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PAT VAN PE

Thé ky 21 1a thé ky cta cic bénh ndi tiét va réi loan chuyén hoa. Du bao nay
da dugc cac nha y hoc dua ra tor nhitng nam cudi thap nién 90 va thuc té hién nay
dang dan ching minh dé 1 sy that. Theo thdng ké cua t6 chic y té thé gidi, tir
nhirng nam cudi cua thé ky 20 t6i nay, sé ngudi mic cic bénh vé rdi loan chuyén
hoéa nhu: dai thdo dudng typ 2, ting huyét ap, rdi loan chuyén hoéa lipid, béo
phi...tang 1én véi toc do rat nhanh. X3 hoi hién dai ngay cang phat trién, ti 16 mac
cac bénh chuyén hoa ngay cang gia tang [1],[2],[3].[4].

R4i loan lipid mau gan lién véi bénh Iy mach méu, 1a mét trong cac yéu té nguy
co hang dau dan dén su hinh thanh va phét trién bénh xo vita dong mach.

Xo vita d6ng mach 1a nguyén nhan hang dau cua bénh tat va tar vong ¢ Hoa
Ky va & hau hét cac nudc phat trién. Nam 2016, xo vira mach vanh va mach mau
ndo gay ra khoang 18 triéu ca tir vong trén toan thé gi¢i > 30% tong sb ca tir vong
[5]. Tai M3, c6 hon 800.000 nguoi chét vi bénh tim mach vao nim 2016, twong
g véi gan 1/3 tong sé ca tir vong [6].

Tai Viét Nam, xo vira dong mach véi biéu hién 1am sang nhu suy vanh, nhdi
mau co tim, tai bién mach mau ndo... hién nay c6 xu hudng ting nhanh theo nhip
d6 phat trién cua xa hoi. Do vay, rdi loan lipid mau 1a mét trong cac mdi quan tam
vé stic khoe cong dong trong thé ky 21 [2]. Ngay nay y hoc hién dai di c6 nhiing
tién bod vuot bac, dua ra kha nhiéu phuong phap dé phong ciing nhu can thiép vao
bénh ly nay.

Bén canh sy phat trién cta y hoc hién dai, y hoc ) truyén da va dang khéng
dinh dugc minh, c6 nhiing dong gdp khong nho vao cong tdc cham soc strc khoe
cho cdng déng. V&i cac biéu hién rdi loan lipid mau, xo vita dong mach, thtra
can..., rbi loan lipid mau dugc miéu ta trong mot sé ching bénh do dam thap gay
nén. Céc y van ctia y hoc ¢o truyén ciing néu ra mot sé6 phuwong phap diéu tri cac
chtrng bénh nay. Tuy nhién, cac phuwong phap diéu tri d6 thudng duoc xay dung dua
trén mot co s nén tang 1y luan tir ¢6 xua, cac kinh nghiém diéu tri quy bau cta cha

ong dé lai. Vi vay, nhiéu vi thudc, bai thudc co tac dung tdt trén thuc té 1am sang



nhung lai chua dugc nghién ctru sau vé tac dung va ddc tinh. Viéc chirng minh, tim
hiéu co s& khoa hoc, tim cac tac dung mdi cua thude y hoc cd truyén, tao diéu kién
cho viéc hién dai hoa y hoc ¢6 truyén 1a viéc can lam. Do dang 1a huéng nghién ctru
thu hat duoc s quan tm rong rdi hién nay & trong nudc va trén thé gioi.

“Ha mé& NK” 1a mot trong nhitng bai thuéc Nam quy do ¢b lwong y Nguyén
Kiéu dtc két va truyén lai, duoc ding dé chira chimg dam thap, mét hai chiing co
nhiéu diém tuong ddéng véi rdi loan lipid mau vé ca ly luan va thuc tién, 1a mét trong
nhitng bai thudc duoc dung rong réi trén thuc té 1am sang tai bénh vién Tué Tinh va
duoc nghién ciru so bd & dang thude sac cho két qua dap tng tot voi bénh nhan réi
loan Lipid mau. Bai thudc duoc nghién ciu bao ché thanh vién nang theo huéng hién
dai hoa thuéc YHCT, dat tiéu chuan co so, 1a san pham cua dé tai cap Bo Y té nam
2016-2020 do Hoc vién Y duoc hoc ¢ truyén Viét Nam chu tri, da duoc nghiém thu.
Vién nang “Ha m&d NK” duoc chiét xuat cac hoat chat cd tac dung ha lipid méau co
trong duoc liéu cua bai thudc. Vi mong mudn danh gia day du tac dung diéu chinh
réi loan lipid mau mot cach khach quan va khoa hoc cua vién nang “Ha md NK”, dé
tai duoc thuc hién véi muc tiéu:

1. Nghién citu déc tinh cdp, ban trwong dién, tac dung ha lipid mau va chong
xo vira mgch cua vién nang “Ha mé NK” trén thuc nghiém.

2. Pdnh gid hiéu qud diéu tri cia vién nang “Ha mé NK” trén nguoi c6 roi

loan lipid mau.



Chuong 1
TONG QUAN TAI LIEU

1.1. Réi loan lipid mau theo Y hoc hién dai
1.1.1. Khdi niém

Réi loan lipid mau (RLLM) 1a tinh trang bénh 1y khi ¢c6 mot hodc nhiéu théng
s6 lipid bi rdi loan (ting cholesterol toan phan (TC) hodc ting triglycerid huyét
twong (TG) hodc ting lipoprotein phan tir luong thip (LDL-c) hodc giam
lipoprotein phan tir lwong cao (HDL-c). RLLM thuong dugc phat hién cung luc véi
mot s6 bénh 1y vé tim mach — ndi tiét — chuyén hoa. Pong thoi RLLM ciing 1 yéu
t6 nguy co ctia cac bénh 1y nay [7],[8],[9]. Ngay nay ngudi ta coi nhu ¢6 RLLM
ngay tir khi ti 1& cac thanh phan cua Lipid trong méu c6 su thay d6i, mic du gia tri
tuyét d6i ndng do cac thanh phan lipid trong mau chua tang [10].

1.1.2. Phan loai

C6 nhiéu cach phan loai cac RLLM:
1.1.2.1. Phan loai theo De Gennes (1971):

Thuc té trén 1am sang, dé dé dang cho diéu tri, De Gennes dé nghi mot phan
loai don gian, dua trén 2 thong s6 chinh 12 TC va TG. Mac du cach phan loai nay da
co dién nhung dén nay van duogc ap dung rong réi trén 1am sang boi tinh thyc té va
don gian [11]. Phén loai nay chi dya vao cholesterol va triglycerid:

- Hji chieng tang cholesterol mau don thuan:

+ Huyét thanh bénh nhén luc d6i trong

+ TC mau tang cao

+ Triglycerid binh thuong

+ Ty 1é Cholesterol/ Triglycerid > 2,5.

+ LDL-C tang

- Hoi chitng tang TG mdu don thuan:

+ Huyét thanh bénh nhan luc d6i c6 mau duc nhu sira ¢ phia trén, phia duéi
tuong ddi trong.

+ TC mau binh thuong hoac tang nhe

+ TG mau ting rat cao

+ Ty ¢ Triglycerid/Cholesterol >2,5.

+ LDL-C binh thuong hoac giam.



+ Chylomicron ting cao don thuan hoic VLDL ting cao don thuan, hoic ting
ca Chylomicron va VLDL.

- Hoi chitng tang lipid mdu hon hop:

+ Huyét thanh lac doi thuong duc nhe, co thé duc déu hodc chi duc phﬁn trén.

+ TC tang ¢ muc dd vura phai

+ TG tang nhiéu hon

+ Ty I¢ Cholesterol/ Triglycerid < 2,5.

+ LDL tidng hodc tding VLDL va IDL

Céch phén loai nay tién dung trén Iam sang [11]
1.1.2.2. Phan loai theo Fredrickson:

Nam 1965, Fredrickson dya vao ky thuat dién di va si€u ly tdm da phan loai
roi loan lipid mau thanh 5 typ, chi yéu dya vao thanh phan lipoprotein. Nam 1970,
mot nhom tac gia tach typ II thanh II, va Ilp, tir d6 bang phan loai nay tr¢ thanh
bang phan loai qudc té tir ndm 1970 [12], [13].

Bdng 1.1. Phan logi réi logn lipid, lipoprotein mau theo Fredrickson va WHO (2002)

Typ Tang Lipoprotein (s) Tang Lipid
I Chylomicrons TG
lla LDL-C Cholesterol
I1b LDL va VLDL TG va Cholesterol
11 VLDL va tan du Chylomicrons TG va Cholesterol
IV VLDL TG
\ Chylomicrons va VLDL TG va Cholesterol

LDL= lipoprotein ti trong thdp; TG= triglyceride; VLDL= lipoprotein ti trong rdt thap.
1.1.2.3. Phan loai theo hiép hoi xo vita dong mach chdu Au EAS (European Antherosis
Society): Phan loai nay cin ctr vao nong do TC va TG ¢ trong huyét tuong [7],[14].

Bdng 1.2. Phén logi ciia EAS (2011)

Chi sé Cholesterol Triglyceride
Typ (mmol/l) (mmol/l)
Binh thuong <52 <22
A 52-65 <22

B 6,5-7,8 <22
C <5,2 2,2—-5,5
D

E

52-78 2,2-55
>7,8 >5,5




1.1.2.4. Phén loai ciia chwong trinh gido duc vé cholesterol quoc gia ciia Hoa Ky -
2002 (National Cholesterol Education Program Adult Treatment Panel I1l - NCEP)
va hiép hoi tim mach Viét Nam (2008):

Theo khuyén céo cia NCEP (2002) va Hoi Tim mach hoc Viét Nam nim
2008, danh gia cac mirc 46 RLLM cho tit ca nhitng nguoi > 20 tudi dwa trén két
qua xét nghiém lipid mau [15],[16]:

Bdng 1.3. Phan logi RLLM theo NCEP- ATP 111 (2002) va hi¢p hgi tim mgch VN (2008)
(Pinh luong lipid mau lic déi (mmol/L)

Thanh phﬁn . . i e
.. , Pon vi (Mg%o) Pon vi (mmol/l) | Panh gia mic do
lipid mau
<200 <5,20 Binh thuong
Cholesterol 200 - 239 5,20-<6,20 Cao gidi han
> 240 > 6,20 Cao
<150 <1,73 Binh thuong
Triglycerid 150 - 199 1,73-<2,30 Cao gidi han
200 - 499 2,30-<5,75 Cao
> 500 >5,75 Rt cao
<40 <1,03 Thap
HDbL-C > 60 > 1,54 Cao
<100 <2,57 T6i uu
100 - 129 2,57 -< 3,34 Gan toi wu
LDL-C 130 - 159 3,34-<411 Cao gidi han
160 - 189 4,11 -< 4,80 Cao
> 190 > 4,80 Rat cao

Céach phan loai nay cho biét sy thay doi cac thanh phan lipid mau dé gay
VXPM va ca cac thanh phan c6 tic dung bao vé chong VXPM, ngoai ra con phan
biét mtrc d6 rdi loan cua cac thanh phan lipid ndy va dic biét cha trong vao mirc
LDL-C huyét thanh.
1.1.2.5. Phédn logi theo Héi ndi tiét - dai thdo dwong Viét Nam (2018)

Theo cac khuyén cao trudc day roi loan lipid mau (RLLM) dugc xac dinh 1a su
tang bét thuong trong mau ndng dd cac thanh phan nhu cholesterol toan phan (TC),
LDL- cholesterol (LDL-C) va/hoac tang triglycerid (TG) va/hoac giam HDL-
cholesterol (HDL-C). Tuy nhién, cic khuyén cdo gan day da bo sung thém hai thanh
phan: ting non — HDL-C va Apo B. Réi loan cac thanh phan lipid kéo dai s& gay ton
thuwong cho nhiéu co quan trong d6 ton thuong xo vita ddng mach, lam hep 1ong mach
mau, 1a nguyén nhan chi yéu cua bénh tim mach xo vira. Hoi ndi tiét dai thao duong
Viét Nam di dua ra phéan loai nong d6 cac thanh phan lipid va mic d6 danh gia [17]:



Bdng 1.4. Phan logi nong dp cholesterol (mg/dl) theo Hgi ngi tiét — ddi thdo
dwong Vigt Nam (2018)

T|lilgil(ljhr£gjn Pon vi (mg/dl) Pon vi (mmol/l) | Panh gia mirc do
<130 <3,38 Binh thuong
130-159 3,38- <4,16 Trén binh thuong
Non-HDL- C 160-189 4,16-< 4,94 Gi6i han cao
190-219 4.94- <572 Cao
> 220 >572 Rat cao
<100 <257 Binh thuong
100 - 129 2,57 -<3,34 Trén binh thuong
LDL-C 130 - 159 3,34-<411 G161 han cao
160 — 189 4,11-<4,80 Cao
> 190 >4.80 Rat cao
<150 <1,73 Binh thuong
Triglycerid 150 - 199 1,73-<2,30 Cao gidi han
200 — 499 2,30-<5,75 Cao
> 500 >5,75 Rat cao
<40 ( nam) <1,03 Thap
HDL-C < 50 (nf) <129 Cao

1.1.3. Nguyén nhan

Khi dé cép toi nguyén nhan giy ra tinh trang réi loan lipid mau, nguoi ta
thuong néi toi su két hop cua rat nhidu yéu té nhu: Su 130 hoa cua co thé theo do
tudi, ché d6 an giau lipid, khiém khuyét ctia hé théng gen. ..
1.1.3.1. Nguyén nhan tién phat:

RLLM tién phat 1a do dot bién gen lam ting tong hop qua mic hodc giam
thanh thai TC, TG, LDL-C hoic giam tong hop, ting thanh thai HDL-C. RLLM tién
phat thuong xay ra sém & tré em va ngudi tré tudi, it khi kém thé trang béo phi, gém
cac truong hop sau [7],[12],[18]:

- Tang triglycerid tién phat: La bénh canh di truyén theo gen lin nhu ting
lipoprtein méu loai 111, thiéu hut lipoproteinlipase c6 tinh gia dinh va thiéu hut apoC-I1
c6 tinh gia dinh. Biéu hién 1am sang thuong ngudi bénh khdng bi béo phi, c6 gan lach
I6m, cuong lach, thiéu mau giam tiéu cau, nhoi mau lach, viém tuy cap gy dau bung.

- Tang lipid mau hdn hop: La bénh canh di truyén, trong gia dinh c6 nhiéu
ngudi cing mac bénh. Ting lipid mau hdn hop c6 thé do ting tong hop hoic giam
thodi bién cac lipoprotein. Lam sang thuong béo phi, ban vang, khang insulin, dai
duodng tip 2, tdng acid uric mau.

- Tang Cholesterol mau tién phat: Tang TC co6 tinh chit gia dinh, 14 loai
RLLM phé bién nhat véi LDL-C tiang rat cao gom FH (Familial Hypercholesterol)
dong hop tir hac di hop ta [7].



Bing 1.5. Nguyén nhan ting lipid m4u tién phat theo phin loai Fredrickson[13]

Typ Réi loan Nguyén nhan Ty 1é gap | Ting LP
Ting TC mau gia dinh Thiéu hut LPL hoic Lo v &
! hoic ting LP mau tién phat | ApoC2 bj bién dbi Rathiem | CM
Tang TC gia dinh hoac Thiéu hut LDL f
lla tang TC mau da gen receptor Itgap LDL
b Tang lipid mau hon hop gia | Giam LDL receptor va Thuong | LDL va
dinh tang ApoB gap nhat | VLDL
R&i loan B-lipoprotein mau | Khéng tong hop W
Il gia dinh ApOE? Hiém gap | IDL
y L Tang san xuat va giam | Thuong
IV | Tang TG mau gia dinh thai trir VLDL gip LDL
. . Tang san xuat VLDL |, . VLDL va
V | Tang TG mau ndi sinh va giam LPL It gap CM

1.1.3.2. Nguyén nhan thw phat:

Céc nguyén nhan thi phat 13 nguyén nhan chinh giy ra tinh trang bénh 1y réi
loan lipid mau & ngudi trudng thanh. Nguyén nhan quan trong bic nhét 1a 16i song
tinh tai két hop voi ché d6 an qua nhiéu thirc an chira cac acid béo no va cholesterol.
Tiép d6 phai ké dén sy 130 héa cta co thé theo d6 tudi din dén suy giam chirc ning
chuyén hoa cia cac co quan, trong d6 c6 hé thdng enzyme chuyén hoa lipid. Cac
nguyén nhan tht phat bao gdm: dai thao duong typ 2, bénh Gout, suy tuyén giap,
suy tuyén yén va bénh to dau chi, hoi ching tdc mat, bénh than man tinh, hoi
ching than hu, do thude, udng qua nhiéu rugu, xo gan mat tién phat, ding nhidu

thudc loi tiéu thiazid, lam dung corticoid, estrogen...Cac nguyén nhan nay gy ting

TC, TG, LDL-C va lam giam HDL-C [7],[18],[19].
Bdng 1.6. Cac nguyén nhan gay RLLM th# phat [19]

Tinh trgng, thuéc Biéu hién

Béo phi Tang TG, LDI-C, giam HDL-C

Ruou Tang TG

Pai thao dudng Tang TC, TG, giam HDL-C

Suy giap Tang TG, LDL-C, giam HDL-C do giam hoat tinh ctaa
lipoproteinlipase

Bénh than- Tang TG bénh than giai doan cudi, ting LDL-C & hoi chiing

Hoi chang than hu

than hu ¢6 thé do ting san xuat apoB-100 va VLDL-c va do
thuoc dicu tri hoi chirng than hu (gluococorticoid)

Bénh gan o mat

TC ting rat cao

Thubc loi tiéu

Tang LDL-C va VLDL

Thudc chen beta

Tang TG, giam HDL-C c6 thé do giam LPL

Corticoid

Tang TG,, giam HDL-C




1.1.4. Chuyén héa Lipoprotein.
1.1.4.1. Chuyén héa lipid mau ngogi sinh:

Chuyén hoéa Lipid méau ngoai sinh lién quan dén lipid thic an. Chylomicron
(CM) duoc tong hop & té bao biéu md rudt non van chuyén TG, TC do thirc dn cung
cap dén cac md khac nhau cia co thé, trong d6 mé md va co 1a noi tiép nhan chinh.

Trong mau, CM méi sinh nhan ApoC-11 va ApoE tir HDL va dugc coi la CM
treong thanh. Tai mé, ApoC-Il kich hoat enzym lipoprotein lipase (LPL) khu tra
trén bé mit té bao noi mac mao mach dé thuy phan TG trong CM thanh céc acid
béo ty do va glycerol. Céc acid béo tu do dugc sir dung lam nguén cung cip nang
luong hoic téng hop TG dé du trir. CM mat dan TG va tra lai ApoC cho HDL, trg
thanh CM tan du giau cholesterol. CM duoc bat gitr ¢ té bao gan nho céc receptor
dic hiéu voi ApoE va bi thiy phan trong cac lysosom. Doi séng cia CM rat ngan,
chi vai pht trong huyét twong (gdy mau duc trang sira).

