
Nhoém “Ha m& NK” <0,001**
(n=61) (1) 5,95+1,01 | 4,94+0,87 | |15,38 | 4,46+0,70 | 23,13 <0,001**
Nhom Atorvastatin <0,001**
(n=60) (2) 5,83+1,05 | 4,94+1,00 | |13,80 | 4,49+0,71 | |20,55 <0,001%*
Néng d¢ Triglyceride (mmol/L)
Nhom “Ha m&o NK” <0,001**
(n=61) (1) 2,6+1,32 | 1,97+0,92 | |16,08 | 1,82+0,79 | |17,61 <0.001%*
Nhom Atorvastatin <0,001**
(n=60) (2) 2,87+1,33 | 2,30+1,06 | [12,25 | 1,82+0,69 | |19,23 <0.001%*
Nong dé LDL- C (mmol/L)
Nhom “Ha m& NK” <0,001**
(n=61) (1) 3,55+1,3 | 2,88+0,93 | 10,23 | 2,4+0,75 | |21,34 <0,001**
Nhom Atorvastatin <0,001**
(n=60) (2) 3,3£1,28 | 2,76+0,83 | |5,97 | 2,47+0,71 | |11,82 <0,001**
Nong d¢ HDL-C (mmol/L
Nhom “Ha m& NK” >0,05**
(n=61) (1) 1,2240,12 | 1,1740,16 | |3,27 | 1,24+0,17 | 11,91 50,05%*
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Nhdm Atorvastatin 10,29+1 >0,05**
(n=60) (2) 1,19+0,14 | 1,18%0,16 8,00 1,25+0,19 | 16,21 0,05%*
Néng dg Non- HDL-C (mmol/L)
Nhom “Ha mo NK” <0,001**
= ,73£1,01 | 3,76+0,87 | 18,07 | 3,22+0,76 | |29,03 <0.001**
(n=61) (1) s
Nhém Atorvastatin <0,001**
(n=60) (2) 4,64+£1,04 | 3,76x£1,02 | |16,85 | 3,24+0,77 | |26,93 <0.001**
P12 >0,05* >0,05* >0,05*

* TTest doc ldp, **TTest ghép cap

Nhdn xét: Sau 30, 60 ngay diéu tri: Cac chi s lipid & nhom “Ha m& NK”
giam co y nghia thong ké (p<0,001) va tuong duwong v6i nhom
atorvastatin (p>0,05). Cu thé: TC trung binh & nhém “Ha md NK” giam
lan luot 15,38% - 23,13%, nhom Atorvastatin giam 13,8% - 20,55%.
Triglycerid trung binh & nhém “Ha m& NK”giam 16,08% - 17,61%,
nhom Atorvastatin giam 12,25% - 19,23%. LDL-C trung binh & nhom
“Ha m& NK” giam 10,23% - 21,34%, nhom Atorvastatin giam 5,97% -
11,82%. HDL-C trung binh & nhém “Ha m& NK” giam 3,27%- ting

1,19%, nhom Atorvastatin giam 0,29%- 6,21%. Non- HDL-C trung bi

nh

¢ nhom “Ha md NK” giam 18,07% - 29,03%, nhom Atorvastatin giam

16,85% - 26,93%. . ]
Bdang 3.38. Higu qud dieu tri chung RLLM trén cac chi sé lipid
mau theo YHHD

Nhém | Nhém “Ha mo' NK” | Nhom Atorvastatin
(n=61) (1) (n=60) (2) P1-2(p30)
Thoi diém D3 Dso D30 Dso P20
Tét 3 13 9 13
4,92) | (21,31) | (15,00) | (21,67)
. 32 39 27 36
Kha (5246) | (63.93) | (45.00) | (60,00) | “00°"
Hiéu qua 15 8 14 10 >0.05*
trung binh (2459) | (13.11) | (23,33) | (16,67 ’
Khong hi¢u 10 1 10 1
qui (16,39) | (164) | (16,67) | (L67)
XAu 1 0 0 0
(1,64) ©) (0) 0)
P30-60 <0,001* >0,05*