Tai gan, cholesterol duoc chuyén thanh acid mat, muéi mat va dao thai theo
dudng mat xudng rudt non, mot phan cholesterol va TG tham gia tao VLDL. VLDL roi
gan vao hé tuan hoan dé bat dau con duong chuyén hoa lipid ngi sinh [12],[18],[19].
1.1.4.2. Chuyén héa lipid mau ngi sinh:

Chuyén héa lipid mau noi sinh lién quan dén lipid c6 ngudn gdc tir gan.
VLDL giau TG, dugc tong hop cha yéu tai gan (90%) va mot phan & rudt non
(10%). Tai gan, cac TG va cholesterol dugc lap rap voi ApoB-100 dé tao thanh cac
hat VLDL va duoc giai phong vao hé tuan hoan. Tuong tu CM, cac VLDL méi sinh
nhan ApoC-Il va ApoE tir HDL va tr¢ thanh cac VLDL truong thanh. Tai cac mo,
LPL duoc hoat hda béi ApoC-I1 s& thuy phan TG cua VLDL dé giai phong acid béo.
Enzym LCAT tir gan vao huyét twong c6 tac dung ester hoa phan ti cholesterol cua
VLDL thanh CE. Sau khi giai phéng TG, nhan thém CE va mét di ApoC, VLDL
chuyén thanh IDL. LCAT tao ra 75-90% CE trong huyét trong, phan con lai do gan
hozc rudt san xuat nhd acyl-coA cholesterol acyl transferase (ACAT). Do vay, thiéu
hut LCAT s& gay rdi loan chuyén hoa cua lipoprotein.

M6t phan IDL tro lai gan, gan vao céc receptor dic hiéu & mang té bao va chiju tac

dung cua lipase gan, phan con lai tiép tuc mat dan TG cling véi su bién mét caa ApoE dé



chuyén thanh LDL. LDL duoc coi nhu mét dang thodi hoa cua VLDL sau khi bi mat
di TG. LDL rat giau cholesterol, CE va thanh phan ApoB-100 duogc coi nhu Apo
chinh ciia LDL. LDL van chuyén cholesterol t6i md va gan véi cac receptor LDL
nhan biét ApoB-100 trén mang té bao gan hoic cac té bao khac cua co thé. Cac LDL
duoc chuyén vao trong té bao va chiu sy thoai hoa trong lysosom, giai phong
cholesterol tu do.

HDL duoc tong hop ban dau tai gan va véi sé luong it hon & té bao rudt non
(HDL méi sinh) bao gém Phospholipid, TC, apoE, apoA. Trong mau toan phan,
HDL duoc lam giau thém boi cac ApoA-I va ApoC tir cac Lipoprotein khac va tir
cac to chuc ngoai gan. Cholesterol dugc ester héa boi LCAT cé trong HDL méi
sinh, lam ting ty trong cua HDL, HDL thanh cau tric hinh cau, hinh thanh HDLS3,
rdi HDL2. Van chuyén cholesterol tir cac té bao 140 hda va cac lipoprotein khac tir

c4c té bao ngoai vi vé gan dé thai trir ra ngoai bang duong mat [9], [18],[19].

DUONG NGOAI SINH BUONG NOI SINH
(Cholesterol ducoc hdp thu tir thic an) {Cholesterol dugc téng hop trong co thé)
Cholesterol Axit mat Dat

S + thuc
2 VA0 ( Cholesterol =N o\ bao
T Lot
l LOL

_/ Receptor LDL
,Receptor

l

F== [
Chylomicron ey ViDL DL HOL
- - ~ }
L Mao Mach ‘ Mao Mach i
LCAT
Lipoprotein lipase Lipoprotein lipase Huyét tuong

So dé 1.1. So do chuyén héa Lipid mau ( http://trihuyetapcao.com- 2018)
1.1.5. Tri¢u chitng réi loan chuyén héa lipid
1.1.5.1. Triéu chirng lam sang:

RLLM la bénh ly sinh hoc, xdy ra sau mdt thoi gian dai ma khong thé nhan
biét duge vi RLLM khéng c6 tridu ching 1am sang dic trung. RLLM thuong duoc
phat hién muodn trong nhiéu bénh 1y khac nhau ciia nhém bénh Tim mach — Noi tiét
— Chuyén hoéa [2],[7],[8],[10].
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» Mot s6 dau chitng ddc hiéu o ngogi bién cia RLLM:

v Cung giac mac (arc cornea): Xuat hién quanh méng mat. Thuong chi diém
tang TC (typ Ila hodc IIb), thudng c6 gia tri v6i ngudi trén 50 tudi.

v Ban vang (xanthelasma): Xuit hién & mi mét, khu tri hodc lan toa, gap &
typ 1la hodc IIb.

v U vang gan (tendon xanthomas): Xudt hién ¢ gin dudi cic ngbdn, gin
Achille va vi tri cac khop dét ban ngén tay, dic hiéu cho typlla.

v' U vang dudi mang xuong (Periostea xanthomas): rat it gip, xut hién & cu
chay trudc, trén dau xwong ciia mém khuyu

v U vang da hodc cu (cutaneous or tuberous xanthomas): Xuét hién & khuyu
va dau gdi

v/ Ban vang 1ong ban tay (palmar xanthomas): xuat hién ¢ nép gip ngén tay
va long ban tay.

»  Ddu hiéu noi tang cua RLLM:

v/ Nhiém Lipid vong mac (lipemia retinalis): Phat hién khi soi ddy mit, gip
trong truong hop triglyceride tang cao .

v' Gan nhiém m& (hepatic stetosis): Tung vung ho#ic toan bo gan, phat hién
qua siéu &m hoic chup cat 16p, thudng kém ting Trigyceride

v Viém tyy cap: Thuong gip khi TG>10 gam/l, dang viém cép, ban cip phu
né, Amylase mau khong ting hodc ting vira phai.

v/ Xo vita dong mach: La bién chimg 1au dai cua ting Lipoprotein, thuong
phéi hop véi tang lipoprotein khong biét trude dé, c¢é thé phdi hop voi mot sd yéu td
nguy co khac nhu hiit thude 14, dai thao duong [7],[17].
1.1.5.2. Triéu chung cdn ldm sang:

Can 1am sang 1a triéu chimg duoc quan tim hang dau va 1a tiéu chuan dé chan
doan xac dinh rdi loan chuyén hoa lipid mau [7],[12],[17]:

- Tang TG, LDL-C, TC huyét thanh.

- Giam HDL-C.

- Réi loan céc thanh phan lipoprotein mau.

- Hinh anh xo vita dong mach.
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1.1.6. Chén dodn
Theo hudng dan chan doan va diéu tri bénh Noi tiét - Chuyén hda cua Bo Y
té nam 2017 [7].

- Céc triéu ching 1am sang goi y: thé trang béo phi, ban vang, céac bién chiing
& mot sé co quan nhu dot quy ndo, bénh mach vanh...

- Chén doan xéc dinh: dua vao xét nghiém céac théng sé lipid trong mau, méu
duoc lay lac doi (vao budi sang chua dn) dé dam bao d6 chinh xac.

Chan doan xéc dinh khi ¢6 1 hoic nhiéu thdng sé bi réi loan [7]:

- Tang cholesterol: Cholesterol toan phan trong mau > 5,2 mmol/I (200 mg/dl).

- Tang Triglycerid (TG): TG > 1,7 mmol/l (150 mg/dl).

- Tang LDL-C: LDL-C > 2,58 mmol/I (100 mg/dl).

- Giam HDL-C: HDL-C méu < 1,03mmol/l (40mg/dl).

- Réi loan lipid mau hon hop: khi ¢6 rdi loan ca TG va TC.

Trong thyc té 1am sang, cac thay thudc khong chi dua vao cac gia tri tuyét doi
ctia cac chi s6 lipid mau. Ngay ca khi cac chi sd tuyét ddi chua ting nhung c6 su
thay doi vé thanh phan, ti 1& cac loai lipid mau ciing c6 thé chan doan rdi loan
chuyén hoa lipid. Céc ti 18 thuong dung la:

- TC/HDL- C: Binh thuong < 4,5.

- TG/HDL- C: Binh thuong <1,74

- LDL/HDL: Binh thuong < 3,0.

- Non- HDL-C/HDL-C: Binh thuong <3,6

- Cholesterol khéng HDL (Non- HDL- C): Thong sé nay phan anh tinh trang
sd Iwong cholesterol ¢6 hai voi co thé. Gia tri toi wu 1a < 3,4 mmol/1. [17],[20],[21].
1.1.7. Nguy co ciia réi loan lipid mau.
1.1.7.1. Réi loan Lipid mdu va Xo vita dong mach

C6 nhiéu yéu té nguy co gy nén xo vita dong mach (XVDM) nhu RLLM,
tang huyét ap, béo phi, dai thao duong, hut thudc 14, tién sir gia dinh, 16i song it
van dong.... trong d6 RLLM doéng vai tro cha yéu [22].

Xo vita dong mach duogc dic trung boi cac mang ndi mac (mang xo vira) lan vao
long cua cac dong mach cd vira va 16n; cac mang chura lipid, té bao viém, té bao co
tron va mé lién két. Xo vira dong mach c6 thé anh hudng dén tit ca cac dong mach 16n
va vua, bao gff)m dong mach vanh, dong mach canh va dong mach ndo; dong mach chu
va céc chi nhanh cta nd; cac dong mach chinh cua tir chi. XVDM la nguy&n nhan hang

dau cua bénh tat va tr vong & Hoa Ky va ¢ hau hét cac nudc phat trién.
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Lipoprotein dong vai tro quan trong trong bénh sinh cua xo vira dong mach.
Cac lipoprotein chia apo B chuyén hda cholesterol cho thanh dong mach va la tac
nhan gy xo vira dong mach. Nong ¢6 HDL giam dan t6i gian qué trinh van chuyén
choleterol ra khoi thanh dong mach. Cac lipoprotein chira apo B nhu VLDL va tan
du cua ching. Lp(a) va LDL géin va bi giit bai proteoglycan bai tiét boi té bao mach
méu. Lipoprotein bi giit lai ¢ thé bi oxy hoa béi té bao ndi mac, té bao co tron va
dai thuc bao bai mot sd co ché.

LDL bi oxy hoa kich thich su két dinh monocyte véi té bao noi mac va hoa
ung dong cua chuang di vao khoang dudi ndi mac, LDL bi oxy hoa con kich thich
hoat hoa va biét hoa monocyte, do d6 1am thuan 1oi cho su két tap, hda hoa va
truong thanh cia dai thuc bao. LDL bi oxy hoa con lam ting tong hop proteoglycan
mach mau va thay dbi thanh phan cac chudi glycosaminoglycan cua ching, do d6
cho phép chiing gan LDL dé dang hon. Céac dai thuc bao bat giit LDL qua cac thy
thé tro thanh té bao bot. Cac té bao co tron di chuyén tir 16p giita vao 16p trong, tai
d6 tao ra mang xo md. Lipoprotein con diéu hoa su tong hop cac yéu to ting truong
va cac cytokin cua cé4c té bao co tron di chuyén vao 1p trong. LDL bi oxy hoéa con
anh huong t6i qué trinh tdng hop metalloproteinase, yéu té md, yéu t wc ché hoat
hoa plasminogen 1 (plasminogen activator inhibitor-1, PAI-1), ddn dén v& mang
vira xo va tic mach [12].

Trén thé gidi, cac nha khoa hoc da dua ra chi s6 xo vita mach Atherogenic
Index (Al): (Al = TC-HDL-C/HDL-C) dé danh gia nguy co XVDM, chi s nguy co
bénh mach vanh Coronary Risk Index (CRI) (CRI=TC/HDL-C) va chi s6 xo vita
huyét twong (AIP) (AIP =log(TG/HDL-C) dé danh gia mirc d6 nguy co mach vanh va
muc do rui ro tim mach. Cac cong thirc nay thé hién néu nong d6 HDL-C ting cao
va/hoic nong d6 TC, TG giam thi chi s6 Al, CRI va AIP s& giam tuong tng [23].
1.1.7.2. Réi logn Lipid mau va tang huyét ap:

Tang huyét 4p (THA) la su gia tang lién tuc caa huyét ap tdm thu khi nghi
(> 140 mm Hg), huyét ap tam trwong ( >90 mm Hg), hoic ca hai [24].

- RLLM la mot trong céc yéu to gay tang HA dic biét 1a tang cac thanh phan
cholesterol toan phan, triglycerid, LDL- C va giam HDL- C s& dan dén su hinh
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thanh va phat trién cac mang xo vita trong long mach gay chit hep long dong
mach 1am ting tdng SGc can mach ngoai vi, dan dén ting huyét 4p.Thém vao do,
mot khi cac dong mach da bi thu hep, chi mot sy co thit nhe cua céc co tron thanh
mach di bi phi dai trude d6 déu lam giam duong kinh 1ong mach di hon nhiéu so
véi nhitng d6ng mach binh thuong va tiép tuc gdy THA cudi ciing dan téi cac bién
cb tim mach [23],[24].

R4i loan lipid mau duoc xem 1a nguy co hang dau cua cac bénh tim mach cha
yéu 1a xo vita dong mach va bénh mach vanh. Réi loan nhiéu chi sé lipid mau cuing
V6i tang huyét 4p s& 1a nguyén nhan thuc day nhanh nhiing bién ¢ tim mach ting
nguy co dot quy ndo, nhdi mau co tim. Xo vita dong mach c6 thé 1am hep dong mach
than, day co thé 1a nguyén nhan giy ting huyét 4p hodc lam ning thém céac truong hop
da co ting huyét ap tir trude d6. RLLM va ting huyét ap déu la cac yéu té nguy co cua
bénh tim mach, diéu chinh RLLM I yéu t6 1am ha huyét &p gop phan giam thiéu cac
bién ¢6 tim mach [25],[26].

1.1.8. Diéu tri
1.1.8.1. Nguyén tic diéu tri:

- Phéi lubn loai trir nhitng nguyén nhan tang lipid mau tht phat: hoi ching
than hu, suy giap, udng qua nhiéu rugu, thai nghén, lam dung corticosteroid, dung
thude e ché mién dich. ..

— Khong ché tot cac yéu td nguy co tim mach khac (néu cd): ting huyét ap, dai
thao duong, hut thude 14, ...

— Viéc thay doi 16i séng 1a van dé co ban va c6t 15i trong diéu tri: ché do an
ubng dang, ché do tap luyén thé duc. Thoi gian danh gia hiéu qua cac bién phap
thay d6i 16i song thuong tir 2-3 thang.

— Chi dinh thudc khi can thiét. Tuy theo co ché tac dung, cac thudc cé thé
dugce dung riéng 1& hodc phdi hop hai hodc ba thudc ¢é co ché khac nhau dé dat
duogc tac dung hiép dong trong diéu tri.

— Statin 1a Iya chon dau tién. C6 thé phdi hop thude khi dd dung lidu statin toi
ru ma chua dat duoc dich diéu tri [7],[27],[28].
1.1.8.2. Muc tiéu diéu tri

Dua vao két qua xét nghiém va phan tang nguy co dé diéu tri [27],[28],[29],[30]:
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- LDL-C 1a dich diéu tri thir nhat- khong cé can duéi cho chi sé6 LDL-C. TC
1a dich diéu tri néu khong c6 cac xét nghiém khac.

- Non - HDL - C hoic Apo B 14 dich diéu tri thir hai & bénh nhan RLLM thé
hdn hop, dai thdo dudng, hoi chizng chuyén hoa.

- Panh gia TG dé diéu tri khi bénh nhan RLLM c6 tang TG.

- HDL-C khéng duoc khuyén cdo 1a dich diéu tri. Xac dinh muc tiéu diéu tri
nhim vao LDL-C, sau d6 c6 thé tinh toan nhiam vao non-HDL-C.

- Muc tiéu cu thé:

Nhom nguy co rat cao: LDL-C nén dat dugi 1,8 mmol/L hoic giam di it nhat
maot nira tri s6 ban dau.

Nhoém nguy co cao: LDL-C dat mic dudi 2,5 mmol/L.

Nhom nguy co vira va thap: LDL-C dat mire dudi 3,0 mmol/L [30].

Bdng 1.7. Muc tiéu diéu tri RLLM theo mize dé LDL- C
(Khuyén cdo ciia NCEP (National Cholesterol Education Program-2002)

Muc tiéu

Nguy co
LDL- C (mg/dl) Non - HDL-C (mg/dl)

<100 (2,59 mmol/l)
- Nguy co cao: BMV va twong duong | Téi wu: <130 (3,4 mmol/l)
<70 (1,8 mmol/L)

<130 (3,4 mmol/l)
Téivu <160 (4,1 mmol/l)
<100 (2,5 mmol/l)

- Nguy co cao - trung binh:
>2 YTNC+ NC 10 nam 10- 20%

- Nguy co trung binh:

> 5 YTINC 4 NC 10 nim <10% |~ 130 (34 mmol/l) | <160 (4,1 mmol/l)
Z nam A

- Nguy co thap: 1-2 YTNC <160 (4,1 mmol/l) | <190 (4,9mmol/l)

Muc tiéu HDL-C: > 1,04 mmol/Il

Khuyén cao caa NCEP (National Cholesterol Education Program- 2002) dua
trén nhitng diém cat vé 1am sang la nhitng yéu té nguy co twong di, d6i véi bénh
d6ng mach vanh nhu: ndong @6 TC va HDL-C, két hop véi su hién dién cua cac yéu
t6 nguy co khac vé bénh mach vanh [15], [30],[31].
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1.1.8.3. Diéu tri cu thé:

Diéu tri RLLM 1a yéu t6 quan trong trong viéc phong va diéu tri bénh tim mach
[71, [32].[33].

v’ Diéu chinh 13i song:

La mot phan réat quan trong trong quan ly bénh nhan RLLM. Thyc hién it nhat
trong 3 thang dau, viéc thuc hién can phai c6 sy huéng dan cia cac bac si va chuyén
gia dinh duéng [7], [28], [32].
< Ché dé dn uonq:

- Thay doi 16i song va chon lya thirc dn lanh manh [7],[14],[29],[30]:

+ An da dang thyc pham. Piéu chinh ning lugng vao co thé dé phong ngira

thira can va béo phi. Han ché niang luong ddi véi ngudi béo phi.

+ Khuyén khich sir dung trai ciy, rau, cdy ho dau, hat, ngii cc nguyén hat va
ca (ddc biét ca co dau).

+ Thay thé thuc pham giau chit béo trans hoic bdo hoa bang c4c thuc pham tir
trai cdy, rau v6i chat béo don khong bio hoa va chat béo da khong bio hoa[7].

+ Giam mudi con < 5 g/ngay.

+ Han ché str dung thirc udng va thyc pham thém duong.

DPam bao tong luong calo can cung cap hang ngay va luong cholesterol trong
khau phan an nén dudi 200 mg/ngay.

Duy tri ché do an theo hudng dan thuong xuyén ké ca khi dung thudc hay
khong dung thuée [7], [28], [30].

R/

% Ché ds tip luyén:

Ché d6 tap thé duc vira suc, déu din hang ngay dong vai trd quan trong trong
viéc khdng ché tdt lipid mau. Tap luyén gitp “dot” bét md du thira trong co thé,
giam can hiéu qua, ting kha ning dé khang cua co thé va con gian tiép thong qua
viéc 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.

Thoi gian tap luyén - van dong thé luc khoang 30 dén 45 phat mdi ngay, 5
ngay mdi tudn, cudng do va thoi gian tap tdy thudc vao tinh trang stc khoe nhat 1a
nhitng ngudi c6 bénh Iy huyét &p, mach vanh, suy tim... [7], [17], [34].

** Bo nhitng thoi quen co hai:

Khong hut thude 14 vi thude 14 khong chi anh hudng dén qua trinh hinh thanh xo
vira dong mach ma con anh huéng dén rdi loan lipid mau hodc théng qua cac nguy co

khac nhu ting huyét ap, dai thao duong. ..
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Khong nén udng rugu qua nhiéu, giam can ning, duy tri chi sb khdi co thé (BMI).
Tranh 16i sng tinh tai, tranh cing thang than kinh, lo du qua murc [29].
v’ Thuéc diéu chinh réi loan lipoprotein mdu
Phai diéu tri bang thudc sau khi d diéu chinh ché d6 an udng, sinh hoat nhung
cac thanh phan lipid trong mau khdng giam va bét dau ngay khi:
- Nhiéu yéu t6 nguy co BMV va lugng LDL- C trong méau cao (> 4,1 mmol/l);
- Luong LDL- C trong méau qué cao (> 5 mmol/l) .
Muc dich diéu trj 1a phai lam giam duoc LDL- C < 2,6 mmol/I [29], [30].
Dua vao co ché tic dung trén lipoprotein, thudc diéu tri rdi loan lipid mau
duogc chia thanh 2 nhom chinh [27],[34]:
- Nhom e ché sinh tong hop lipid:
+ Acid nicotinic (niacin)
+ Dan xuét acid fibric (fibrat)
+ Chat uc ché 3-hydroxy-3-methylglutaryl-coenzyme A (HMG-CoA)
reductase (statin).
- Nhom lam giam hap thu va ting thai trir lipid:
+ Chét tao phtrc véi acid mét: resin
+ Chét trc ché hap thu cholesterol: ezetimib.
% Thudc ke ché sinh tong hop lipid
* Nhom statin:
- Céc statin 1a thudc hiéu qua nhat va cé kha nang dung nap tot nhat trong diéu

tri rbi loan lipoprotein méau va da duoc ching minh c6 thé 1am giam nguy co tim
mach xo vita, tac dung nay khdng phu thuoc vao nong do lipid nén cua bénh nhan.
Cac khuyén cao hién nay déu cho rang statin 1a lya chon wu tién cho phong ngira ca
nguyén phat va thir phat bénh tim mach xo vira [19],[27].

Hién nay da c6 7 statin duge phép luu hanh, bao gom lovastatin, pravastatin,
simvastatin, atorvastatin, fluvastatin, rosuvastatin va pitavastatin.

- Co ché tac dung: wc ché enzym Hydroxymethylglutaryl CoA Reductase 1a
mot enzym tong hop TC, 1am giam TC néi sinh, kich thich ting tong hop thy thé
LDL-c nén tang thu gitr LDL-c tai gan. Két qua s& giam LDL-c, VLDL, TC, TG va
tang HDL-c. Ngoai ra nhdm statin con giam qua trinh viém cua ndéi mac mach mau,
gilip thodi trién mang xo vita, ting tong hop nitric oxide (ON) cua té bao ndi mac.
Téc dung ha LDL—C cua céc statin 14 tdc dung phu thudc liéu. Tac dung ha triglycerid
ty 1¢ thuan vai tac dung trén ndng d6 LDL-C cua cac statin. CAc statin ciing lam ting
nhe néng 46 HDL—C (5-10%), tac dung nay thuong khéng phy thudc liéu [27].
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- Tac dung khéng mong mudn: Statin duoc dung nap tét. Tac dung khéng
mong mudn bao gém rdi loan tiéu héa, dau dau, mét moi, dau co hodc dau khop.
Tang men gan, ting men co khi dung liéu cao, hodc co dia nguoi gia, hoic dang
dung nhiéu loai thubc nhu khang sinh nhém macrolide.

- Ap dung diéu tri: Statin c6 hiéu qua trong giam nong do cholesterol mau ¢ tat
ca cac typ tang lipid mau. Véi cac tac dung co loi ddi véi tim mach, statin con dugc
chi dinh dé du phong bién cé tim mach cho mot s6 ddi twong bénh nhan nguy co cao.

- Chdng chi dinh: Bénh nhan cé bénh gan hoat dong hoic ting dai dang hoat
d6 enzym gan trong huyét thanh trén 3 lan giéi han trén caa mirc binh thuong. Phu
nir mang thai va cho con bu [27],[34].

* Dan xudt acid fibric (fibrat):

Hién tai c6 04 fibrat duoc cip phép luu hanh hién nay bao gém fenofibrat,
bezafibrat, ciprofibrat, va gemfibrozil.

- Co ché tac dung: Lam giam TG do kich thich PPAR alpha lam ting oxy héa acid
béo, tang tong hop enzym LPL, 1am ting thanh thai cc lipoprotein giau TG, &c ché tong
hop apoC-lll ¢ gan, tang thanh thai VLDL. Cac fibrat ciing lam ting HDL do thuc day
trinh dién apoA-1 va apoA-I1I [7],[27].

- Tac dung khong mong mudn: Fibrat thuong dung nap tot. Hay gap nhat 1 réi loan
tiéu hoa. Bénh co va viém gan hiém xay ra . tac dung phu thuong xay ra khi dung liéu
cao, hodc co dia nguoi gia, hoac cd bénh ly than, gan trudc.

- Ap dung diéu tri: Tang triglycerid, dac biét 1a ting triglycerid mau nang (>
500 mg/dL) dé du phong viém tuy cap[27].

- Chdng chi dinh: Suy gan; bénh tai mat; Suy than nang; Viém tuy cap hoic
man, ngoai trir viém tuy cap do ting triglycerid mau ning; Co6 tién st di tng hoac
tang nhay cam vai anh sang khi stir dung cac fibrat hoac ketoprofen; Phu nit mang
thai va cho con bu [27].

* Acid nicotinic (niacin)

- Co ché tac dung: Uc ché phong thich acid béo tir mé md va wc ché san xuét
acid béo va TG boi té bao gan tii d6 1am giam sé lugng VLDL va LDL- C. Niacin
khong c6 tac dung 1én su tong hop cholesterol hay acid mat. Niacin cling ¢ tac

dung lam tang HDL- C [33],[34].
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- Tac dung khéng mong mudn:
+ Po birg mit xay ra trén 90% s6 bénh nhan va 1a nguyén nhan ngung diéu
tri & 25-40% s bénh nhén.
+ R4i loan tiéu hoa, ting duong huyét, ting acid uric huyét
- Ap dung diéu tri: Tang LDL-C, giam HDL-C, ting TG.
- Chéng chi dinh: loét da day, bénh gan man tinh, phu nit ¢6 thai [27],[28],[33],[34].

% Thudc lam gidm hdp thu va tang thdi trir lipid

* Cdc chdt tao phirc véi acid mat (resin):

Cac chat tao phirc véi acid mat hay cac resin (cholestyramin, colestipol,
colesevelam) la cac thudce diéu chinh réi loan lipoprotein mau c6 thé xem Ia an toan
nhét vi chiing khong duoc hap thu vao co thé.

- Co ché tac dung: Resin trao ddi ion Cl- vé6i acid mat, tang tdng hop acid mat tur
cholesterol, 1am ting bai tiét mat va giam cholesterol ¢ gan, kich thich tong hop thy thé
LDL-C, ting thai LDL-C. Tac dung ha LDL—C cua cac resin la tac dung phu thudc liéu.
Mtc ha LDL—C t6i da thuong dat duoc sau dung thude 1-2 tuan.

- Tac dung khong mong muén: Ri loan tiéu hoa: tao bon, buon nén va day hoi.

- Ap dung diéu tri: Tang LDL-C. [27],[28],[32],[34].

% Thubc ke ché hip thu cholesterol: Ezetimib

- Co ché tac dung: Ezetimib 1 thudc Gc ché hap thu cholesterol bai cac té bao
thanh rudt non dau tién duoc str dung dé 1am giam nong d6 cholesterol toan phan va
LDL—C. Thudc lam giam néng do LDL—C va tang HDL-C [27],[28],[32],[34].

- Tac dung khong mong mudn: Str dung ezetimib twong d6i an toan, it tac
dung khéng mong muédn. Gay suy giam chirc ning gan xuat hién vai ty 18 thap.

- Ap dung diéu tri: Tang LDL-C
% Omega 3 (Fish Oils):

- Co ché tac dung: ting di hoa TG & gan.

- Tac dung khdng mong mudn: cac triéu chirng rdi loan tiéu hoa nhu ddy hoi,
truedng bung, tiéu chay.

- Ap dung diéu tri: Tang TG.



R/
0‘0

Thuéc vic ché PCSK9

19

- L& nhém thube méi, e ché protein PCSK9 dong vai trd quan trong trong
chuyén héa LDL cholesterol.

- Co ché tac dung: Nhiam vao protein PCSK9 lién quan véi kiém soat thu
thé LDL. Hiéu qua giam LDL-C khoang 50 - 70% ddc 1ap v6i diéu trj nén (statin,
ezetimib ...); 1am giam céc bién ¢ tim mach cung véi giam LDL-C. Thubc khong
c6 tac dung 1én HDL-C va triglycerid huyét twong. Nhom thude nay c6 hiéu qua
giam LDL-C ¢ tit ca bénh nhan c6 kha niang biéu 16 thy thé LDL ¢ gan. Do do,
thudc trc ché PCSK9 hi¢u qua & phan 16n bénh nhan, bao gdm bénh nhéan ting
cholesterol di hop tir [19],[34], [35].
Bdng 1.8. Mét sé thuoc thuwong ding trong diéu tri RLLM [19],[34],[35]

Tac dung khong

Hiéu qua giam

Nhom Chi dinh P Chong chi dinh o :
mong muon lipid/lipoprotein
- Tang TC Bénh co, ting men | - Tuyét ddi: bénh gan cap | LDL giam 18-55%
- Tang Lipid mau | gan, nhtrc dau, rdi | vaman HDL tiang 5-15%
. hon hop loan ti€u hoa... - Tuong ddi: s dung | TG giam 7-30%
Statin \ A \ e A A
- Du phong bénh cung lic véi mot so
XVDM & ngudi thudc nhat dinh
trudng thanh.
- Tang TG ndng Roi loan tiéu hoa, | Tuyét doi: bénh gan, | LDL giam 5-20%
- Tang lipid mau | s61 mat, bénh co than nang HDL tang 10-20%
hon hop khi statin TG giam 20-50%
Fibrat bi chéng chi dinh.
- Nguy co tim
mach cao, dung
statin chua kiém
soat duorc.
- Tang Lipid Do biumg mit, tang | - Tuyét doi: bénh gan | LDL giam 5-35%
nguyén phéat va dudong huyét, ting | ning hoic gutnang | HDL tang 15-35%
Niacin hon hop acid uric mau (hodc | - Tuong ddi: dai théo | TG giam 20-50%
gut) kho chiu duong | duong, ting acid uric
tiéu hoa, doc gan mau, loét da day
- Tang Lipid mau | Tan xuat >1% tang | Tuyét doi: bénh gan | LDL giam 18-20%
nguyén phat enzym gan khi ding | cdp khi dung cung | HDL ting 1%
Ezetimib | - Phong ngua | chung statin so vdi | statin. TG giam 5-11%

XVDM ( phéi hop
véi Statin)

dung statin don doc
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1.2. Roi loan chuyén héa lipid mau theo Y hoc co truyén
1.2.1. Khdi niém.

Y vin cta y hoc ¢b truyén (YHCT) khong c6 danh tir “ri loan lipid mau”. Tuy
nhién, cho dén nay theo quan diém cta cic nha chuyén mén thi cac triéu chimg cua
RLLM dugc mé ta trong cac chimg “dam thip”, “dam am” “dam troc”, “huyén
vung”, “dau théng”...,[36], [37] va duoc xép vao nhom cac bénh giy ra do yéu td
“dam am”. Pam thap hinh thanh do su van hoda bat thudng cua tan dich. Viéc phan bd
va bai tiét tan dich bi tro ngai 1a cho tan dich dinh tré gy nén san pham bénh 1y nhur:
dam, am, thay, thap... tir d6 hinh thanh chting dam, ching am, chang thay, ching
thap. Pam, am, thay, thap ciing c6 mot ngudn gbc 1a san pham bénh ly caa rdi loan
trao doi thay dich nhung khac nhau vé hinh théi, sau khi hinh thanh déu la tac nhan
gay bénh, chling c6 thé twong hd chuyén hda, cd thé két hop gay bénh dong thoi nén
khé phan biét rach roi. Chat dic dinh 1a dam, chét trong lodng 1a 4m, chat rat trong 1
thity va trang thai mu mit Ia thip. Lam sang thuong goi la ching dam am, thay thép,
dam thap, thay am [38],[39],[40].

> Dam: Pam vira 13 san phim bénh 1y ciing vira 12 nhan t6 gay bénh va c6 tinh
chét dinh tré. Pam von khong sinh ra bénh ma vi bénh mai sinh ra dam. Pam hinh
thanh cac nguyén nhan 1am anh hudéng dén chirc ning khi héa cua co thé 1am roi
loan trao doi thuy dich, tan dich trong co thé dinh tu lai ma thanh. Tinh luu dong
ctia dam it ma kho tiéu tan, c6 thé dinh tu & bat ky vi tri nao cua co thé. Ty, than 12
gbc sinh ra dam, phé 1a d6 dé dung dam. Pam gdém c6 dam hitu hinh va dam vo
hinh, dam vo hinh 13 dam noi sinh khong thé nhin thiy dugc ma thuong két hop vai
nguyén nhan giy bénh khac trong co thé giy nén tinh da dang va tinh dic thu. Vi
vy can thong qua cic biéu hién bénh 1y dé xac dinh chung dam [37],[38],[40].
Pam thuan theo khi ma thing hay giang, khong noi nao trong co thé la khong dén
duoc, dén dau tu lai gay bénh ¢ do. Vi vay triéu chiing lam sang rat phong phu. Can
ctr vao tinh chat gdy bénh ctia dm ma YHCT phan thanh ngii ¢ddm bao gom: phong
dam, han dam, nhiét dam, tao dam, thap dam [39],[40],[41].
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> Thdp: Thap sinh ra bénh 1y thap dam cha yéu 1a ndi thap. Noi thdp 13 san
phém bénh ly do ty mét kién van khong van héa dugc thuy thép, tan dich dinh tu
gay nén, goi 1a ty hu sinh thap. Noi thap véi ddc tinh dan dan, ngdm tham, dinh tré
gy bénh chu yéu ¢ tang phii, kho trir nén bénh tinh thuong kéo dai ,[37],[39].

» Pam thép noi sinh lién quan dén ty mét kién van, khong thé van héa duoc
chét tinh vi, trao doi tn dich bi can tré, thuy thap khong dugc van hoa dinh tu lai .
Thuy tu lai s& thanh 4m, 4m ngung s& thanh dam hinh thanh nén ching dam am.
Pam am hinh thanh lién quan dén cac tang phé, ty thin, bang quang, tam tiéu, can
va tim... Pam am tich tu lai lai quay tr¢ lai tac dong dén phu tang lam r6i loan sy
kién van cua ty, tic dong 1én sy khi hoa cua than, tdic dong 1én sy tuyén giang cua
phé, 1am khi co tré tré dan dén can méat di su so tiét lam cho tdm bét chan lai rdi
loan van hanh huyét dich va cubi cung lai hinh thanh nén dam. Pay chinh 1a mot
qua trinh bénh 1y phirc tap bién hoa va chuyén hoa 1an nhau va gy ra nhiéu ching
bénh khac [40],[41].

> RLLM theo YHCT la do dam v6 hinh giy nén, c6 tinh chét dinh tré, theo
khi di dén khép moi moi noi trong co thé, di dén dau tu lai & d6 va gay bénh nén
biéu hién trén 1am sang rat da dang. Khi mac chiing dam thap thi ngudi thuong thira
can, béo phi, di lai ndng né, chan tay t€ bi, mét moi, budn nén va khong mudn an,
nang hon dau nang d4u, hoa mat chong mat, dau tirc nguc....Bénh biéu hién mirc d6
nang nhe khac nhau tuy theo mirc 4§ dam tich tu [37],[38],[40].

1.2.2. Nguyén nhan va co ché sinh bénh
1.2.2.1. Nguyén nhéan

Pam am 14 san pham bénh ly do ri loan chuyén hoa thuy dich. Vi vy cac
nguyén nhan 1am anh hudng dén chirc ning khi hoa cta co thé 1am réi loan trao doi
thuy dich déu lam cho thay dich dinh ty lai thanh dam. Pam 4m hinh thanh lién
quan dén cac tang phé, ty, than, bang quang, tam tiéu, can, tam....[40], [41]. Cac
nguyén nhan gay ra géom:

- Do am thue bdt diéu: an nhiéu thirc an ngot béo, uéng nhiéu ruou, lam viéc
tri 6¢ qua stc, lam ton thuong ty vi, ty mét kién van, vi mat hoa giang lam cho van
hoa thity thap rdi loan, thap tu lai sinh dam, dinh tré lai tai kinh mach, tang phu, bi
phu gay nén can tré sy luu thong khi huyét, tan dich, thay cdc din dén dam thap noi
sinh gay bénh [37],[40].
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- Do ché d¢ sinh hoat: Lbi song tinh tai, ludi van dong, it sinh hoat thé lic, khi
huyét bat luu thong, din dén khi tré, huyét u, dam troc dugc sinh ra @ tr¢ 1au ngay
ma sinh bénh. Sach T van thién “Tuyén minh ngii khi luan” viét: “Ciru ngoa
thwong khi, ctru toa thwong nhuc”. Thuong khi din dén khi hu, thuvong nhuc dan
dén ty hu, ty khi hu ma sinh dam tré [37],[38] .

- Do thdt tinh (yéu té tinh than): Budn rau hai phé, lo so hai than, lo nghi hai
ty, gian dir hai can....Tinh chi v6 d¢ déu lam cho khi co nghich loan, kinh lac tr&
tré, thity thap dinh luu ma thanh dam troc. Thuong gip tinh chi uat trc, can khi khon
ty lam ty mat kién van, ty thd hu yéu sé giam hodc mat kha ning van hoa thuy céc,
tan dich tu lai thanh dam thap, dam thap @ tré kinh mach ma gay bénh [38],[40]

- Do tién thién bdt tic: Bam thy tién thién khong day du, nguyén khi hu suy
than khi bat tuc, than duong hu khong 6n 4m dugc ty dwong, ty khi hu nhuoc, cong
nang van hoa suy giam, ty khong van hoa dugc thuy thap, than duong khong khai
thong lam thap tré ma sinh dam am [37],[38],[40] .

- Ngii tang hw suy: Tudi cao, thién quy suy hodc mac bénh lau ngay lam chinh
khi hu suy. Bénh ngii tang déu c6 thé sinh dam nhung co ban van 1a 2 tang ty than.
Ty cha van hoa thuy théip, ty hu thép tré ma thanh dam. Than chu thuy, than duong
bat tic, thuy thap tran lam ma thanh dam. Tam tiéu hanh thuy, bang quang khi hoa,
roi loan hanh thity hay khi hoa bét loi sé tich thily ma thanh 4m, 4m ngung ma thanh
dam. Phé mat tuyén giang va thong diéu thuy dao, tan dich s€ tu lai ma thanh dam.
Viay méi ¢6 cau “ Ty 1a ngudn sinh dam, phé 13 noi chtra ddm” [40]. Can mét so tiét,
thang giang tré ngai, thay dich dinhg luu dong lai ma thanh dam. Tam duong bat
chén, tré tic hung duong, tam khi bat tic van hanh huyét dich rdi loan, huyét o hoa
thily ma hinh thanh nén dam [40].