*Fisher -Exact Test
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Nhdn xét: Sau 30 ngay diéu tri: Hiéu qua diéu tri & nhom “Ha m& NK”
va nhom Atorvastatin trong duwong nhau (p>0,05) véi ty 1¢ lan luot Ia: két
qua tot 4,92%- 15%, khé: 52,46%- 45%, trung binh: 24,59%- 23,33%.
Khéng hiéu qua: 16,39%- 16,67%, hiéu qua xau: 1,64%- 0%. Sau 60 ngay
diéu tri: Hiéu qua diéu tri & nhém “Ha m& NK” va nhom Atorvastatin
tuong duong nhau (p>0,05) véi ty 1€ lan luot la: két qua t6t 21,31%-

21,67%, kha: 63,93%- 60%, trung binh: 13,11%- 16,67%. Khéng hi¢u
qua: 1,64%- 1,67%, khong cd bénh nhan nao c6 hi€u qua xau.

Bdng 3.39. Tac dung ciia “Ha mé NK” trén chi sé xo vita mach.

Thoi diém DO D30 D60 P
X #SD X #SD |Tylé(%)| X#SD | Ty1é (%) P°'3°
(mmol/L) | (mmol/L) | gidgm | (mmoliL) | gidm 0-60
(CT-HDL - C)/ HDL - C (Al)
Nhom “Ha m& NK” <0,001**
‘ 3,9140,95 | 3,27+0,86 | 13,43 | 2,69+0,84 | 27,57
(n=61) (1) <0,001%*
Nhém Atorvastatin <0,001**
3,94+1,06 | 3,27+#1,04 | 13,31 | 2,69+0,88 | 28,18
(n=60) (2) <0,001%*
Ty sé6 TC/HDL-C (CRI)
Nhom “Ha m& NK” <0,001**
v 4,91+0.95 | 4,27+0.86 | 11,06 | 3,69+0.84 | 22,39
(n=61) (1) <0,001**
Nhoém Atorvastatin <0,001**
4,94+1,06 | 471,04 | 11,04 | 3,69+0,88 | 22,81
(n=60) (2) <0,001%*
Log(TG/HDL-C) (AIP)
Nhom “Ha m& NK” <0,001**
g 0,27+0,23 | 0,19+0,19 | 4052 | 0,14+0,19 | 52,95
(n=61) (1) <0,001%*
Nhoém Atorvastatin <0,001**
0,330,27 | 0,25+0,24 | 32,97 | 0,14+0,20 | 74,99
(n=60) (2) <0,001**
P >0,05* >0,05* >0,05*
Nhin xét:

- Chi s6 xo vita mach Atherogenic Index (Al): Nhom “Ha m& NK” giam
13,43% sau 30 ngay, 27,57% sau 60 ngay tuong dwong voi nhom
Atorvastatin giam 13,31% sau 30 ngay, 28,18% sau 60 ngay (p>0,05).

- Chi 6 nguy co mach vanh Coronary Risk Index (CRI): Nhém “Ha
md NK” gidm 11,06% sau 30 ngay, 22,39% sau 60 ngay tuong
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duong véi nhém Atorvastatin giam 11,04% sau 30 ngay, 22,81% sau
60 ngay (p>0,05).

- Chi so xo vira huyet tuwong Atherogenic Index Plasm (AIP): Nhom
“Ha m& NK” giam 40,52% sau 30 ngay, 52,95% sau 60 ngay tuong
duong v6i nhom Atorvastatin giam 32,97% sau 30 ngay, 74,99% sau
60 ngay (p>0,05). Su thay ddi sau diéu tri c6 y nghia thong ké & ca
hai nhom véi p<0,001.

3.2.6. Moi lién quan giita ting huyét 4p va hiéu qud diéu tri RLLM

86,67 PN
100 82,22 86, (15)
80 | 67 _(9) F 66,67
S i = 00
A - %567
- 40 —3H 155613, H 4)
= o LT 0 @ 222 H 6,25 6,67
E Mo HE @ oW
O T T
Totkha Trung Khéng Totkha Trung  Khong
binh  hiéu qua binh  hiéu qua
Ting HA va tién ting HA HA binh thuong