Nhu vay, dam thap 1a mot chang bénh c6 dic diém “ban hu, tiéu thyc”: “tiéu”
1a dam troc noi sinh, huyét &; “ban” 1a cong ning tang phu that diéu hoic hu ton
trong d6 lién quan dic biét dén ty, phé, can, than [38],[40],[42].
1.2.2.2. Co ché bénh sinh

- Pam vén khong ty sinh ra ma do bénh sinh ra dam. Pam dugc hinh thanh

quay trd lai 1a nhéan t6 gay bénh.
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- Ty 1a ngudn sinh dam, Thén 1a gbc cua dam, Phé 14 noi dé chira dam [37].
"Pam do ty hu khong van hoa duoc thuy thip, thin duong hu khéng 6n dudng ty
duong nén khong van hoa dugc thuy cde va khong khi hoa dugc nudce, phé khi hu
khéng tuc giang thong diéu thuy dao lam thay dich dinh luu ma gy ra dam.

- Tang ty: Ty 1a ngudn sinh dam. Ty khi hu khong van hoa dugc thay thap lam
cho chit thanh khé thing 18n, chit troc kho gidng xudng, chat tinh vi cua thuy cdc
khong thé van hoa, luu chuyén duoc binh thuong, tu lai ma héa thanh dam troc. Mat
khac, do ty tho suy yéu khong ché dugc thiy thap khién thiy thip ngung dong lai
trong kinh mach, tang phu, bi phu tao thanh dam, can tr¢ luu thong khi huyét, tan
dich, thuy cdc => viée dinh dudng cho céac tang phu kém di, dan dén mét moi. Mét
moi nhiéu 1am cho khi hoa tai phé, bang quang giam st ma sinh ra doan khi, hao khi,
[37]. Theo Hai Thuong Lan Ong: "Ty 1a gdc sinh ra dam, ty hu khong van hoa duoc
thity thdp ma sinh dam”. Vi chinh khi bi hu, khong c6 su cai quan, ta thira co nhap
vao, kich dong sinh ra dam ma khong phai vi dam ma sinh bénh" [37]. Theo YHCT,
"Pam do ty hu khong van hoa dugc thuy thap, than duwong hu khong 6n dudng ty
duong nén khong van hoa dugc thuy cdc va khong khi hoa duoc nudce, phé khi hu
khong tuc giang thong diéu thuy dao, trén 1am sang thay: dom nhiéu, nguc suon day
tuc..." .

- Tang thdn: Than 13 gbc cua dam. Than duong hu suy, hoa khong 6n 4m duoc
ty tho, thity thap tan dich khong hoa khi dugc tran 1én thanh dam. Than 4m hu, hu
hoa & ha tiéu bde 1én hun niu tan dich cling tao dam. Theo Hai Thuong Lan Ong thi
“dam sinh hoa 1a do ty, cin ban ciia ddm 1a do & than. HE c6 chimg dam, khong &
tang no thi ¢ tang kia. Pam von 14 tan dich trong co thé, nod tuy theo vi tri ta cam vao
ma thanh tén bénh. Vi chinh khi hu, khong c6 su cai quan, ta thira co xam vao, kich
dong sinh ra dom, chtr khong phai vi ddm ma sinh bénh, thyc ra vi bénh ma sinh ra
dom [39], [40].

- Tang phé: Phé hu mat kha ning tic giang thong diéu thuy dao, thity dich
ngung lai thanh dam. Luu thong khi huyét, tdn dich, thuy cdc giam din t6i dinh
dudng tang phii kém, gdy nén suy nhuoc, lam cho khi hoa tai phé, bang quang kém,
dam troc vi thé ma sinh ra [38],[39].
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- Dam thap gady tdc tré kinh lac, khi huyét: Dam thuan theo khi ma thing hay
giang, khong noi nao trong co thé 1a khéng dén dugc nén triéu chirng 1am sang rat
phong phti. Pam di dén kinh lac gy tic trd kinh lac, khi huyét bat luu thong gay té
moi, dau nhirc chan tay....[37],[40].

- Dam thdp gdy tré tré khi co: Dam thap dinh tu lai gay tic trd khi co, réi loan
khi co cua tang phu. Dinh tu & phé 1am phé mat tuyén giang gy dau tirc ngyc..dinh
lru & trudng vi gdy budn ndn, ndn, day bung, dn udng kém, tich tu & mang suon giy
dau tirc mang suon. Tré tré thanh duong s€ gy dau dau, chéng mat; néu dam tré &
nguc s& gy tirc nguc, ngdt ngat, dau nhoéi viing trudce tim; néu dam troc tré & phé s&
thay ho, khac dom; dam tré & tdm 1am tdm huyét khong thong s& gay hoi hop tic
nguc; néu dam mé tdm khiéu s& gdy hon mé; dam hoa nhidu tim s& gdy dién
cuéng... bam troc tich tu ¢ co phu tau Iy 1am cho co thé béu tré. Pam troc trd tré
gay réu ludi nhdp nhap, mach hoat [37],[40].

- Dam thdp anh huéng trao doi thiy dich: Pam tré ¢ phé 1am phé mat tuyén
giang thong diéu thuy dao, tré ¢ ty 1am ty mat kién van, tu ¢ than 1am than khong
khi hoa dugc din toi réi loan trao doi thuy dich ngay cang ning hon. Pam pham
vao thanh duong khong thing 1én duoc giy dau ning dau, chong mit. Pam vé hinh
{r tré & tim, ndo gy bung bit va nhidu loan than minh gay hoi hop tréng nguc, mat
ngu, tich tré & co phu lam cho co thé béu tré. Tinh chat ctia dam 1a dinh tré nén ludi
béu réu dinh nhét, mach hoat [40].

Tom lgi: Dam thép dugc sinh ra tu lai ¢ cac vi tri khac nhau va gay ra cac biéu
hién 1am sang khic nhau. RLLM theo YHCT la do dam v6 hinh gay nén, biéu hién
trén 1am sang rat da dang. Khi mac ching dam thap thi nguoi thudng thira can, béo
phi, di lai nang né, chan tay té€ bi, mét moi, budn nén va khong mudn an, nang hon

dau ning dau, hoa mat chong mit, dau tirc ngue. ... [37],[38],[40].
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1.2.3. Phén thé lam sang- Bién chitng lugn tri

Theo Hai Thuong Lan Ong: “Tri dam tién tri khi, khi thuan dam tu tiéu” va
“nhat thiét kndng nén vét sach dam di vi dam von c6 san tir luc so sinh va ciing 1a
vat dé nubi song, chi loai bo phan dam du thira ma théi”, “bénh dam cé hu co
thue...thuc thoi cong, hu thoi bé nhung cdng phai c6 tha tu, bd phai 1an tim coi
ngudn...chita ddm khong nén dung phép cong” [37].

Cén tim nguyén nhan dé tri vi “dam vén khong sinh ra bénh ma vi bénh mai
sinh ra dm”. Néu chira dam ma khong biét nguyén nhan thi dam ngay nhiéu [39].

Diéu tri dam thap bao gdm cac phép: hoa dam, tiéu dam va diéu dam. Pam &
hoi ching RLLM 1a dam v hinh, luu hanh va & dong ¢ huyét mach nén khi diéu tri,
ding phép hoa dam dé diéu tri. Piéu tri nguyén nhan sinh ra dam, lam cho dam ty hét,
hoa dam thuong két hop véi cac phap diéu tri nhu kién ty hoa vi, vi ty van hoa thap;
tiéu dam, diéu dam ding cho cac trudng hop bénh & mic do nang hon [40].

Theo YHCT, RLLM tuong dwong véi chimg dam thip, co dic diém 14 “ban hu
tiéu thyc”. Tuy theo thé bénh cip hay hoan ma liy phu chinh hay khu ta lam chu, hodc
vira phui chinh vira khu ta theo nguyén tic tiéu ban dong tri. Ban hu cha yéu 14 ty than hu
t6n, tiéu thuc cht yéu 1a dam troc, huyét . Tri ban phai chi ¥ b ty, ich than. Trj tiéu
phai cha ¥ phép hoa dam tri thip, thanh Iy théng ha, hoat huyét hoa @ [39],[42],[43].

Theo tai liéu cta tac gia Trinh Tiéu Du trong nguyén tic chi dao nghién ciru
lam sang Trung — Tan duoc, chimg dam thap bao gdm céc thé 1am sang sau [44]:
1.2.3.1. Bam troc tro tré:

+ Triéu chtng: hinh thé béo béu, dau cing ning, tirc ning nguc, tay chan té bi
nang né. Co thé kém theo tim quy, mat ngd, nhat mi¢ng, an kém, dai ti€n nat dinh.
Chét ludi béu, réu tron dinh, mach hoat .

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

+ Bai thudc dién hinh: Ban ha bach truat thién ma thang gia giam [45],[46], [47].

Ban ha 08g Thién ma 10g Phuc linh 12g bai téo 49
Tran bi 12g Bach truat 12g ~ Cam thao 04g Sinh khuong 4g

Sac udng ngay 1 thang udng chia 3 lan.
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1.2.3.2. Ty than duong hw

+ Tri¢u ching: s¢ lanh, chan tay lanh, mét moi vo luc, chong mat, di ngoai
phan nat, an kém, bung diy chudng, c6 thé kém theo pht mit hodc tay chan. Chét
ludi nhot, réu tra“ing, mach trim té [44].

+ Phap diéu tri: Kién ty ich than, tr¢ duwong thong lac

+ Bai thudc dién hinh: Ly trung hoan hop véi Hiru quy hoan gia giam [45],[46], [47].
Nhén sam 4 lang Thucdia 8lang Thotiter 4lang Duong quy 3 lang
Bachtruat 4lang  Sondugc 4lang Chéphutir 2lang D trong 4 lang
Can khuong 4 lang  Chichthao 4lang Caukytt 4lang  Nhuc qué 2 lang
Cac vi tan min, mat hoan vién.
Ngay udng 3 lan, mdi lan 12-16 g
1.2.3.3.Can than am hw

+ Triéu ching: chong mit, U tai, lung gdi moi, ngil tim phién nhiét, dao han,
miéng kho, mét ngu, hay quén, dai ti¢n tao. Chat ludi do, it réu, mach té sac [44].

+ Phap diéu tri: Tu bd can than, dudng am thanh nhiét.

+ Bai thudc dién hinh: Luc vi dia hoang hoan gia giam [45],[46], [47].

Thuc dia 329 Sondugc 6¢ Phuc linh 12 ¢

Son thu nhuc 16 g Trachta 12¢ Pan bi 12¢g

Sac udng ngay 1 thang udng chia 3 lan.
1.2.3.4. Am hw dwong khang

+ Tri¢u chirng: dau dau, chong mat, phién tdo, dé cau gét, mat do, miéng déng,
mét ngu, dai tién téo, tiéu tién sén d6. Chat ludi do hodc tim, réu vang, mach huyén té.

+ Phap diéu tri: Tu dudng than 4m, binh can tiém duong.

+ Bai thudc dién hinh: Nhat quan tién gia giam [45],[46], [47].

Sasam  12g Cauky tr 249 Sinh dia 169

Puong qui 12¢g Mach dong 12g Xuyén luyén tr 69

Sac udng ngay 1 thang udng chia 3 lan.
1.2.3.5. Thé khi tré huyét ir:

+ Triéu chiing: Nguc suon trudng, dau c6 tinh chét chay, dau nhoéi ving trude

tim, tdm phién bat an, ria du ludi c6 ban & hodc diém @. mach tram sap.
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+ Phap diéu tri: Kién ty hoa dam - hoat huyét khu .
+ Phuong thudc: “Qua lau giéi bach ban ha thang” hop phuong “Pao hong ti
vat thang” gia vi [45],[46], [47].

Qualaunhan 12g Qué chi 12g Sinh khwong 12g Xichthuge 12¢g
Ban ha 12g Bach linh 149 DPaonhan 89 Xuyénkhung 12g
Chi thuc 129 Hanhnhan 129 BDPuongquy 129 Sinhdia 20 gam.

Honghoa  8gam.
Sic udng ngay 1 thang udng chia 3 lan.
1.2.4. Méi lién hé giira roi loan chuyén héa lipid va chirng dam am
Theo YHHD, RLLM 1a bénh r6i loan chuyén hoa lién quan dén do tudi, ché
do an uéng,vén dong, stress va chuyén hoa, di truyén.

Theo YHCT, chitng dam thap c6 lién quan dén su luu thong cia thuy dich, sy
manh yéu cta cac tang ty, phé, than. Khi tudi cao cong ning ciia cac tang ty, phé,
than suy giam, dan dén cong nang van hoa thuy thap bi dinh tré ma sinh chimmg dam
thép. Hai Thuong Lan C)ng: “Tudi khoang 40, am khi gidm con mdt ntra, sy hoat
dong da sut kém”. Tudi cao than khi suy giam, toc bac, ring rung, luc phi ngii tang
ngay cang suy ton [39],[48].

Dua trén nhiéu nghién ctru 14m sang va cin 1am sang, cic nghién ctru trong va
ngodi nudc da di sau phan tich, tim hiéu vé méi lién hé gitra RLLM ctia YHHD véi
chimg dam thap ctia YHCT. Nguoi ta nhan thay giita réi loan lipid mau cua YHHD va
ching dam thip cua YHCT c6 nhiéu diém twong dong. Tir 46, viée két hop phuong
phap diéu tri RLLM giita YHHD va YHCT da mang lai hiéu qua tot [48],[49].
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Bdng 1.9. Sw twong dong gida RLLM va dam am

RLLM

Chirng dam 4m

Nguyén
nhén

Yéu t6 gen: do dot bién gen, 101 loan
hdn hop gen, ting lipid mau gia dinh
(thiéu hut thu thé LDL). ..

Tién thién bat tuc: Than duong bat tic,
bam t6 hu suy...

An nhiéu do béo ngot, chira nhiéu
Cholesterol, an du thira nang luong
va cac cé cac thoi quen cé hai nhu:
Udng ruou bia, hut thudc 1a lam
tang can, béo phi, rdi loan lipid mau.

Am thue bat diéu: dn udng qua nhiéu, an
nhiéu d6 béo m& chién xao, nhiéu db cay
nong ->chtc ning van khién ty vi tén
thuong, ty mat kién van, vi mat hoa
giang ->thép tré hoa dam.

Nghién ruou->thap nhiét uan tich ¢ trong
két thanh dam.

L6i song tinh it van dong thé luc dan
dén tuan hoan luu thong cham gy nén
ling dong thanh mach, cac thanh phan
Lipid xau dong lai gdy XVPM, ning
luong dur thira khong duoc thiéu dbt gy
tang can, béo phi.

“Cuu ngoa thuong khi, ctru toa thuong
nhuc”, Nam ngdi nhiéu thwong khi, hai
co nhuc dan dén ty hu suy, dam thapvi
thé ma duoc sinh ra,

Tudi cao, Su gia ting san xuat cac
g6c tr do lam suy giam chirc ning
chuyén hoa.

Thién quy suy: Theo do tudi va gi6i tinh
thién quy dén, thinh, suy va can kiét khi
tudi ting cao dan cong ning tang phu ciing
theo d6 ma suy gidm. chuc ning tang
Than sé& suy giam dau tién roi dan dén

Tinh than cang thang, sang chan tim
ly, stress kéo dai

Tinh chi ton hai ngil tang : lo nghi nhiéu hai
ty, so hai qua hai than, budn rdu qua hai phé,
udt gian thuong can -> thap tu lai thanh
dam.

Biéu
hién
lam

sang

Tang lipid mau, thira can, ting huyét
ap, bénh 1y tim mach, XVDM...:
dau nang dau, dau tic nguc, hoi hop
trbng nguc, hoa mit chong mit, té bi
tay chan...

Thé trang dam thép, nang né, dau théng,
huyén vung, tAm quy, ma moc...

Hudng
diu tri

- PBiéu chinh ché d6 in udng

- Ché do van dong, luyén tap.

- St dung thuéc diéu tri hd tro
chuyén hoa.

- Piéu chinh ché d¢ an udng, sinh hoat

- Luyén tap khi cong dudng sinh

- Sur dung thude trir dam, kién van tang
phu.
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Céc yéu td gay bénh truc tiép hodc gian tiép lam cho coéng ning cua tang phu
t6n thuong sinh dam thap, dic biét 1a 3 tang ty, phé, than. Pam sinh ra di theo khi va
phan b rat rong rdi gy ra cac ching dau thong, huyén vung, tim quy... twong tng
v6i cac biéu hién 14m sang cua bénh canh RLLM theo Y hoc hién dai [49].

1.3. Tinh hinh nghién cttu thuéc YHCT diéu tri réi loan lipid mau
1.3.1. Cdc vi thuéc dwoe nghién civu c6 tic dung diéu chinh RLLM

- Nguwu tat (Radix Achyranthis bidentatae): 1a vi thudc duoc nghién cau
nhiéu nhat va ciing c6 hiéu qua nhat vé tac dung ha lipid mau. Poan Thi Nhu va
cong su: Tac dung lam gidm cholesterol mau trén 65% bénh nhan, giam ty 1¢ TC
trén 73% bénh nhan [50].

Vién Bidentin chiét xuat tir Nguu tat: Lam giam Cholesterol mau ¢ tho da
dugc gay tang Cholesterol mau thuc nghiém do tc ché su hap thu Cholesterol ngoai
sinh va dong thoi e ché su tdng hop Cholesterol noi sinh. Gay ha huyét ap ro rét
trén méo, mac do ha ap tir tir, thoi gian tac dung kéo dai. Poc tinh cap tinh thap
(LDsg = 10.3g/kg), khong gay anh huong xdu dén co ning gan va than trong thi
nghiém cho udng thubc dai ngay. Lam giam ti & p/o Lipoprotein mau ¢ bénh nhan
cd ty 1& nay cao. Lam giam huyét 4p & bénh nhéan ting huyét ap. Két qua giam
cholesterol & 65% bénh nhan, giam ty 1€ lipid & 73% bénh nhén [51].

- L& sen (Folium Nelumbinis nuciferae): Triterpenoid va alkaloid tir 14 sen c6
tac dung tc ché hoat dong cua alpha-amylase va lipase, han ché hap thu lipid va
carbohydrat, ting tbc do chuyén hoéa lipid. Zhou T di chtrng minh cac flavonoid nhu
quercetin, isoquercitrin, catechin, hyperoside va astragalin tir 14 sen dugc dung
duong udng mdi ngay maot lan trong 28 ngay, két qua cho thiy nong d6 TC va TG
trong huyét thanh giam dang ké, ¢ong thoi 1am ting mic HDL-C [52]. Nudc chiét
xudt tir 14 Sen duoc dung véi lidu ubng 400mg/kg/ngay trong 6 tuan di duoc chimg
minh 13 1am giam nong d6 TC, TG va LDL-C trong huyét thanh ¢ chudt dugc cho
an mot ché do an nhiéu chat béo [53]. Flavonoid chiét xuét tir 14 sen kho 50 mg c6
tac dung giam TC,TG va tang HDL-C trén chudt bi dai thao dudng duoc giai thich

1a do ting hoat dong ciia cac enzym sinh tong hop cholesterol [52].
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- Thdo quyét minh (Semen Sennae torae): Céc chat chiét xuat tir Thao quyét
minh dugc sir dung ¢ lidu luong 8mg, 15mg va 25mg/kg/ngay trong 35 ngay lam
giam dang k& TC, TG va LDL-C va ting HDL-C & chudt bi tang lipid mau [54].
Véi liéu legng 180 mg/kg/ngay, 1am giam dang ké mac TC, TG va LDL-C ¢ nhiing
con chudt duoc tiém trong mang bung véi 75% fresh yelkfluid [55]. O liéu luong
0,1g; 0,2g va 0,4 g/kg trong 2 thang, lam giam dang ké ndng do6 trong huyét thanh
cua TC, TG & chudt Sprague Dawley (SD) [56]. Chiét xuat ethanol cua Thao quyét
minh c6 tac dung bao vé gan thdng qua viéc lam giam hoat 36 AST, ALT va cac chi
s6 oxy hda (malondialdehyde (MDA), superoxide dismutase (SOD), glutathione
(GSH), yéu t6 hoai tir khéi u (TNF)-a, interleukin (1L)-6, 1L-8) & c&c chudt ¢ ché
d6 an giau chat béo kéo dai 12 tuan [57].

- Gido cé lam (Gynostemma pentaphyllum) : Nghién ctru ciia Pham Thanh ky
va nhiéu nghién ctu khiac di chimg minh nudc sic va saponin gido cd lam
(Gypenosid) c6 tac dung giam cholesterol toan phan, LDL-C va VLDL, Lam ting
HDL-C va ty 1 HDL-C/LDL-C & dong vat thi nghiém [58].

Truong Viét Binh va Pham Thanh Tung (2014) véi nghién ctru: Panh gia hiéu qua
diéu tri RLLM ctia vién Giao c6 lam, sau 60 ngay diéu tri, cho két qua: TC giam 21,2%;
TG giam 23%; LDL-C giam 19,8%, HDL-C ting 12,6% [59].

- Tran bi (Pericarpium Citri reticulatae perenne): Bao géom cac flavonoid
(narirutin, hesperidin, didymin, nobiletin, tangeretin, 3,5,6,7,8,3 ', 4'-heptemthoxyflavone)
lam giam dang ké ham lugng TC, LDL-C ctia chudt c6 tang lipid mau ché d6 an giau
chat béo. Protein lién két axit béo ¢ tim (H-FABP) va protein lién két axit béo ¢ da
(C-FABP) duoc cho 1a dong nhitng vai trd quan trong trong chuyén hoéa axit béo.
Hesperidin trong Tran bi c6 thé cai thién tinh trang ting cholesterol trong méau va gan
nhidm m& bang céch @c ché tong hop va hap thu cholesterol, diéu chinh sy biéu hién
mARN cta RBP, C-FABP va H-FABP, déng vai trd quan trong trong chuyén héa
acid béo nho trc ché tong hop va hap thu cholesterol trong mau, ha huyét ap [60]. Mot
nghién ctu & Trung Qudc nam 2009 cho thiy, san pham chiét ethanol cua Tran bi da
lam giam luwong chat béo trung tinh, giam TC va LDL-C ¢ dong vat thuc nghiém
duogc an ché d6 gidu nang lwong, nhung khong lam thay do6i hoat do enzym AST va
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ALT trong mau, chiing t6 khéng gy tén thuong té bao gan chuét [61]. O Trung
Qudc di sir dung san pham Tran bi 1am tra ubng cho ngudi béo phi [62].

- Ré ¢6 tranh (Rhizoma Imperatae cylindricae): Ré co tranh khong tryc tiép 1am
giam hap thu cholesterol, tuy nhién nhitng con chudt duoc diéu tri c6 su giam cholesterol
mét cach gian tiép co thé do giam toc do hap thu cholesterol [63],[64]. Cac chit chiét
duoc ctia 1é ¢o tranh ¢ vai tro diéu hoa chuyén hoa lipid va kha niang chiu dung tinh
trang thiéu oxy. Polysaccharide cia R& co tranh c6 thé lam giam mic do glycated
hemoglobin, chat béo trung tinh, cholesterol toan phan va lipoprotein ty trong thap
cholesterol trong huyét thanh cua chudt mac bénh tiéu duong, 1am ting muc do glycogen
gan va cholesterol lipoprotein ty trong cao, va diéu chinh réi loan glucose va chuyén hoa
lipid [64].

- Bdn ha nam ché (Rhizoma Typhonii trilobati): Dich chiét con ban ha nam
chtra B-sitosterol, 2 sterol khac va mot hop chat ¢ dang tinh thé. B- sitosterol c6 tac
dung lam giam cholesterol trong mau, &tc ché hap thu cholesterol tir rugt. San pham
chiét nuéc tir ré cay Bén ha c6 tac dung lam giam can nang, luong TG va acid béo
tu do trong mau chudt Zucker thuc nghiém [65],[66].

- Hoe hoa (Flos Styphnolobii japonici imaturi): Rutin trong Hoe hoa tham
gia vao qua trinh oxy hoa khtr 1am giam oxy héa Adrenalin bing cach &c ché canh
tranh v&i men Catecholamin-O-Methyl-transferase, do d6 lugng Adrenalin bi pha
hity trong tuan han giam tir d6 ting tic dung ting stc dé khang mao mach. Rutin
con lam tang truong lyc tinh mach, cang cb sac bén thanh mach, chéng viém tic
tinh mach do uc ché men Catecholamin-O-Methyl-transferase, oxydase va
Hyaluronidase, ha &p, giam cholesterol, wc ché su két tap tiéu cau do ADP gay nén,
do d6 phong chéng duoc XVDM. Quercetin 1am thay doi qua trinh chuyén hoa
CAMP & tiéu cau thdng qua tc ché hoat dong ciia men Phosphodiesterase 1am ting
ham luong cAMP va cGMP Phosphodiesterase, lam cuong co tim, gidn mach vanh,
cai thién tuan hoan tim, bao vé men SOD va giam tiéu thy oxy cia co tim, chdng xo
vita mach. Mét nghién cau cua ....cho thay: Rutin khi dung dudng ubng cho chudt
tiéu duong 1am giam dang ké mac LDL-C va VLDL-C dong thoi lam ting HDL-C
do viéc wc ché tao ra Hydroperoxit va a-tocopherol duoc bao vé mang trong cc protein
lipo khoi bi tiéu thu boi qua trinh oxy hoa trong LDL va ngan ngtra hinh thanh xo vira
dong mach [67],[68].


http://en.wikipedia.org/wiki/Cholesterol
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- Ha khé thdo (Spica prunellae): Céac chat chiét xuat Ha khé thao 200
mg/kg/ngay, duong udng trong 14 ngay c6 kha ning bao vé gan ¢ chudt bi gay doc
gan. Cac flavonoid va phenol trong Ha kho thao 1am giam dang ké hoat dong cua
enzym cua AST, ALT, ALP, nong db bilirubin truc tiép trong huyét thanh [65],[69].
1.3.2. C4c bai thudc dwoc nghién ciru cé tic dung diéu chinh RLLM:

- Cao long Pai An: Nam 2016, Ta Thu Thuy dd nghién ctru bai thue & dang
cao long, bao gdm: Son tra, Bach truat, Phuc linh, Ban ha ché, Than khuc, Lién kiéu,
Lai phu tir trén bénh nhan rbi loan lipid mau cho két qua: C6 tac dung giam 17,7%
CT; giam 20,0% TG, giam 14,1% LDL-C va tang 8,4% HDL-C [70].

- Vién nang Lipidan: Nam 2016, P56 Qudc Huong da nghién ctru bai thude ¢ dang
Vién nang, bao gom:Tran bi, Bach linh, Ngii gia bi, Son tra, Xa tién ttr, Sinh khuong, Ban
ha nam, Moc huong nam, Hau phac nam trén bénh nhan ri loan lipid méau cho két qua:
Giam TC: 22,1%, TG: 25,7%, LDL-C giam 24%, ting HDL-C: 17,3% [71].

- Tiéu thwe hanh khi triv thdp thang: Nam 2017, Nguyén Vinh Thanh d4 nghién
ctru bai thube & dang thudc sic, bao gém: Thuong truat, Hau phéc, Tran bi, Sa nhan,
Moc huong, Cam thao chich trén bénh nhan roi loan lipid méau thé dam thép, cho két
qua: Giam TC: 18,42%, TG: 55,87%, LDL-C giam 18,68%, tang HDL-C: 5,26% [72].

- Com Ha mé méu: Nam 2018, Nguyén Thi Ngoc Chau di nghién ctru bai
thudc ¢ dang cém, bao gém:Tran bi, Ban ha, Bach linh, Cam thao, Nguu tit, Cu ray
trén bénh nhan rdi loan lipid mau, cho két qua: Giam TC: 16,5%, TG: 21,6%, LDL-
C giam 20,4%, ting HDL-C: 17,1% [73].

- Bai thugc HSN: Nam 2019, Tran Thi Hong Ngéi da nghién ctru bai thudc ¢
dang cao 16ng, bao gdm: Cu mop. L& sen, Tao méo, Vo Quyt, ngii vi tir, cam thao
dat trén bénh nhan réi loan lipid mau, cho két qua: TC giam: 16,6%, TG giam:
24,6%, LDL-C giam 16,5%, HDL-Ctang: 7,3% [74]

- Cao léng HVT: Nam 2019, B Linh Quyén da nghién ctru bai thude ¢ dang cao
long, bao gdbm: Ha diép, nu véi, tran bi trén bénh nhan réi loan lipid mau, cho két qua:
TC giam: 15,8%, TG giam: 20,8%, LDL-C giam 23,4%, HDL-Cting: 17,1% [75].

- Vinatan: Nam 2019, Pham Thanh Tung d nghién ciru bai thudc ¢ dang vién
nang ctng, gom cac vi thudc: Giao co lam, Ché xanh trén bénh nhan réi loan lipid
méu, cho két qua: TC giam: 23,53%, TG giam: 23,85%, LDL-C giam 32,83%,
HDL-C tang: 11,82% [76].
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1.4. Tong quan vé bai thudc nam “Ha m& NK”.
1.4.1. Xudt xir bai thuéc

“Ha m& NK” 1a mét trong nhitng bai thuéc Nam quy do lwong y Nguyén Kiéu
sang ché va truyén lai thuong duoc dung dé chira ching Dam thap, mot hoi ching
¢ nhiéu diém twong dong véi hoi ching rdi loan lipid méau vé ca ly luan va thuc
tidn, 1a mot trong nhitng bai thudc dugc ap dung trén thuc té 1am sang tai Bénh vién
Tué Tinh — Hoc vién Y duoc hoc ¢d truyén Viét Nam dé diéu tri hoi ching ri loan
lipid mau. Bai thudc di dugc nghién ciu so bo trén thyc nghiém va trén 1am sang
tai co s& cho két qua ha lipid mau tot trén mé hinh thuc nghiém ciing nhu trén 1am
sang ¢ dang thudc sac .
1.4.2. Thanh phin

Bdng 1.10. Thanh phan bai thuéec “Ha mé NK”

Béan ha nam ché 08g Ty giai nam 12g
Tran bi 069 R& co tranh 12g
Thao quyét minh 12g Nguu tat 12g
Hoe hoa 12g Ha diép 129
Ha kho thao 129

- Cong dung: Hanh khi, to thap, hoa dam

- Chu tri: Ching dam thap: Nguoi nang né, béo, thich nam, toan than mét mai,
mét vang, budn ndn, bung trueéng, cham tiéu, ti chi ra roi, ludi béu, ¢d vét rang han,
réu ludi trang day, mach tram hoat. Tuong tng véi YHHD 1a hoi ching rdi loan
lipid mau.
1.4.3. Phén tich bai thuéc

Bai thudc “Ha m& HK” tic dong tong hop vao nhiéu co ché dé tri dam.

v Tac dong tryc tiép diéu tri dam (tri tiéu) nhu: Loi thiy tham thap, nhuin
trang thong tién, hoat huyét hoa

- Ban ha nam ché tao thap hoa dam, tran bi Iy khi hoa dam theo nguyén ly “tri
dam tién tri khi, khi thuan dam tu tiéu”.

- Ha khd thao nam c6 tac dung thanh héa nhiét dam.

- Nguu tat nam tac dung hoat huyét héa w, théng kinh, trir dam.
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- Ty giai nam (Kim cang) tham thap lgi thay, thao quyét minh (hat mudng)
nhuan trang thong tién trir dam dai truong, ré co tranh loi tiéu dé dua dam thap ra
ngoai qua duong nhi tién.

v’ Tac dong gian tiép qua tac dung vao tang ty va tang can theo co ché bénh sinh ty
hu sinh dam thap va can than 4m hu, hu hoa thuong viém thiéu dét tan dich thanh dam. ..

- Ha diép c6 tac dung thanh nhiét giai thir, lwong huyét chi huyét nhung déng
thoi lai c6 tac dung 1am thiang phét thanh duong, tic dong tich cuc dén quéa trinh
thang thanh cua ty, gidp van hoa dam troc tro tré.

- Hoe hoa tac dung thanh nhiét luong huyét, hu hoa dugc thanh khdng thiéu
d6t tan dich thanh dam...

Toan bai ¢ tac dung hanh khi, tao thap, hoa dam. Bai thudc lay cong lam
chinh nhung khéng qua ménh liét nén khong hai dén chinh khi [77].

1.4.4. Mét sé nghién cieu vé bai thude “Ha mé NK”

- Nam 2016, Pham Ngoc Ha Trang, Pham Quéc Binh tién hanh nghién cau tac
dung diéu chinh rdi loan lipid mau cua bai thuéc “Ha md NK” trén thuc nghiém duéi
dang cao long tai Hoc vién y duoc hoc 6 truyén Viét Nam [78]. Két qua cho thay:

¢ Trén md hinh ngi sinh:

+ Cao long “Ha md NK” liéu 25,44g duoc lidu/kg/ngay tuong duong véi 1 thang
thudc sic “Ha m& NK” trén 1am sang va lidu 76,32 g duogc lieu/kg/ngay gap 3 Ian licu
lam sang c6 tac dung ha lipid mau rd rét ¢ chudt nhat trang trén mé hinh gay réi loan
lipid méu noi sinh bang P-407, thé hién ¢ mac giam manh nong do cholesterol toan
phan (TC) va non-HDL-C so véi mé hinh & ca 2 liéu 76,32g/kg va 25,44g/kg (p<0,01).

+ O lidu 76,32g/kg “Ha m& NK” c6 tac dung ha lipid méu ¢ chudt nhit tring
tuong dwong vai atorvastatin licu 100mg/kg. Tac dung nay ting khi ting liéu thudc
tuy nhién sy khac biét khong cé ¥ nghia théng ké vai p>0,05 [78].

¢+ Trén md hinh ngogi sinh

+ Cao long “Ha md NK” ¢6 tac dung tot trong diéu chinh réi loan lipid méu & ¢
chudt cng trang trén mo hinh ngoai sinh, thé hién ¢ viéc giam c6 ¥ nghia théng ké
ndng do triglycerid, LDL-C va ting manh HDL-C ¢ liéu 12,72/kg/ngay (trong dwong

véi 1 thang thudc sic trén 1am sang) véi mic giam 35,22%; & lieu 38,16g/kg lam giam



36

39,2% sau 4 tuan nghién ciru. Tac dung ndy tuong dwong véi atorvastatin 10mg/kg
(p>0,05)” [78].

- Nam 2016, Truong Qudc Chinh tién hanh nghién ctiru danh gia tac dung cua bai
thuéc Ha m& NK trén bénh nhan RLLM nguyén phat thé dam thip” [79]. Két qua cho
thy: Bai thudc “Ha m& NK” ¢ dang thudc sac, liéu ding 1a 1 thang/ngay chia ra udng
2 1an, sau 60 ngay diéu tri c6 két qua ha lipid méu Ia 36/36 BN trung binh lam giam
nong d¢ lipid so sanh trude va sau diéu tri: chi sé Cholesterol giam 16,55% (p<0,001),
Triglycerid giam 32,17% (P< 0,001), va chi s6 HDL-C ting 9,09% (p<0,001), chi s6
LDL-C giam 15,26% (P<0,001). Thudc c6 tac dung cai thién rd rét cac triéu chizng 1am
sang chi yéu nhu: thé trang béo béu, hoa mét chdng mit, chan tay ning né, miéng dinh,
bung day, réu ludi tring nhét, chat ludi nhot, mach hoat.

1.4.5. Vién nang ‘Ha mo' NK”

- Vién nang “Ha m& NK” 1a san pham cua dé tai cap BYT [80], dugc nghién
ctru khao sat, xay cong thirc va qui trinh bao ché thanh vién nang cang, giam thiéu
t6i da khéi luong thude udng trong ngdy ma van dam bao dugc diy du hoat tinh cua
thudc. Cong thirc phdi hop cua cao giau hoat chat trong bai thude duoc xac dinh. Cao
tran bi, nguu tit, va hoe hoa duogc tinh dira trén ham lwong hesperdine, tong saponin,
Va rutin trong cao chiét nudc cua ca bai thudc trong ung. CAc cao giau hoat chat cua
duoc lidu co tranh, thao quyét minh, va 1a sen dugc phéi tron trong cao cong thirc dua
trén ngoai suy gitra cao chiét nudc timg dugc liéu va cao chiét nude ca bai thude bang
khdi luong duoc liéu khd thong qua polysaccharide, tong anthranoid va tong
flavonoid tuong ung vai khéi lwong vi thube trong bai thudc. Cao ty giai, ban ha nam
va ha kho thao phdi tron trong cong thirc cao giau hoat chit dua trén ty 18 gitra khdi

lwong cua cao kho thu duoc va duoc liéu ban dau.
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PBing 1.11. Cong thire bai thuée “Ha mé NK” sang céng thife ciia cao giiu hoat chit [S0]

Khéi Trong cao Cao
STT Duoc li¢u Biomarke Cao bai | Pinh | cong
lwong . 2
thuoc | chuan | thac
g/ngay % g/ngay
1 Tran bi 6 Hesperidine 0.15% 30 | 0.101
2 Nguu tat 12 | Saponin 0.56% 17 0.208
3 Ré co tranh 12 | Polysaccharide | 7.10% 56.9 | 0.448
4 Thao quyét minh 12 | Anthranoide 0.00174% | 0.7 0.750
5 Hoé hoa 12 | Rutin 0.41% 92 0.257
6 La sen 12 Flavonoid 0.0002% | 4.21 | 0.090
7 Ty giai 12 0.005¢g 0.005
8 Ban ha nam 8 0.090 ¢ 0.090
9 Ha kho thao 12 0.150 g 0.150
Tong 98 2.1

Cong thie vién nang “Ha m& NK” duoc xay dung voi khéi lugng duoc lidu
ban dau trong bai thudc 98 g/ngay, sau khi tinh ché va tinh toan khéi luong ting cao
khé duoc liéu, lieu cao mot thang/ngay con 2,1 gram. Véi liéu nay, du kién khoang
4 vién - 525mg trong ngay. Mac di vay, két qua can duoc xac dinh lai théng qua
danh gia tién 1am sang [80].

- Quy trinh bao ché vién nang cting dat d6 6n dinh trong qua trinh déng nang
va ca trong toan bo qua trinh san xuét.

- Vién nang “Ha m& NK” da dugc danh gia on dinh & diéu kién 130 hoa cép
toc va diéu kién thuong.

- Vién nang ctng “Ha m& NK” duoc xay dyng tiéu chuan co so theo tiéu
chuan duoc dién Viét nam V.

- Vién nang dugc kiém nghiém theo tiéu chuin co so tai trung tam kiém

nghiém thudc, my pham va thuc pham Ha Noi.
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Chuong 2
POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Chét liéu nghién ctru
2.1.1. Thuéc nghién ciru

Vién nang cung “Ha m& NK” 525mg cao kho duoc liéu.

Dang bao ché: vién nang cang Pong lo 60 vién S6 16: 042020

Ngay san xuat: 23/4/2020 Han st dung: 23/4/2023

Noi san xuat: Khoa bao ché, ché bién — Vién duogc lidu phdi hop véi Vién
nghién cau Tué Tinh — Hoc vién Y duoc hoc ¢ truyén Viét Nam.

Quy trinh bao ché vién nang (phu luc 1)

Pat tiéu chuan co s (phu luc 2)

Puoc kiém nghiém tai trung tam kiém nghiém thudc, my pham va thuc pham
Ha Noi. (phu luc 3).