* Fisher Exact Test  p>0,05

4+ Nhom "Ha md NK" = Nhém Atorvastatin

Biéu db 3.11. Méi lién quan giita tang HA va hi¢u qud diéu tri RLLM

Nhdgn xét: Bénh nhan khong tang HA, hiéu qua di€u tri cao hon
s0 voi bénh nhan ting HA va tién ting HA & ca 2 nhom. Bénh nhén
tang huyét ap va tién THA & nhom “Ha md NK” dat hiéu qua tot va
kha la 82,22%; hiéu qua trung binh la 15,56%; khong hiéu qua la
2,22% tuong duong v6i nhém Atorvastatin dat hiéu qua tt va khé 1a
86,67%; hi¢u qua trung binh la 13,33%; khéng c6 bénh nhan khéng dat
hiéu qua (p>0,05). Bénh nhan khong ting huyét 4p & nhom “Ha m&
NK" dat hiéu qua tét va kha 1a 93,75%; hiéu qua trung binh 1a 6,25%
twrong duong voi nhom Atorvastatin dat hiéu qua tot va kha 12 66,67%;
hiéu qua trung binh 1a 26,67%, khong hiéu qua 1a 6,67% (p>0,05).
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94,44 8571 8889
100 85,19
g0 L H5 5842,
N H H_
e 60 T3 ¥
2 40 HF 25 + 26,32
+—H 11,11 T
20 H 55 ~ 0037 St 07070
O T = T
Totkha Trung Khdong Totkha Trung — Khong
binh  hiéu qua binh  hiéu qua
Nhém “Ha m& NK” Nhoém Atorvastatin
>0,05*

+ Tang TC don thuan ™ Tang TG don thuan = Ting lipid hdn hop

Biéu d6 3.12. Higu qud diéu tri réi logn lipid mau theo De Gennes
Nhdn xét: Bénh nhan ting TC don thuan dat hiéu qua tSt hon bénh
nhan tang lipid hon hop va ting TG don thuan. Hiéu qua diéu trj gilia
hai nhom tuwong duong nhau (p>0,05).
3.2.4. Ddnh gid tic dung khong mong muon:

Bdng 3.40. Tac dung khong mong muén trén 1am sang

Nhom | Nhém “Hg mé NK” |Nhém Atorvastatin | Téong
(n=61) (1) (n=60) (2) (n = 121)
Tri¢u chirng n % n % n %
bay bung 0 0 1 1,67 1 10,83
R6i loan tiéu hoa 1 1,64 1 1,67 2 |1,65
Man ngira 0 0 0 0 0 0
bPau co 0 0 0 0 0 0
Triéu chung khéc 0 0 0 0 0 0

Nhdn xét: Sau 60 ngay diéu tri, c6 02 bénh nhan bi rdi loan tiéu
hoa & mdi nhom. 01 bénh nhan diy bung ¢ nhém dung Atorvastatin.
Ngoai ra, chua quan sat thay tac dung khong mong muon nao khac.

* Trén mot s6 chi s6 cdn lam sang sau diéu tri:

Sau 60 ngay diéu tri, ca 2 nhém “Ha m& NK” va nhém
Atorvastatin khong lam anh hudng dén sb lugng héng cAu, bach cau,
tiéu cAu va hemoglobin, khéng 1am anh huéng dén chirc ning gan,
than. Su khac biét vé ham luong Ure, Creatinin, AST, ALT trudc va
sau diéu trj khong co y nghia théng ké voi p > 0,05.
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Chuong 4. BAN LUAN

4.2. Ban luan vé két qua nghién ciru trén thwc nghiém
4.2.1.1. Péc tinh cip

Chuot nhit tl’éng da dugc udng véi lidu “Ha m&d NK” tang dan tir
7,14g/kg/ngay dén liéu 17,85g/kg/ngay tac 1a gap 35,41 lan liéu dung
du kién trén nguoi nhung khong c6 doc tinh cép. Theo huéng dan
ctua To chac Y té Thé gidi, “Ha md NK” khong thay doc tinh cap va
chua x4c dinh dugc LD50 va la thude thir ¢ ngudn gde duoc ligu b
tinh an toan chap nhan duoc.
4.2.1.2. Pjc tinh ban truong dién

Nghién ctru doc tinh ban truong dién la nghién ctu dugc thyc
hién bang cach cho dong vat thi nghiém uéng thudc thir hang ngay
lien tuc trong mot thoi gian nhat dinh. Muc dich cua thir doc tinh dai
ngay la xac dinh kha nang dung nap cua déng vat thi nghiém khi
ding mau thir nhiéu lan. Két qua nghién ciru da chimg minh “Ha m&
NK” ubng trong 12 tuan lién tuc di khong gay doc tinh ban truong
dién trén chuot cong trang, cu thé 1a khong anh huong dén cac chi s6
danh gia chie néng cua co quan tao mau, khdng gay t6n thuong cu
trdc gan, chuc nang gan (chuyen hoa protein, chuyén héa lipid, bai
tiét mat), khong c6 tac dong Xau dén chtrc ning loc cua cau than. Véi
cac két qua nghién ctru vé doc tinh & trén, cd thé phan loai “Ha m&
NK” vao nhom thude khong co khong c6 doc tinh o lidu lap lai trong
12 tuan trén chudt cong trang.
4.2.2. TAC dung ciia vién nang “Hg mé NK” trén mo hinh gay réi
logn lipid mau thuc nghiém.

- Trén md hinh gay rai logn lipid mau ngi sinh: Vién nang “Ha m&
NK” 1,5g/kg 1lam giam 22,9% TC va 27,9% non-HDL-C c6 y nghia
théng ké (<0,05) twong duwong véi atorvastatin 100 mg/kg.

- Trén md hinh gay raéi logn lipid mau ngogi sinh: Vién nang “Ha
md NK” ca 2 liéu 0,25g/kg/ngay va 0,75g/kg/ngay giam lan luot
24%- 17% LDL-C c6 y nghia théng ké (p<0,05) twong dwong vdi
Atorvastatin 10mg/kg. C6 xu hudng lam giam TC va tang HDL- C.

- Mot s6 vi dugc lidu trong thanh phan cia “Ha md NK” da duoc
ching minh tac dung ha lipid théng qua co ché thay ddi hoat dong
ctia cac enzym: Saponin ting chuyén cholesterol thanh axit mat cua
gan,lam giam bai tiét axit mat qua phan, tao phirc hop cholesterol —
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saponin => trc ché hap thy cholesterol tir rudt non. Thao quyét minh
tic ché tong hop cholesterol, ting nong d6 HDL-C. (Hesperidin) Tran
bi 1am giam TC, TG trén chudt cong trang bi réi loan lipid méu bang
P-407. Quercetin trong Ha khd thao, Thao quyét minh va L& sen tc
ché sinh tong hop cholesterol bang cach tc ché HMG Co-A
reductase, tang chuyén hoa cholesterol thanh acid mat => giam TC
trong mau. B- sitosterol trong bén ha ché lam giam cholesterol trong
méau, &rc ché hap thu cholesterol tir ruot.

- Tac dung trén md hinh xo vita dong mach: “Ha m& NK” & ¢ 2 lidu thé
hién tac dung giam nong do TG rd rét so vai 16 md hinh (p < 0,01;
p<0,001). “Ha m& NK” lidu 0,126g/kg/ngay c6 xu huéng giam hinh
thanh xo vita dong mach chi trén thé sau 8 tuan nghién ctru. Tac dung
cai thien XVDM cua “Ha m& NK” duoc thé hién qua hinh anh vi
thé ciia DPMC va gan tho. (Hesperidin) cia Tran bi 1am giam phan
ng viém do tc ché hoat dong cua inducible nitric oxide synthase
(iNOS) va cyclooxygenase-2; Saponin trong Nguu tat lam giam cac
dau 4n sinh hoc gay viém, diéu chinh chuyén hoa lipid, chong xo
vira dong mach. Flavonoid trong L4 sen (quercetin) trc ché qua trinh
oxy héa LDL. Rutin trong Hoe hoa trc ché men Catecholamin-O-
Methyl-transferase, oxydase va Hyaluronidase, trc ché hoat dong cua
cac enzyme aldoctase, reductase chdng oxy hoa, (rc ché su tich liy
lipid va ting hoat tinh protein kinase, rc ché sy pha huy cia
adrenalin, lam ting stc chiu dung cua mao mach, do dé lam bén
virng thanh mach, phong chéng duge XVDM.