Bdng 2.1. Thanh phdn vién nang “Ha mé NK”[65],[80],[81]

N A A Khoi lwong | .4 ::
Thanh phan Tén khoa hoc ( mg)/vién Tiéu chuan
Cao kho Extractum Rhizomae Imperatae
ré Co tranh cylindricae siccus 188 Dat TCCS
Cao kho Neuu tit Extractum Radicis Achyranthis 112 Pat TCCS

bidentatae siccus

Cao kho Thao quyét |[Extractum Semensis Sennae

minh torae siccus 64 Dat TCCS
Cao kho Extractum Rhizomae Smilaxis

Ty giai nam fericis siccus 52 Bat TCCS
Cao kho Extractum Herbae Prunellae

Ha kho thao siccus 38 Dat TCCS
Cao khé Tran b Extractum Pericarpii Citri o5 Pat TCCS

reticulatae perenne siccus

Extractum Rhizomae Typhonii 23

Cao kh6 Ban ha nam rrilobati Siccus bat TCCS
Caokao Hostoa EXTSEM Pl Syprnoloil | 5| puttccs
Caokho Hadigp ~ |-Xractum Folii Nelumbinis 1 Pat TCCS
s or " Povidon K30(ml) 0,039 Dare
Aerosil Colloidal silicon dioxyde 14 ngrdi
Talc Talcum 7 DEE))%-II;ICV
Ethanol 96 % bat TC

0,
Ethanol 96 % DDVN V
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Sy HAW(JNK | HAMO

&
THANH PHAN THAO M|

Hinh 2.1. Hinh d@nh vién nang “Ha mé NK”525mg
Tac dung: Binh can, hoat huyét, hoa dam, trur thép
Ha Cholestrol, triglycerid, LDL — C mau
Tang HDL- C méau
Chdng xo vira dong mach
Giam gan nhiém m&
Ha huyét ap, loi ticu
Chi dinh: Nguoi m& mau cao, xo vita dong mach, gan nhidm ma, ting huyét ap.
Chéng chi dinh: Nguoi qua man véi bat ca thanh phan nao caa thubc.Phu nir
co thai, cho con bu.
Liéu dung: - Ngay udng 02 1an. Mdi 1an uéng 03 vién sau an, udng luc 8h- 14h.
Thoi gian dung 60 ngay lién tuc.
2.1.2. Thuéc déi chirng: Nhom statin (Atorvastatin 10 mg)
- Thanh phan: Atorvastain vién nén 10mg
- Biét dugc: Caditor 10
- Dang bao ché: Thubc duoc bao ché dang vién nén bao phim
- Pong trong vi. Mbi vi 10 vién. Hop 3 vi, 10 vi
- S6 16: B350E0001
- Ngay san xuét: 15/2/2020
- Han str dung: 14/2/2023
- Noi san xuat: Cadila Pharmaceuticals - An Do
- Pon vi nhap khau: Céng ty ¢4 phan XNK Duoc Pham Binh Minh.
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- Thubc dugc phép sir dung diéu tri RLLM tai bénh vién.
- Chi dinh: Tang cholesterol toan phan va cholesterol LDL.
- Chéng chi dinh:
+ Qué man véi cac chit tc ché HMG - CoA redutase hoic véi bat ky thanh
phan nao cua ché pham.
+ Bénh gan hoat dong hoic transaminase huyét thanh ting dai ding ma
khéng giai thich duoc.
+ Thoi ky mang thai hoac cho con ba.
- Liéu dung: Ngay udng 1 vién - 20h.
- Thoi gian dung 60 ngay lién tuc.
2.1.3. Nguyén vit liéu va héa chdt, thiét bi nghién ciru
2.1.3.1. Nguyén vat liéu va hoa chat, thiét bi phuc vu nghién cuu thuc nghiém

% Hoa chat va dung cu xét nghiém phuc vi cho nghién cizu thiec nghiém

-Kit dinh luong cac enzym va chat chuyén hoa trong mau: ALT (alanin
aminotransferase), AST (aspartat aminotransferase), bilirubin toan phan, albumin,
TC, TG, HDL-C, creatinin cua hang Erba (buc).

- Poloxamer 407 (Sigma — Singapore)

- Cholesterol tinh khiét (Acros Organics — Ha Lan)

- Acid cholic (Sigma — Singapore)

- Propylthiouracil vién nén 50mg (Cong ty CP Sinh hoc dugc pham Ba Dinh)

- C4c hoa chat xét nghiém va lam tiéu ban mé bénh hoc.

% Thiét bi cho nghién cizu thirc nghiém:

- Kim dau tu cho cho chudt nhét, chudt céng uéng thube, coc chia vach,
bom tiém 1ml, 3ml.

- May xét nghiém sinh hda ban ty dong Erba Chem 5 V3 cua btic

- May xét nghiém huyét hoc ABX Micros ES 60 - Horiba caa Phép

- Méay quay li tdm Hettich Eba 20 cua btic

- Cén phan tich LX 220A; can ky thuat LX 2200C Precisa cua Thuy sy do
chinh xac 0,01gram, va 0,0001 gram

- Bo dung cu phau thuat dong vat c& nho va cac dung cu thi nghiém khac
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May sinh hoa Erba Chem 5 V3 M4y huyét hoc ABX Micros ES 60 - Horiba

Hinh 2.2. Thiét bi phuc vu nghién ciu

2.1.3.2. Nguyén vt liéu va héa chat, thiét bi phuc vu nghién civu lim sang:
% Hoa chdt phuc vu nghién ciru lam sang:

Kit dinh luong cac chat trong mau: Huyét hoc, sinh hda méu: TC, TG, HDL-C,
LDL-C, AST, ALT, Creatinnin, Ure, hoa chét ly giai hong cau....hing Biosystems -
Tay ban nha va SFRI- Phép.

% Thiét bi_phuc vu nghién cizu 1am sang:

- Can, thudc day

- Ong nghe, huyét ap cua Nhat

- May xét nghiém: May xét nghiém huyét hoc: Model: Boule Quintus cua
hang Sweplap. Nudc san xuat: Thuy Dién, ndm san xuat: 2014. Nam st dung: 2016.
bién 4p stir dung: 220V. Cong suat 150W.

May xét nghiém sinh hoa: Model: Biolyzer 600 ciia hing Analyticon. NudC san Xuat:
Dirc. Nam san xuat: 2014. Nam sir dung: 2016. Di¢n &p sir dung: 220V. Cong suat 100W.

- Ong nghiém, bom tiém, garo, kim 14y mau, gang tay...
2.2. P6i twrong nghién ciru
2.2.1. Péi twong nghién civu trén thuce nghiém

- Chuét nhit trang ching Swiss, ca 2 gidng, khoé manh, trong luong 18 — 22g
do Vién Vé sinh dich t& Trung wong cung cip. Chudt duoc nudi trong phong thi
nghiém cta B6 moén Dugc ly — Truong Pai hoc Y Ha Noi 5-10 ngay trudc khi
nghién ctu va trong sudt thoi gian nghién ciu bang thire an chuan danh riéng cho

chuét do Vién Vé sinh dich t& Trung wong cung cip, ubng nudce ty do.
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- Chuot cdng trang ching Wistar, ca hai giéng, khoe manh, can ning 180 + 20g
do Hoc vién Quan y cung cap. Chuét duoc nudi 5-7 ngay truéc khi nghién ctu va
trong subt thoi gian nghién ciru trong diéu kién phong thi nghiém véi day du thuc
an va nude udng tai Bo mén Dugc ly - Truong Dai hoc Y Ha Noi.

- Tho chung Newzealand White, khoe manh, trong luong 1,8 - 2,5kg do
Trung tAim chin nudi va cung cap dong vat thi nghiém Pan Phuong, Ha Noi. Tho
duoc nudi 7 ngay trudc khi nghién ctru va trong suét thoi gian nghién ciu bang
thic dn chuén riéng cho tung loai (do Cong ty lién doanh Guyomarc’h-VCN
cung cap) tai phong thi nghiém cua bd moén Duoc Iy — Truong Pai hoc Y Ha Noi.

lﬂ‘.llﬂﬁ..
EOECRCRCRO,

Chuot nhat trang Chuot cong trang
chung Swiss chung Wistar
Hinh 2.3. Pgng vdt nghién ciu

Tho chung Newzealand White

2.2.2. Déi twgng nghién civu trén 1am sang

Nguoi ¢6 rdi loan lipid mau duoc chan doan xac dinh theo tiéu chuan chan doan
roi loan Lipid cia huéng dan chan doan va diéu tri bénh noi tiét chuyén hda — BYT 2017
dén kham va diéu tri ngoai trd tai Bénh vién Tué Tinh [7],[34] .
2.2.2.1. Tiéu chudn lya chon doi twong nghién cizu.
% Tiéu chudn lwa chon doi twong nghién citu theo YHHD:

- Tudi 16n hon 30 tudi va nho hon 70 tudi, khdng phéan biét gidi tinh, nghé nghiép.

- Nguoi c6 RLLM duoge chan doan xac dinh theo tiéu chuan chan doan rdi loan
Lipid cia huéng dan chan doan va didu tri bénh noi tiét chuyén héa — BYT 2017 khi
xét nghiém luc doi (sau an 9 - 12h), c6 mot hodc nhiéu chi s6 & mirc d6 sau [7]:

v/ TC toan phan > 6,5mmol/l

v TG > 2,3 mmol/l
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v LDL - C > 3,9 mmol/l

v/ TC toan phan tir 5,2 - 6,5mmol/l, nhung HDL-C < 0,91 mmol/I

- Chua dung thudc diéu tri RLLM lan nao hodc da nging thude diéu tri rdi
loan lipid mau khac it nhit 1 thang. (Trong truong hop méi phét hién lan dau BN
duwoc huéng din diéu chinh ché d6 an trong vong 3 thang. Sau 3 thang néu xét
nghiém cac chi s lipid mau van trong tiéu chuan chan doan RLLM).

- Khong loai trir ngudi RLLM duoc chin doan ting huyét ap do I va tién ting
huyét ap theo tiéu chudn chidn doan cua Hoi tim mach, Hoi THA Viét Nam
(VSH/VNHA) (2018) va duoc kiém soét bang cac thudc ha ap chua c6 bang ching anh
hudng dén lipid mau nhu chen kénh calci hoac ac ché men chuyén [26].

Bdng 2.2: Phin dé tang huyét ap theo VSH/VNHA nim 2018 [26]

Phan logi HATT (mmHg) HATTr (mmHQ)
Ly tudng <120 va <80

Binh thuong 120 - 129 va/hoac 80 -84
Binh thuong cao 130 - 139 va/hoac 85 - 89
Tang huyét ap do 1 140 - 159 va/hoic 90 - 99
Tang huyét ap do 2 160 - 179 va/hoic 100 - 109
Tang huyét ap do 3 > 180 va/hoic > 110
Tang HATT don doc > 140 va <90

% Tiéu chuan lya chon doi tirong nghién cizu theo YHCT:

Duya theo tiéu chuan chan doan chimg hau trong nguyén tic chi dao nghién
ctru 1am sang Trung dugc - Tan dugc” [44]:

Nguoi c6 c4c biéu hién caa thé Pam troc tro tré:

- Triéu chang chinh: Hinh thé béo béu, huyén vung, dau ning dau, tic nguc,
budn nén- non ra dom réi, chan tay té bi nang né.

- Triéu chang phu: Hoi hop tréng nguc,thit mién, miéng nhat, kém an, réu
ludi trang nhon, mach hoat.

- Mach, ludi xét theo triéu chitng xuat hién co/khéng.

- Tiéu chuan chan doan xac dinh thé bénh khi c6 3 triéu chimg chinh va > 2

triéu chirng phu.
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* Ngudi ty nguyén tham gia nghién ciru, ddng y 1am céc xét nghiém day du
dung thoi diém sau khi dd dugc y bac s§ giai thich rd rang, c6 thé dimg diéu trj bét
ctr thoi diém nao ma khong can néi 1 1y do.
2.2.2.2. Tiéu chuan logi tri:

- Tudi nhé hon 30, 16n hon 70;

- Bénh nhan dang c6 bénh cap tinh, bénh tam than;

- Hoi chimg r6i loan lipid thir phat nhu: than hu nhiém md, suy tuyén giap, dai
thdo duong, goutte...

- Bénh nhan dang diéu tri tai bién mach mau n&o cép, ting huyét ap do I1, 111

- Nhiém triing cap tinh, suy gan, suy than (anh huong t6i chuyén héa va thai trir thuée).

- C4c bénh nhan rdi loan tiéu hoa kéo dai;

- Bénh nhan c6 r6i loan lipid mau qua ning twong duong véi typ E theo phan loai
cua EAS (2011): TC> 7,8 mmol/l, TG >5.5 mmol/I

- Viém tuy, RLLM gay viém tuy.

- Cac bénh nhan man cam véi cac thanh phén cta thude;

- Phu nir ¢6 thai hodc cho con bq;

- Nhitng bénh nhan dung thubc c6 anh huong dén cac chi sé lipid mau trong thoi
gian diéu tri: corticoid, loi tiéu quai, chen ...

- Khéng tu nguyén tham gia nghién cuau;

- Bo dung “Ha m& NK” hoic Atorvastatin qua 03 ngay lién tiép lam gian doan
qua trinh diéu tri;

- Xuat hién cac triéu chung bat loi tir mirc d6 ning tro 18n véi mae do lién quan
tr mac 4 trg 18n 1am anh huong dén suc khoe cua ddi teong tham gia nghién ctu
trong qua trinh dung “Ha m& NK”. (phu luc 6)

- Ty y ding cac phuong phap diéu tri khac trong thoi gian nghién ctu;

- Nging tham gia nghién ciu giira ching, khong 1am cac xét nghiém trong, sau diéu tri.
2.3. Phwong phap nghién ctru
2.3.1. Phwong phdp nghién ciwu trén thuc nghiém:

% Xdc dinh liéu dung trén thuc nghiém:
Vién nang “Ha m& NK” dugc xay dung cong thuc dua trén bai thude dung

trén 1am sang voi 98g dugc li€u, sau khi xay dung cong thure con 2,1g cao khé duogc
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liéu twong tmg voi 98g duoc lidu dung theo duong thude sic udng . Do d6 liéu ding
du kién trén nguoi 1a 2,1g cao khé duoc liéu twong tng véi 4 vién nang ham luong
525mg/vién [80],[82].

Nhu vy, liéu dung trung binh trén nguoi 1a 42mg cao khé duoc lidu/kg thé
trong/ngdy (tinh trung binh ngudi ning 50kg). Ngoai suy tir lidu dung trén ngudi
sang dong vat thuc nghiém,

- Liéu dung trén chudt nhét gip 12 lan liéu dung trén ngudi, tirc 1a 0,5g cao
khé dugce liéu/kg thé trong chudt/ngay.

- Liéu dung trén chudt cong gip 6 lan, tirc 1a 0,25g cao khd duoc lidu/kg thé
trong/ngay.

- Liéu dung trén tho gip 3 lan, toc 1a 0,126g cao khd dugc liéukg thé
trong/ngay.

Vién nang “Ha m&d NK” dwoc pha ¢ cac ndong d6 khac nhau cho chudt udng
bang kim dau t0 chuyén dung dé danh gia tinh an toan va tac dung duogc Iy trén
dong vat thuc nghiém [83].
2.3.1.1. Nghién ciru déc tinh cdp ciia vién nang “Ha mé NK” theo dwong uong trén
chudt nhdt trang.

Xac dinh doc tinh cip va LDsg cta vién nang “Ha md NK” theo phwong phap
Litchfield — Wilcoxon, quy ché danh gia an toan thuéc YHCT cua Bo Y té va theo
huéng dan cua OECD [84], [85,[86].

Nghién ciru doc tinh cap va xac dinh LDs, ctia vién nang “Ha md NK” trén chuot
nhit tring theo dudng udng. Trudc khi tién hanh thi nghiém, cho chudt nhin in qua dém.

L4y 34 vién, bo nang, thém nudc cat dén thé tich cudi cung 75 ml vira du. Pay
la dung dich cho chudt nhat tring ung bang kim chuyén dung dé nghién ciu doc
tinh cdp va xac dinh LDso ciia vién nang cimg “Ha md NK”.

Chudt duoc chia thanh cac 16 khac nhau, mdi 16 10 con. Cho chudt udng vién
“Ha m& NK” véi lidu tang dan trong cing mét thé tich dé xac dinh lidu thip nhat
gay chét 100% chuot va lidu cao nhat khdng gay chét chudt (gay chét 0% chudt).
Theo ddi tinh trang chung cta chudt, qué trinh dién bién bat dau cé dau hiéu nhiém
doc (nhu non, co giat, kich dong, bai tiét...) va sé luong chudt chét trong vong 72

gio sau khi uéng thudc. Tét ca chudt chét duoc mé dé danh gia tén thuong dai thé.
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Tir d6 xay dung db thi tuyén tinh dé xac dinh LDs, cua thudc thir theo phuong phap
Litchfield - Wilcoxon. Sau d6 tiép tuc theo ddi tinh trang cua chudt dén hét ngay
thi 7 sau khi udng vién nang “Ha m&d NK”. Tur s6 liéu thu dugc, tinh LDs, theo
phuong phap Litchfield — Wilcoxon [85].

2.3.1.2. Nghién ciru déc tinh bdn truong dién dwong uong trén chudt cong tring

- Nghién ctru dugc tién hanh theo huéng dan caa Té chuc Y té thé gidi vé thude
c6 nguodn goc dugc lidu va theo hudng dan ther nghiém tién 1am sang va 1am sang
thudc dong y, thudc tir duoc liéu cua BYT va huéng dan OECD, WHO [85], [86].

30 chuot thuc nghiém duoc chia ngau nhién thanh 3 16, mai 16 10 con:

- L6 1 (chtrng sinh hoc) (n = 10): uéng dung méi pha thudc 10ml/kg/ngay

-L6 tri 1 (n = 10): udng “Ha m& NK” liéu 0,25g/kg/ngay (liéu twong dwrong
véi liéu du kién c6 tac dung trén nguwoi, tinh theo hé sé 6).

- L6 tri 2 (n= 10): uéng “Ha m& NK” liéu 0,75g/kg/ngay (liéu gap 3 lan 16 tri 1).

Chudt duoc udng nudc hoic “Ha md NK” trong 12 tuan lién tuc, mdi ngay
mot 1an vao budi sang.

CAc chi tiéu theo doi truedc va trong qua trinh nghién cuzu:

- Tinh trang chung, thé trong ciia chudt cng trang.

-Panh gia chuc phan tao mau théng qua sé lugng hong cau, thé tich trung
binh héng cau, ham lwong hemoglobin, hematocrit, s6 lwong bach cau, cong thirc
bach cau va sb luong tiéu cau.

-Panh gia chic ning gan thong qua dinh luong mot sé chat chuyén hoa trong
mau: bilirubin toan phan, albumin va cholesterol toan phan.

- Panh gia mac d6 ton thuong té bao gan théng qua dinh lwong hoat do enzym
trong mau: AST, ALT.

- Panh gi4 chirc ning than théng qua dinh lrong ndng do creatinin huyét thanh.

Cac thdng sb theo ddi duoc Kiém tra vao trudc IGc udng thude, sau 4 tuan, 8
tuan va sau 12 tuan udng thubc.

M6 bénh hoc: Sau 12 tuan udng thudc, chudt cong tring dwoc mé dé quan sat
dai thé toan bo cac co quan. Kiém tra ngau nhién cau trlc vi thé gan, than cua 30% s6

chudt céng trang & mai 1.
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Cac xét nghiém vi thé duogc thuc hién tai Trung tim Nghién ciu va phét hién
S6m ung thu.
2.3.1.3. Nghién ciru tic dung diéu chinh roi loan lipid mdu trén mé hinh gdy roi
loan lipid mau theo co ché néi sinh.