4.3. Ban luan vé két qua nghién ciu trén 1am sang:
4.3.2. Két qud thay déi tri¢u chitng ciia 2 nhém sau diéu tri
4.3.2.1. Su thay doi triéu chitng ldm sang sau diéu tri
% Su thay doi trieu ching thé dam troc tro tré
Sau 60 ngay uéng Ha m& NK cac triéu chiing thé Dam troc tro

tré: dau nang dau, tic nguc, chong mat, chan tay té bi, budn nén va
nén ra dom rai, mét moi, hdi hop tréng nguc, mat nga dugc cai thién
rd rét (p<0,001) twong dwong vai nhém dung Atorvastatin (p>0,05).
Piéu nay cho thiy “Ha m& NK” c6 tac dung cai thién tét cac triéu
chang thé Pam troc tro tré.
% Két qud thay déi chi sé huyét dp déng mach

Sau 60 ngay diéu tri: chi s HA tdm thu, HA tim truong cua
nhom “Ha m& NK” giam co y nghia théng ké (p<0,05) twong duong
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v6i nhoém Atorvastatin (p>0,05). Cu thé: HA tam thu voi mac giam
13 mmHg; HA tam truong ¢6 mic giam 7mmHg. Céc vi thubc trong
vién nang Ha m& NK c6 tac dung ha ap da dugc chung minh nhu: La
sen, Hoe hoa, Ha kho thao, Thao quyét minh, Nguu tat, Ty giai ..
4.3.2.2. Két qua thay doi can lam sang cia 2 nhém sau diéu tri:

% Sw thay doi TC: Sau 60 ngay diéu tri, nong d6 TC & ca 2 nhoém
déu giam 1o rét so voi trude diéu trj. Nhom “Ha m& NK” giam
23,13% va nhém Atorvastatin 20,55% (p<0,001). Mirc d¢ giam TC &
nhom “Ha md NK” 16n hon muc d¢ giam & nhém Atorvastatin.
Giam TC 1a mdt trong nhitng muc tiéu hang dau trong viéc diéu tri
RLLM ddng thoi ciing 1a muc tiéu ciia nhom nghién ctru.

% Su thay doi TG: Nong do TG mau la mot théng sé cha yéu dé thim
dd vé su can bang lipid cua co thé va gop phan phan 4nh nguy co
XVDM. Néng d6 TG méu giam, nguy co bi bénh Iy tim mach va dot
quy giam. Mac do giam TG & ca hai nhém sau diéu tri ¢6 y nghia
thong ké véi (p<0,001). Mic giam & nhém “Ha md NK” 14 17,61%
thap hon nhom atorvastatin 19,23% (p>0,05).

% Su thay doi LDL-C: LDL-C con goi la cholesterol xau, cholesterol
gay vita xo dong mach vi n6 c6 kha ning van chuyén cholesterol trong
mau t6i té bao ngoai bién, vi vay LDL-C dugc khuyén céo la muc tiéu
thir nhat dé diéu tri. Sau 60 ngay diéu tri, néng d6 LDL-C giam ¢ ca 2
nhém so véi trude didu tri (p<0,001). Mtc d6 giam LDL-C & nhém
Ha m& NK 1a 21,34% I6n hon & nhém atorvastatin 11,82%.

% Sur thay d@6i HDL-C: HDL- C dugc coi | yéu té bao vé chdng vira
xo dong mach. Nong d6 HDL- C trong méu ty 18 nghich véi nguy co
mac bénh tim mach. Nong ¢6 HDL thap la mot yéu t tién doan cua
bénh dong mach vanh & nhitng quan thé cd6 mac cholesterol méu
trung binh. Sau 60 ngay diéu tri, ndng d6 HDL-C c6 xu huéng ting &
ca 2 nhdm so véi trude diéu tri, mic d6 ting HDL-C ¢ nhém “Ha m&
NK” 1,91% (>0,05).

% Sw thay doi non-HDL-C: Muc do giam non-HDL-C ¢ nhom “Ha
m& NK” 1a 29,03% cao hon muc d6 giam non-HDL-C ¢ nhom
atorvastatin (26,90%) (p> 0,05). Non-HDL-C la tong cholesterol cua
céc hat lipoprotein chira apoB (Cholesterol xau) cd kha ning gy
XVDM, c6 nhiéu bang ching phu hop véi quan diém non-HDL-C lién
quan dén bénh tim mach nhiéu hon LDL-C. Viéc giam non-HDL-C
ciing 1a dich diéu tri tiép theo sau giam LDL- C trong nghién ctu.




21

% Sw thay doi cdc chi sé danh gid nguy co VXPM:

Céc ty sb lipid va lipoprotein nhu TG/ HDL-C, TC/ HDL-C,
LDL-C/ HDL-C, va non- HDL-C/ HDL-C duogc st dung dé danh gia
nguy co phat trién xo vira dong mach va bénh tim mach. Cac ty sb
ctia lipid va lipoprotein c6 thé duoc tinh toan dé dang va tot hon cac
thong sd lipid va lipoprotein thong thuong.

Pé danh gia mirc d6 nguy co VXBM, nhém nghién ciu ding
chi s Atherogenic Index(Al) = TC-HDL-C (non- HDI-C)/HDL-C)
va chi s6 Coronary Risk Index CRI = (TC/HDL-C). Chi s6 Al, CRI
cang cao, nguy co xo vira mach cang 16n. Sau 60 ngay diéu tri, chi s
Al, CRI & ca 2 nhdém so véi trude diéu tri (p<0,001). Nhém “Ha m&
NK” : Al giam 2757% CRI 22,39% twong duwong vGi nhom
Atorvastatin (p>0,05). Chi s xo vira huyét tuong Atherogenic Index
Plasm (AIP= log (TG/HDL-C)) giam & nhém “Ha m& NK” so voi
truge diéu tri (p<0,001), muc giam 52,95% tuong dwong véi nhom
atorvastatin. Chi s6 AIP phan anh toan dién sy can bang giira cac yéu
t6 gy xo vira va chong xo vira.

4.3.3. Pdnh gid hiéu qua diéu tri

% Pdnh gid hiéu qua diéu tri theo YHHD: Hiéu qua diéu tri theo YHHD
& nhom “Ha m& NK”: xép loai tot 1a 21,31%, xép loai kha: 63,93%, hiéu
qua trung binh 13,11%, khong hiéu qua: 1,64%; khong c6 bénh nhan xép
loai hiéu qua x4u tuong duong voi nhom Atorvastatin 10mg.

% Ddnh gid hiéu qud diéu tri theo YHCT: Hiéu qua diéu tri theo
YHCT & nhém “Ha m& NK”: Sau diéu tri 60 ngay ty 1é bénh nhan
nhom “Ha m& NK” dat két qua tét 44,26%; kha 49,18%; trung binh:
6,56% hiéu qua tot hon so véi nhém dung Atorvastatin voi két qua
t6t 16,67%:; kha: 40%:; trung binh: 43,33% (p<0.05).

So voi Atorvastatin 10mg/ngay, vién nang “Ha m& NK” ¢ uu
diém hon trong viéc lam giam mot s6 trieu chung thuong gap trén
bénh nhan RLLM thé dam thap tro tré nhu ngudi mét moi, dau ning
dau, t& bi chan tay, chéng mit, tic nguc, hdi hop danh tréng nguc,
mat nga, miéng nhat kém an, ludi béu, réu ludi tron dinh nhét, mach
hoat... C4c triéu chung nay la dic trung cta thé dam thap tro tré.
Vién nang “Ha m& NK” duoc bao ché tir bai thudc “Ha ma NK” voi
thanh phan gdm 9 duoc lidu cd tac dong tong hop vao nhiéu co ché
diéu tri dam nhu: Ban ha nam ché tao thip hoa dam; tran bi ly khi
hoa dam; Ha kho thao nam c6 tac dung tan uat két, tiéu thiing; Nguu
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tat nam tac dung hoat huyét hoa @; Ty giai nam tham thap loi thuy;
Thao quyét minh nhuan trang théng tién, ré co tranh loi tiéu. L4 sen
thanh nhiét giai thi, luong huyét chi huyét; Hoe hoa tac dung thanh
nhiét luong huyét....Bai thudc lay cong lam chinh nhung khéng quéa
méanh ligt nén khong hai dén chinh khi.