Ap dung md hinh gay rdi loan chuyén hoa lipid mau noi sinh: St dung
Poloxamer-407 cua Millar va cong su [87].

Chuan bj dung dich P-407 2% bang céch pha 0,4g P-407 trong nwdc mudi sinh ly
0,9% vira di1 20 mL, dé ta lanh qua dém dé lam tang do tan cia P-407.

Kim va xylanh dung dé tiém chudt duoc ngam trong nude da trude khi st dung.

Chuét nhat trang dugc chia 1am 5 16, mdi 16 10 con. Cac 16 dwoc tiém va uéng
thudc nhu sau:

- L& 1 (chtng sinh hoc): Tiém mang bung nudc mudi sinh 1y 0,9% vai thé tich
0,1mL/10g thé trong chudt va ubng nudc cat.

- L& 2 (md hinh): Tiém mang bung dung dich P-407 2% liéu 200 mg/kg
(0,1mL/10g) va uéng nudc Cat.

- L6 3 (udng atorvastatin): Tiém mang bung dung dich P-407 2% liéu 200
mg/kg (0,1mL/10g) va uéng atorvastatin liéu 100 mg/kg.

- L6 4 (16 tri 1): Tiém mang bung dung dich P-407 2% liéu 200 mg/kg (0,1
mL/10g), ubng “Ha m& NK” liéu 0,5g “Ha m& NK” /kg/ngay (twong dwong liéu dir
kien 1am sang, tinh theo hé sé 12)

- L6 5 (16 tri 2): Tiém mang bung dung dich P-407 2% liéu 200 mg/kg (0,1
mL/10g), uéng “Ha m& NK” liéu 1,5g “Ha m& NK” /kg/ngay (gdp 3 lan liéu di
kién dung trén 1am sang).

Chudt nhat trang duoc udng nudc cat va “Ha md NK” 7 ngay lién tuc trudc khi
tiém mang bung dung dich P-407. Sau khi dugc tiém P-407, chudt duoc cho nhin doi
hoan toan nhung van duoc udng nuéc ty do. Sau 24 gio ké tir khi dugc tiém P-407, tat
ca cac chudt duoc ldy mau dong mach canh 1am xét nghiém dinh lwong TG, TC, HDL-
C. Non - HDL-C duoc tinh theo cong thirc:
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Non-HDL-C = TC — HDL-C (mmol/L)

Uodng nudc cat hodc thudce thir “Ha

m& NK”
A

| \
NI Y CONT YT N8
-_——- \&_—’ \\D__—’

Tiém mang bung P- Dinh luong TC,

407/NaCl 0,9% TG, LDL-C,

HDL-c

So dé 2.1. So do nghién ciru mé hinh P-407
2.3.1.4. Phwong phap nghién citu theo mo hinh ngogi sinh:

M6 hinh gay rdi loan chuyén héa lipid mau ngoai sinh: Ap dung mé hinh cua
Nassiri va cong su c6 diéu chinh ham luong acid cholic va PTU theo nghién ciu
ciia Nguyén Trong Théng va cs [88].[89]:

Chuan bi hdn hop dau cholesterol: mdi lan can 50g cholesterol. Pun néng
cach thuy 200ml dau lac, cho cholesterol vao, khuiy déu cho tan hét, dé nguoi, cho
thém 5g acid cholic va 2,5g propylthiouracil, cudi cing cho thém dau lac vira du
500ml. Trong 1ml hdn hop dau cholesterol chira: 0,1g cholesterol; 0,019 acid cholic
va 0,005g propylthiouracil.

Chuot cong duogc chia thanh 5 16, mdi 16 10 con, cac 16 duoc udng thudc trong
4 tuan nhu sau:

- Lo 1 (16 chiing sinh hoc): hang ngay chudt chi udng nudc cat véi cung thé
tich nhém udng thuéc.

- L6 2 (16 md hinh): hang ngay chudt dugc udng hdn hop dau cholesterol
1mI/100g chudt, sau d6 2 gid cho udng nudc cat 1ml/100g chudt.

- L& 3 (16 udng Atorvastatin): hang ngay chudt duoc udng hdn hop dau
cholesterol 1ml/100g chuét, sau d6 2 gio ubng Atorvastatin liéu 10 mg/kg.

-L6 4 (16 tri 1): hang ngay chudt duoc ubéng hdn hop dau cholesterol
1mI/100g chudt, sau d6 2 gio uéng “Ha md NK” liéu 0,259 /kg/ngay (twong dirong

liéu lam sang trén ngueoi, tinh theo hé sé 6):
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- Lo 5 (16 tri 2): hang ngay chudt duoc ubng hdn hop dau cholesterol 1ml/100g
chudt, sau d6 2 gio udng “Ha m& NK”’ lidu 0,75g /kg/ngay (liéu gap 3 liéu 1am sang).

Tién hanh can kiém tra trong lwong chudt & tat ca cac 16 tai thoi diém trudc va
sau 2 tuan, 4 tuan caa thi nghiém. Vao ngay dau tién, ngay thir 15 (sau 2 tuan) va
ngay tha 29 (sau 4 tuan) cua thi nghiém, chudt trong cac 16 cho nhin dn qua dém. Lay
méau dudi ctia chudt va tién hanh dinh luong TC, TG, HDL-C. LDL-C duoc tinh theo
cbng thiac Friedewald: LDL-C = TC — (HDL-C) — (TG/2,2) (mmol/L) [13].

l Nudc+ nuéc \l
L6 1( n= 10) — /I\ >
0 2 4 Tuan
l Dau cholesterol+ nugc
Lo2(n=10) ‘o — =,
0 2 4 Tuan
l Dau cholestergl+ Atorvastatin l
Lo3(n=10) < | )
0 2 4 Tuan
l Dau cholesterol+ Ha m& NK 0,25g/kg l
L6 4( n= 10) Y /}\ —,
0 2 4 Tuan
lDéu cholesterol+Ha m& NK 0,75g/kg l
L6 5( n= 10) «— i —»
0 Vo2 4 Tudn
Ch thich: : 1ay méu

So' dé 2.2: M6 hinh nghién citu ting lipid mdu ngogi sinh trén thwe nghiém
2.3.1.5. Phuong phdp nghién ciru trén mé hinh gdy xo vita dong mach:
M6 hinh gay réi loan lipid mau va XVDM trén tho duoc ap dung theo md hinh
cua Jianglin Fan va cong su (2015) [90].
Chuan bi dau cholesterol: mdi lan can 100g cholesterol. Pun néng cach thuy
100mL dau lac, cho cholesterol vao, khuay déu cho tan hét, && nguoi, cudi cung cho

thém dau lac vira da 320mL.
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Tho duoc chia thanh 5 16, mdi 16 10 con véi ti 1é duc/cai nhu nhau & mdi 16,
cac 16 duoc udng thudc trong 8 tuan nhu sau:

Lo 1 (16 chieng sinh hoc, n = 10): hang ngay tho chi ubng nudce cat véi thé tich
5mL/Kkg.

Lo 2 (16 mé hinh, n = 10): hang ngay tho dugc ubng hdn hop dau cholesterol liéu
0,5g/kg véi thé tich 1,6 mL/kg, sau d6 2 gir cho udng nuéc cat véi thé tich 5mL/kg.

Lo 3 (16 udng atorvastatin, n = 10): hang ngay tho duoc udng hdn hop dau
cholesterol liéu 0,5g/kg véi thé tich 1,6 mL/kg, sau d6 2 gid cho udng atorvastatin
2,4 mg/kg.

Lo 4 (16 udng “Ha m& NK” liéu thap, n = 10): hang ngay tho dugc udng hdn
hop dau cholesterol liéu 0,5g/kg vai thé tich 1,6 mL/kg, sau d6 2 gid cho udng “Ha
m& NK” liéu 0,126g/kg/ngay (liéu twong dwong véi liéu lam sang trén nguwoi, tinh
theo hé s¢ 3).

Lo 5 (16 uéng “Ha m& NK” lidu cao, n = 10): hang ngay tho dugc ubng hdn
hop dau cholesterol liéu licu 0,5g/kg véi thé tich 1,6 mL/kg, sau d6 2 gio cho udng
“Ha m& NK” liéu 0,378g/kg/ngay (liéu gdp 3 liéu 1am sang)

Tién hanh can kiém tra trong luong tho ¢ tat ca céc 16 tai thoi diém trudc, sau
thi nghiém 4 tuan, 8 tuan.

Vao ngay dau tién, sau 4 tuan va 8 tuan cua nghién cuu, tho trong céc 16 cho
nhin n qua dém. LAy mau ngoai Vi va tién hanh dinh luong:

- Céc chi s lipid mau: cholesterol toan phan (TC), TG, HDL-C, LDL-Cduogc
tinh theo cong thac Friedewald: LDL-C = TC — (HDL-C) — (TG/2,2) (mmol/L) [13].

- Hoat d6 cac enzym gan: AST va ALT.

Tai thoi diém sau 8 tuan uéng thuéc, giét ngau nhién 30% s dong vat o tat
ca cac 16 dé xét nghiém dai thé, vi thé cua dong mach chu doan ngay trude khi do
vao dong mach vanh va tinh trang nhiém mé cua gan tho. Panh gia tén thuong vi
thé caa dong mach chu cua tho theo Jianglin Fan va cong su (2015) [90] c6 thé

xac dinh nhu sau:
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Bing 2.3. Bing diém ddnh gid ton throng vi thé PMC thé theo Jianglin Fan

Mirc dd Hinh anh vi thé piém
Binh thuong | Binh thuong 0
D6 1. Ton thuong giiéu té bao bot Pao gom dai thuc bao duoc phu 1

' bai mot vai té bao co trén bé mat.
bo 2 Mot mang xo vira chira mot 16i lipid ¢ gitra 2

Mot mang xo ¢6 chira mét 16i hoai tir Ion ¢ trung tam, dugc
bao phu bai mot 16p xo mong

Ton thuong sau cho thay voi hoa dugc xac dinh boi cac
duong dit nét

Nudc Nuc’wc
Lb1mn=10) [ o

| |
0

4 8 Tuan
Dau cholesterol + nudc
A
L6 2 (n=10) i/ I
0 4 8 Tuan

DAu cholesterol + atorvastatin

|
|

A
L6 3 (n = 10) |V | Nl
0 4 8 Tuan
DAu cholesterol + “Ha m& NK” liéu 0,126g/kg
A
Lo 4 (n = 10) lf | \{
0 4 8 Tuan
Dau cholesterol + “Ha m& NK” liéu 0,378g/kg
~ A
L6 5 (n=10) lf I Nl
0 4 8 Tuan

So do 2.3. So do nghién ciru mé hinh gay xo viva dong mach
2.3.2. Phwong phdp nghién ciru trén lam sang:
% Xdc dinh liéu ding trén lam sang:
Vién nang “Ha md& NK” sau khi nghién ctu thyc nghiém, nhom nghién ctru

nhan théy muc lidu co tac dung tdt trén dong vat thuc nghiém & mo hinh gay tang
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lipid mau ndi sinh va ngoai sinh & liéu cao va vién nang “Ha m& NK” an toan & ca
doc tinh cip va ban trudong dién. Qua qua trinh can nhic va tinh toan, nhém nghién
ctru quyét dinh lwa chon murc liéu dung cho ngudi 1a: “Ha m& NK” 525mg x 6 vién/
ngay — Udng chia 02 14n sau an lac 8h va 14h.

2.3.2.1. Thiét ké nghién citu:

Nghién ctru tién ciru, thr nghiém can thiép 1am sang mo, ngau nhién c6 dbi
chtng, so sanh trude va sau diéu trj va so sanh véi nhom chimg. Ty 1é bénh nhan
nghién ctru/chung (1/1).

» C& mau nghién citu
Dua vao tiéu chuan chan doan YHHD, YHCT va 4p dung cong thirc tinh c&

mAau cho nghién ctru can thiép diéu tri, so sanh hai ty 1& [91]:

[Z1_aj2y/20(1—p)+Z1_py/P1(1—p1) +0a(1—p2) |
(p2—p1)*

ny = ng =

P1+tDP2
P —= —5

Ap dung véi a=0,05; p=0,8

Tra bang Z;.,,=1,96; Tra bang Z,.5 = 0,84

P1: ti I¢ thanh cong udc doan ky vong tuwong duong voi hi¢u qua dat dich
trung binh cta Atorvastatin 10 mg la 40% (hiéu qua tac dung ctia Atorvastatin
10mg theo khuyén cdo cua ESC/EAS — 2019 tir 30-50% [29]) trén tong sé bénh
nhan udng “Ha md NK”. P,=0,4.

P2: ti 1& bénh nhan udng atorvastatin 10mg/ngay dat dich diéu tri tdi thiéu giam 30%
(hiéu qua tac dung clia Atorvastatin 10mg theo khuyén cao cia ESC/EAS — 2019 tir
30-50% [29]). P,=0,3.

Ty s6 gitra hai nhom 1a 1

Tinh duoc n; = n,>58

Nhu vay téi thiéu mdi nhém phai cé 58 bénh nhan.

Trén thuc té ching t6i 1y sé lugng bénh nhin cao hon dé phong loai trir
nhitng BN khong tuén thu quy trinh nghién ctru hodc nhiing BN bo cudc.

S bénh nhan thuc té duoc lya chon dua vao nghién ctru 1a 121 bénh nhan du
tiéu chuén lya chon theo YHHD va YHCT, chia 2 nhdm
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> Céch thic tién hanh:

121 bénh nhan réi loan lipid mau dwoc hra chon theo tiéu chuan va chia ngau
nhién thanh 2 nhém theo cdng thirc danh sé ngau nhién khong trang lap trong phan
mém Xcel 2017. Sb chian thuoc nhdm 1: Nhdm dung Ha m& NK. Sé 1é thuoc nhoém
2: Nhom dung Atorvastatin 10mg.

Cong thac =SORTBY (SEQUENCE(120),RANDARRAY(120)) [92].

+ Nhém 1: Nhom “Ha md NK” gdm 61 BN duoc ding Ha m& NK 525mg x 06
vién/ngay udng chia 2 lan. Mai lan uéng 03 vién 8h — 14 h sau an.

+ Nhém 2: Nhém Atorvastatin gém 60 BN, dugc dung Atorvastatin10mg
udng 1 vién/1 lan. Ubng 20h sau an toi.

Tat ca cac bénh nhan déu duoc hudng dan ché do an cho ngudi c6 RLLM (phu
luc 4).
2.3.2.2. Chi tiéu nghién curu

Cac chi tiéu nghién ctru dugc ghi chép day du vao bénh an nghién ctru theo
mot mau théng nhat (phu luc 5) va dugce danh gid tai cac thoi diém:

- Dg: Trudc diéu tri

- Dgo: Sau diéu trj 30 ngay.

- Dgo: Sau diéu trj 60 ngay.

R/

% Cdc dac diém chung cia bénh nhéan nghién ciru:

+ Thong tin hanh chinh: tén, tudi, gidi, nghé nghiép. ..
+ Tién sir bénh 1y: RLLM, ting huyét 4p, bénh mach vanh...
+ Théi quen an uéng sinh hoat: An uéng, luyén tap thé duc, hit thude 14, rugu bia. ...

% Cdc chi tiéu lam sang:

+ Chiéu cao: Po bang thuéc cting, khong co gidn, chia d6 mm. Do mét lan
trude diéu tri (D).
+ Can nang: can vao budi sang, luc d6i bang can dong ho trong luong ti da 120kg
+ Chi s6 khéi co thé (BMI - Body Mass Index): dugc tinh theo cong thirc.
Can nang (kg)

BMI =
[Chiéu cao (m)]?
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Bdng 2.4. Tiéu chudn béo phi ciia WHO cho ngwoi Chau A [93]

Phan loai BMI
Gay (thiéu can) <185
Binh thuong 18,5-229
Thira can >23
Co6 nguy co 23-249
s bo 1 25-29,9
Béo phi Do 2 >30

+ Huyét 4p (HA): Do bing huyét ap ké ddng ho Nhat Ban, duoc hiéu chinh
bang huyét ap ké thuy ngan. Po tu thé nam. Nghi ngoi 15 phit trudc khi do dé
tranh nhitng tic dong cua van dong va ciang thang than kinh, khéng uéng céc
chét kich thich nhu ruou, ca phé, khéng hat thude 14, khéng ding cac thube kich
thich giao cam. Tiéu chuan chan doan tiang huyét ap theo Phan hoi THA Viét Nam
(VSH/VNHA - 2018) ( Bing 2.1.) [26] .

+ Mach: Pém nhip mach bang dong ho tinh giay trong 1 phut.

+ Triéu ching 1am sang theo YHCT: Thé dam troc trd tré theo phan thé cua
nguyén tic chi dao nghién ctru 1am sang Trung — Tan dugc - BYT Trung Qudc
(2002) [44]:

Vong chan: Hinh thé béo tré

Chét lu&i béu, réu ludi tron dinh nhét

Vin chan: Noi binh thuong hoac to r6.

V4n chan: Mét méi, tim quy; Pau ning dau; Huyén vung; Chan tay nang né
té bi; H6i hop danh tréng nguc; Buon ndn, noén ra dom rdi; That mién; Kém an,
miéng nhat.

Thiét chan: Mach huyén hoat hoic hoat.

(Chan doan thé bénh khi du 3 triéu chung chinh va 02 triéu ching phu tro 1én)

& Cac chi tiéu can lam sang:

+ Cac xét nghiém mau dugc thyc hién tai khoa Xét nghiém - Bénh vién Tu¢ Tinh.

+ Xét nghiém huyét hoc, sinh héa mau 03 lan trudc, giira va sau diéu tri (D, Ds,
Dgg). Cac xét nghiém duoc lam trudc hoac cung ngay voi Dy va trude, cung ngay
hoac sau D3y Dgo 01 ngay.

+ BN duoc ldy mau tinh mach vao budi sang (tir 6h dén 8h) khi chua 3n va cach

bita an hom trudce it nhat la 8-10 gio.
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+ Xét nghiém huyét hoc 18 théng sb duoc tién hanh trén may tu dong. Model:
Boule Quintus cua hdng Sweplap. Nudc san xuat: Thuy Dién, nim san xuit: 2014,
Nam st dung: 2016. Bién ap sir dung: 220V. Cong suat 150W.

+ Xét nghiém sinh héa méu (TC, TG, LDL-C, HDL-C, Ure, Creatinin, Glucose,
AST, ALT) lam bing may ty dong: Model: Biolyzer 600 cua hang Analyticon.
Nudc san xuat: Dic. Nam san xuat: 2014. Nam sir dung: 2016. Dién ap: 220V.
Cong suat 100W.

Dinh lwong TC méau: Pon vi biéu thi: mmol/l; gid tri binh thuong: 2,9-5,2 mmol/l.

Dinh lwong TG mau: Pon vi biéu thi: mmol/l; gi4 tri binh thuong: 0,8-1,7 mmol/l.

Dinh luong HDL- C mau: HDL- C méu duoc dinh lugng bang phuong phap
so mau cing enzym. Pon vi biéu thi: mmol/I; gié tri binh thuong: 1,0- 1,5 mmol/I.

Dinh lugng LDL- C mau: Pon vi biéu thi: mmol/l; gié tri binh thuong: 2,0-
3,4 mmol/I. Tinh néng do LDL- C mau dua theo cong thuc Friedewald:

LDL-C = TC - (HDL-C) - TG/2,2 (diéu kién: TG < 4,75mmol/I; gia tri binh
thuong: 2,0- 3,4 mmol/l) [13].