Bén canh d6, cac dugc liéu trong “Ha md NK” da duoc cac
nghién ciru dugc Iy caa YHHD chirng minh vé hiéu qua ha lipd mau,
chong xo vita mach ciing nhu xac dinh céc thanh phan hoat chét c6
tdc dung nhu : saponin, hesperidin, polysaccharid, anthranoid, rutin,
quercetin... CO thé dua ra két luan vién nang “Ha m& NK” co tac
dung cai thién rd rét céc triéu chiing 1am sang cua thé dam thap tro
tré va diéu chinh céc chi sé lipid trén can 1am sang.

4.3.4. Pdnh gid tic dung khéng mong muon.

So bo danh gia cho thay vién nang “Ha md NK” khong giy ra tic
dung phu va khéng lam anh hudng dén céc chi s6 huyét hoc, sinh hoa
cta mau ngoai vi: AST, ALT, ure, creatinin.

KET LUAN

Tir cac két qua nghién ctru trén thuc nghiém va 1am sang cua vién
nang “Ha m& NK” trong diéu tri RLLM, nhom nghién ciru rdt ra mot
sb két luan:

1. Vién nang “Ha m& NK” chwa thiy c6 biéu hién cia doc tinh
cip, ban truwong dién va co tac dung diéu chinh RLLM, chéng xo
vira mach trén thuc nghiém:

1.1. Vién nang “Ha mé NK” chwa thdy c6 biéu hién cia déc tinh
cdp va LDs trén chugt nhdt tridng dwong uéng :

O liéu 17,85 gam/kg, liéu gap 35,41 lan lidu dung du kién trén
ngudi nhung khong co doc tinh cap trén chudt nhit, theo dudng ubng
(Tinh nguoi I6n truong thanh 50kg, hé sb ngoai suy trén chudt nhét
12, lidu tbi da 2,1 gam/ngay/nguol) Chua xac dinh dugc LDs trén
chudt nhit tring cua vién nang “Ha m& NK” trén duong uéng.

1.2. Vién nang “Ha mé NK” khéng gdy déc tinh bdn trwong dién
trén chugt céng trang.

Vién nang “Ha m& NK” lidu trong duong lidu du kién 1am sang (0,259
/kg/ngay) va liéu cao gap 3 lan 1am sang (0,75g/kg/ngay) udng lién tuc trong
thoi gian 12 tuan trén chudt cdng tring khong gay doc tinh ban truong dién.
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1.3. Vién nang “Hg mé NK” c6 tac dung diéu chinh chi sé Lipid
trén m6 hinh ngi sinh va ngogi sinh thec nghiém.

- “Ha m& NK” liéu 0,5g/kg/ngay (lidu twong dwong liéu du kién
dung trén 1am sang trén nguoi - 4 vién/ngay) cé xu hudng lam tang
nong d6 HDL-C, khong c6 tac dung diéu chinh réi loan lipid mau:
TC, TG, non-HDL-Cholesterol trén chudt nhit tring gdy mé hinh réi
loan lipid méau bang P-407.

- “Ha m& NK” liéu 1,5g/kg/ngay (liéu gap 3 liéu dy kién ding
1am sang trén ngudi- 4 vién/ngay) cé tac dung lam giam nong d6 TC
va non-HDL-C, ddng thoi c6 xu huéng lam ting néng do HDL-C,
khong c6 tac dung didu chinh TG trén chudt nhét trang gady mé hinh
r6i loan lipid mau bang P-407.

- “Ha m& NK” & ca 2 liéu 0,25g /kg/ngay (lidu twong duong
lieu dy kién dung 1am sang trén nguoi- 4 vién/ngay) va 0,75g/kg/
ngay (liéu gap 3 liéu du kién 1am sang-4 vién/ngay) c6 tac dung diéu
chinh RLLM trén mé hinh ngoai sinh & chudt céng tring théng qua
tac dung giam chi s6 LDL-C twong duong vai Atorvastatin 10mg/kg.
C6 xu hudng lam giam CT va tang HDL- C.

1.4. Vién nang “Ha mé NK” ¢6 tic dung diéu chinh RLLM va
gidm xo vita magch mau trén thé thuc nghigm.

- “Ha m& NK” liéu 0,126g/kg/ngay (twong dwong lidu du kién
lam sang - 4 vién/ngay) va liéu 0,378g/kg (gap 3 liéu du kién l1am
sang- 4 vién/ngay) c6 tac dung giam TG trén tho sau 4 tuan, 8 tuan
nghién ctru co y nghia théng ké (p < 0,01 va p < 0,001) twong duong
v6i Atorvastatin lidu 2,4mg/kg/ngay. Liéu 0,126g/kg thé hién tot hon
lidu 0,378g/kg.

- “Ha m& NK” liéu 0,126g/kg/ngay (twong dwong lidu du kién
I&m sang-4 vién/ngay) c¢6 xu hudng giam hinh thanh xo vira trén tho
sau 8 tuan nghién cuu.

- “Ha m& NK” lidu 0,378g/kg/ngay (gip 3 lidu du kién l1am
sang- 4 vién/ngay) khéng cd tac dung giam hinh thanh xo vira trén
tho sau 8 tuan nghién cuu.

2. Vién nang “Ha m& NK” c¢6 tic dung diéu chinh RLLM trén
ngudi cé roi loan lipid mau va khong giy tic dung khong mong
mudn trong quA trinh diéu tri:
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- Sau 60 ngay diéu tri vién nang “Ha m& NK” liéu 6 vién/ngay c6
tac dung giam 23,13% TC, giam17,61% TG, giam 21,34% LDL-C va
tang 1,91% HDL-C tuong duong vdi nhom Atorvastatin 10 mg giam
20,55% TC; giam 19,23% TG, giam 11,82% LDL-C va ting 6,21%
HDL-C.

- Vién nang “Ha m& NK” lam giam chi s6 xo vita mach AL 27,57%,
CRI: 22,39%, va chi s6 xo vita huyét trong AIP: 52,95% tuong duong voi
nhom Atorvastatin 10 mg: Al: 28,18%, CRI: 22,81%, va AlP: 74,99%.

- Hi¢u qua diéu tri theo YHHD & nhém “Ha md NK” dat hiéu
qua tét 21,31%, kha chiém 63,93%, hiéu qua trung binh 13,11%,
khong hiéu qua 1,64% tuong duong nhém Atorvastatin 10 mg dat hiéu
qua t6t 21,67% va hiéu qua kha chiém 60%, hiéu qua trung binh
16,67%, khong hiéu qua 1,67%.

- Vién nang “Ha m& NK” cai thién tdt triéu chimg thé dam thip tro
tré theo YHCT véi hidu qua diéu tri tot 44,26%; hiéu qua kha 49,18%,
hiéu qué trung binh 6,56% véi téng diém trung binh giam 89,86%, cao
hon so v&i nhom dung Atorvastatin véi hiéu qua diéu tri tét 16,67%:
hiéu qua kha 40%, hiéu qua trung binh 43,33% voéi tong diém trung
binh giam 74,10%, su khéc biét c6 ¥ nghia thong ké voi p < 0,05.

- Khéng thiy tac dung khong mong muén trén 1am sang va cin
lam sang trong qua trinh nghién ctru, thé hién qua céc triéu chimg
1am sang va cac xét nghiém huyét hoc, sinh hoa trude va sau diéu trj
thay d6i khong c6 y nghia théng ké véi p > 0,05.

, KIEN NGHI ,

- Két qua nghién ctru trong luén an cho thay vién nang “Ha mo
NK” 14 thube thir 6 ngudn gdc duge liéu c6 tinh an toan cao trén
thuc nghiém va trén 1am sang, cé tac dung tdt trong diéu tri rdi loan
lipid m4u, dang vién nang tién lgi, d& st dung. Nhém nghién ciru xin
dua ra mot s6 kién nghi:

- Tiép tuc nghién ctru thir nghiém 1am sang giai doan tiép theo

- Nghién ciru 1am sang vé tac dung diéu tri hoi chimg RLLM dbi
v6i cac thé 1am sang khac caa YHCT.