Dua vao két qua thanh phan lipid méu tinh ra chi s6 Cholesterol xau (non-
HDL-C); chi sé xo vita mach (Al), chi sé nguy co mach vanh (CRI), chi s6 xo vira
huyét tuong (AIP) [23],[94], [95],[96].

+ Atherogenic Index (Al): Al = TC-HDL-C (non- HDI-C)/HDL-C).

+ Coronary Risk Index (CRI) : CRI=TC/HDL-C

+ Atherogenic Index Plasm (AIP) : AIP=log(TG/HDL-C)

- Cdc xét nghiém sinh hoa khac: ALT, AST; Ure, creatinin, glucose

- Cdc xét nghiem huyét hoc: Héng cau, Bach cau,Tiéu cau, Huyét sic t6, Hematocrit .

- Theo déi cdc bién co bat loi c¢é thé xdy ra:

+ Lam sang: Phl, man ngira, dau co, réi loan tiéu hoa... (phu luc 6)

Theo dbi thoi gian xuat hién, thoi gian két thic cac yéu tb bat loi, mic do
nghiém trong va muc d6 lién quan dén nghién cau (phu luc 6)
+ Can lam sang: Theo ddi cac bat thuong trén cac chi s6 huyét hoc, sinh hda mau.
2.3.2.3. Phuwrong phdp tién hanh:
Buéc 1: Lira chon bénh nhén, phén nhém diéu tri
- Hoi bénh va tham kham 1am sang toan dién cho bénh nhén.
- Lam céac xét nghiém co ban cho bénh nhan: Céng thirc mau; Sinh héa mau.
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- Lya chon ngudi ¢6 du tiéu chuan dong y tham gia nghién ctu, sip xép vao
hai nhém theo phwong phap danh sé ngau nhién, dam bao tinh twong dong vé tudi,
gidi, thoi gian mac bénh va muac do bénh.

- Puoc 1ap bénh 4n va theo ddi diéu tri ngoai tra va cap thude dinh ky.

Buéc 2: Ap dung phwong phdp diéu tri:

+ Nhom “Ha m& NK”: 61 nguoi du tiéu chuan, dugc udng “Ha md NK” 525mg:

Thuce hién ché d6 an va ché do luyén tap hang ngay “Ha m& NK” 525mg x 06
vién — Udng chia 02 1an, udng 8h-14h sau an

+ Nhom Atorvastatin: 60 ngudi du tiéu chuan, dugc udng Atorvastatin 10mg:

Thuc hién ché d6 an va ché @6 luyén tap hang ngay

Atorvastatin 10 mg x 1 vién — Udng 20h sau in tdi

- Liéu trinh diéu tri cho ca hai nhom 13 60 ngay.

- Theo d&i céc triéu chung 1am sang, chi sé6 mach, HA va can nang tai thoi
diém Do, D3, Deo.

- Theo d&i, xu tri va bao cdo cac yéu té bat logi néu c6 ngay khi xay ra theo
mau (phu luc 6)

- Theo d&i cac chi s6 CLS: CTM, SHM: TC, TG, LDL- C, HDL- C, AST,
ALT, Ure, Creatinin tai thoi diém Dg, Dsg, Deo.

Buoc 3: Ngay trude khi ra vién:

- Ngudi bénh dén kham bénh theo lich hen, ghi vao bénh an nghién cau.

- Tong két ho so bénh an ngoai tru.

- Ghi dau hiéu 1am sang va can 1am sang vao bénh an nghién cuu.

Buéc 4: Panh gia két qua trude va sau diéu tri, so sanh giira hai nhom.
2.4. Phuwong phap danh gia
2.4.1. Phwong phdp danh gia két qud trén thuc nghigm
2.4.1.1. Két qud nghién citu déc tinh cap:

Theo ddi biéu hién ngd doc & chudt, dém sé lugng chudt chét (néu cd) trong vong
72 gio sau khi ubng thude. Tiép tuc theo dbi tinh trang chudt sau 7 ngay udng thuéc.
Xac doc tinh cip va LDs, ciia “Ha md NK” trén chudt nhat tring theo duong udng.
2.4.1.2. Két qud nghién citu déc tinh ban trieong dién:

- Panh gia tinh trang chung va su thay doi thé trong cua tho.

- Panh gia chirc ning tao mau théng qua cac chi sb sb lugng hdng cau, thé tich
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trung binh hong cau, ham luong hemoglobin, hematocrit, sé lugng bach cau, cong
thirc bach cau va sé luong tiéu cau.

- Panh gia sy anh huong “Ha m&d NK” d6i véi ALT, AST, Protein toan phan.
Cholesterol toan phan, Creatinin.

- Quan sat va md ta dai thé gan, than tho sau khi két thac thi nghiém.

- M bénh hoc gan, than tho sau khi két thac thi nghiém.
2.4.1.3. Panh gid két qua tac dung cia “Ha mé NK trén md hinh néi sinh:

- Téc dung diéu chinh lipid mau coa “Ha m& NK” véi ham luong 0,5g/kg va 1,5g/kg.

- So s&nh tac dung hai ham luogng trén cua “Ha m& NK” véi két qua cua 16
chtrng, 16 mé hinh P-407 va |6 chirg duong.
2.4.1.4. Banh gid két qua tic dung ciia “Ha mé NK” trén mé hinh ngoqi sinh:

- Thay ddi can niang cua chudt cdng triang

- Panh gia két qua md hinh gay rdi loan lipid mau trén chudt cng trang bang
hdn hop dau cholesterol.

- Panh gia tac dung cua “Ha md NK” 0,25g/kg va 0,75g/kg trén mo hinh réi
loan lipid mau ¢ chudt cong trang sau 4 tuan udng thudc.
2.4.1.5. Bdnh gid két qua tic dung chong xo vita déng mach cia “Ha mé NK”

- Téc dung diéu chinh lipid mau ciia “Ha m& NK” trén tho sau udng thude.

- Panh gia hoat d cac enzym gan: AST, ALT trén tho sau udng thuéc.

- Panh gia ton thuong vi thé dong mach chi thé sau uong thudc.
2.4.2. Phwong phdp danh gia két qud trén l1am sang:
2.4.2.1. Tiéu chi danh gid trén lam sang

- Panh gia dic diém chung caa déi trong nghién ciu, cac yéu td nguy co gdy XVDM

- Panh gia su thay doi cac chi s6 1am sang theo YHHD:

+ Chi s6 huyét 4p, mach can nang, BMI: so sénh céac chi sé & 3 thoi diém Dy,
D30 Dgo. S0 sanh gitra 2 nhom.

- Panh gia cac triéu chiing 1am sang theo YHCT: Pau niang dau, huyén vung,
tam quy, thit mién,... tai 3 thoi diém Dy; Do, Dgo. Panh gid mac do bénh trén 1am

sang; So sanh gitra 2 nhom.
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Dua theo tiéu chi danh gia hiéu qua 14m sang truGe va sau diéu tri thdng qua
phan tich bang danh gia triéu chang 1am sang rdi loan chuyén hoa Lipid” cua bo Y
té Trung Québc nam 2002, (Phu luc 9) [44].
Ap dung cong thuc Nimodipin [44]:
Diém trudc diéu tri- Diém sau diéu trj
Murc do giam % = x 100%

Piém trude diéu tri

+ Hiéu qua tt: Cac triéu chung 1am sang hét han hoic mic d6 giam >95%.

+ Hiéu qua kha: Cac triéu chirng lam sang cai thién rd rét, mac do giam >70%.

+ Hiéu qua trung binh: Céc triéu ching 1am sang cd chuyén bién, mac do
giam >30%.

+ Khong hiéu qua: Cac triéu chitng 1am sang khéng chuyén bién hoic ning
thém, muc do giam < 30%.

Tiéu chi danh gia mic d6 bénh YHCT [44]: Phan mic d6 nang, trung binh,
nhe va quy ra diém dé danh gia (phu luc 9):

Triéu chieng chinh: Diém Triéu ching phu: DPiém
Khéng tri¢u ching 0 Khong trig¢u ching 0
Muc do nhe 2 Muc do nhe 1
Mtrc do trung binh (vira) 4 Mtrc do trung binh (vira) 2
Muc do nang 6 Muc do nang 3

2.3.2.2. Tiéu chi danh gid trén can lam sang
Tiéu chi danh gia su thay doi cac chi s can 1am sang:
+ Panh gia su thay doi tirng chi s6 lipid thoi diém Dy; Dsg; Deo
+Pénh gia sy thay doi cac chi sb nguy co XVDM (AL CRI, AIP) thoi diém Dy; Dy, Dgg
+ Téac dung cta thudc duoc danh gia qua su thay ddi cua cac thanh phan lipid
mau trude va sau diéu tri. So sanh két qua ¢ timg nhom va giita hai nhém véi nhau
dua theo tiéu chi ddnh gid hiéu qua diéu tri RLLM cua bd Y té Trung Qudc (2002),
hiéu qua cua thudc dugce phan thanh 4 muc [44].
+ Hiéu qua tét: C4c thanh phan lipid mau déu tré lai gidi han binh thuong
+ Hiéu qua kha: Céc thanh phan lipid mau dat duoc su thay doi sau:
TC giam >20%,
TG giam > 40%,



59

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 0,104mmol/l (4mg/dl)- 0,26 mmol/I
TG-HDL-C/HDL-C: 10%- 20%
+ Khdng hiéu qua: Céc thanh phan lipid mau khéng dat dwoc sy thay d6i nhur trén.
+ Xau: TC tang 1én > 10%, TG > 10%.
HDL-C ha xudng > 4mg/dl.
TC - HDL-C/HDL-C tang > 10%
2.3.2.3. Pdnh gid cac bat loi (néu cd):
- Theo ddi céc bién cd bat lgi: Pht, man ngira, dau co, réi loan tiéu hoa...
- Trén can 1am sang: Panh gia cac chi sé huyét hoc, sinh héa mau trude va sau
diéu tri: héng cau, bach cau, tiéu cau, hemoglobin, ure, creatinin, ALT, AST, glucose.
- Khi c¢6 bat ky yéu td bit loi ndo xay ra déu dugc ghi vao phiéu theo ddi cac
bién c6 bét loi va hudng giai quyét (phu luc 6).
2.5. Phwong phap xir Iy s6 liéu
S6 liéu dwoc nhap va xu 1y bang phuong phap va thuat toan thdng ké y sinh
hoc trén phan mém SPSS 20.0.
S6 liéu duogc biéu dién dudi dang X * SD.
Kiém dinh cac gié tri bang t-test Student; test trudc sau......
Sy khéc biét ¢6 ¥ nghia thong ké khi p <0,05.
2.6. Dao dirc nghién ciru
- Nghién ctru dugc sy cho phép cua Hoi d@)ng chim dé cuong luan an, Hoc
vién Y Duoc hoc ¢b truyén Viét Nam.
- Buoc su déng y cua Hoi d@)ng khoa hoc va dao dic cia Bénh vién Tué
Tinh — Hoc vién Y Dugc hoc cd truyén Viét Nam (phu luc 9).
- Trude khi diéu tri, d6i twong tham gia nghién ctru dugc cung cip diy du cac
théng tin vé nghién ciru, giai thich muc dich, ¥ nghia ctia nghién ctru ( phu luc 7). Néu

bénh nhan tinh nguyén tham gia thi dugc thoa thuan bang phiéu cam két (phu luc 8).
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- Nghién ctru nay duoc tién hanh hoan toan nhim muc dich bao vé, ning cao
stc khoe cho nguoi bénh.

- Trong qué trinh nghién ciru néu c6 cac phan mg bat loi cho stic khoe ciia
bénh nhan thi phai ngirng dung thube nghién ctru va diéu tri kip thoi.

- Moi thong tin vé ngudi bénh duoc gitr kin va chi céng bd két qua tong hop.

2.7. Kiém soat sai s6 va ké hoach giam sat tudin thi diéu trj

Nghién ctu thuc hién trén nguoi ¢6 RLLM diéu tri ngoai trd, vi vay nhom
nghién cau ap dung nhitng phuong phap dé kiém soat sai s6 va ké hoach giam sat
tuan thu diéu tri:

- Phat t& huéng dan ché do an, ché do tap luyén thé luc cho bénh nhéan (phu lyc 4).

- C4c thanh vién trong nhdm nghién ciru phdi ho cuing nghién ciu vién chinh
lam nhiém vu goi dién thoai kiém tra hang ngay nhic nhé bénh nhan tuan tha dung
theo ché do luyén tap, sinh hoat, in uéng di duoc huéng din va dic biét dam bao
udng thudc dang gio. Cha dong hen gid nhac nhé udng thude trén dién thoai ddi véi
cac bénh nhan tudi cao.

- Huéng dan ghi nhat ky ubng thudc, thuc hién ché do an va luyén tap [phu luc 11]

- Thubc cap cho bénh nhan hoan toan mién phi. Khi bénh nhan uéng hét thudc
tai kham va phat tiép thude cho dot sau.
2.8. Pia diém va thoi gian nghién ctru

- Nghién ctru doc tinh va danh gia tic dung diéu chinh rdi loan lipid méu
cua vién nang “Ha m& NK” trén dong vat thuc nghiém duoc tién hanh tai Bo
mén duoc 1y —Trudng dai hoc Y Ha Noi. Cac xét nghiém vi thé duoc thuc hién tai
Trung tdm Nghién ctu va phéat hién sém ung thu - Lién hiép cac Hoi khoa hoc va
ky thuat Vit Nam. Thoi gian tr thang 8/2018 - 10/2019.

- Nghién ctru 1am sang duogc tién hanh tai Phong kham Tim mach; Phong
kham Noi tiét - Khoa kham bénh - Bénh vién Tué Tinh tir thing 4/2020 dén thang
12 nam 2020.
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Ha m& NK

Nghién ciu thuc nghiém trén dong vat

boc tinh cap Thudc an toan va co Téc dung duoc ly trén
va ban truong tac dung dugc ly mo hinh ndi sinh,
dien — <«———  ngoai sinh va mo hinh

gdy xo vira mach

Nghién ctru 1dm sang trén bénh nhan RLLM

\ 4

Lwa chon bénh nhan du tiéu chuan

| |

) Nh()m,Ha m& NK . Nhom Atorvastatin
+ bicu chinh che d6 an uong, sinh hoat + Didu chinh ché do an uéng, sinh hoat

g0 vaen nang SHANTSEEY +Udng Atorvastatin 10 mg x
BRo) .06 vien /ngay - Uongi8h= 01vién /ngay - Udng 20h sau dn x
60 ngay.

+ Theo d6i cac triéu ching LS, CLS.

l l

Panh gia két qua diéu tri cia vién nang “Ha mé NK” va
Atorvastatin; So sanh ket qua

14h sau an x 60 ngay.
+ Theo ddi cac triéu chang LS, CLS

So dé 2.4. M6 hinh nghién ciru
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Chuong 3
KET QUA NGHIEN CUU

3.1. Panh gia ddc tinh cip, doc tinh ban truong dién, tic dung ha lipid mau
ciia vién nang “Ha mo NK”.
3.1.1. Két qua dpc tinh cip

Bdng 3.1. Két qud nghién cieu déc tinh cdp ciia vién nang “Ha mé NK”.

5 ; Ddu hiéu
3 Lieu So Ty l¢ .
) Lieu . bat
L0 chugt n (9/kg chugt | chet
(ml/kg chugt) . thwong
chugt) chet (%) )
khac
Lol 10 30 7,14 0 0 Khéng
L6 2 10 45 10,71 0 0 Khéng
L6 3 10 60 14,28 0 0 Khéng
L0 4 10 75 17,85 0 0 Khdng

Két qua bang 3.1 cho thay: cac 16 chudt nhat trang uéng “Ha md NK” véi licu
ting dan tir 30ml/kg twong wng 7,14 gam Ha m& NK/kg dén liéu téi da 75ml/kg
tuong tng véi 17,85 gam Ha md NK/kg véi lwong uéng mdi lan 0,25ml/10g can
nang, uéng 3 1an/24 gio, cac lan udng cach nhau 2 gio.

Sau khi uéng “Ha m& NK”, chudt & tat ca cac 16 van an uéng, hoat dong va bai
tiét binh thuong. Khong thay c6 biéu hién ngd doc & chuot va khong co chudt nao
chét trong vong 72 gid sau khi udng thudc. Tiép tuc theo dbi trong 7 ngay sau udng
thudc, thiy chudt van hoan toan binh thuong, khdng cd biéu hién gi dic biét. Do
khong thé ting do dam dic cua thude ciing nhu khong thé ting thé tich cho chudt
uéng nén chua xac dinh dugce doc tinh Cép va chua tinh duoc LDsg cia “Ha mo
NK” trén chudt nhit tring theo duong udng.

3.1.2. Két qua déc tinh bdn truwong dién
3.1.2.1. Tinh trang chung

Trong thoi gian thi nghiém, chudt cong trang & ca 3 16 hoat dong binh thuong,
an udng tot, nhanh nhen, 1ong muot, mat sang, phan khd. Khong thay bicu hién gi

didc biét o tat ca cac 16 chuot trong subt thoi gian nghién cuu.
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3.1.2.2. Su thay doi thé trong chuot

240

200 - T—.—T -‘VT—.—

|

160

120 - =16 ching
“Lotril

BL6 tri 2

Trong lwong chudt (gam)

Trudcuéng  Sau4tuan  Sau8tuan  Sau 12 tuan
thuéc

Biéu dé 3.1. Anh huwong cia “Ha mé' NK” dén thé trong chugt

Két qua & biéu dd 3.1 cho thdy: sau 4 tuan, 8 tuan va 12 tuan ubng Ha m& NK,
trong luong chudt & ca 3 16 (16 ching va 2 16 tri) déu ting c6 ¥ nghia thong ké so
véi truée khi nghién cau (p < 0,05). Trong lwong chudt cng trang cac 16 ding Ha
m& NK ¢d mae do gia tang it hon so vai 16 ching sinh hoc, tuy nhién su khac biét
chua c6 y nghia thong ké (p > 0,05).
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3.1.2.3. Banh gia chirc nang tao mau

Bdng 3.2. Anh hwéng ciia “Ha mé NK” dén chikc néing tao mau

ciia chugt cong trdng

Ket qua (X £ SD) p
Chi so Thai gian L6 ching (1) LOotril Lo tri2 (t- test
(n=10) (n=10) (n=10) Student)
Trudc udng
. 8,24 £ 0,76 855+1,24 | 8,03+£0,79
i thuoc
So X 4
Sau 4 tuan uong
lwong B 8,55 + 0,97 863+£1,04 | 8,72+1,14
R “Ha md NK”
hong S > 0,05
5 Sau 8 tuan uong
cau 9,04 + 0,96 8,99 +1,45 9,15+ 1,96
“Ha mo NK”
(T/L) —
Sau 12 tuan uong
8,87 £ 0,93 9,12+0,93 | 8,49+1,44
“Ha mo NK”
Trudc udng
, 11,79+0,84 | 11,29+1,25| 11,05+1,36
thuoc
Sau 4 tuan uong
11,37+£1,10 | 11,03+0,94 | 11,68 +1,25
Hb “Ha mo NK”
— > 0,05
(g/dL) | Sau 8 tuan uong
11,76 £1,16 | 1292+1,95 | 12,56 + 2,06
“Ha m& NK”
Sau 12 tuan udng
12,48+1,08 | 13,07+0,92 | 12,00+ 1,56
“Ha mo NK”
Trudc uong
, 42,13 +3,12 | 41,90+4,32 | 41,38 +£4,36
thuoc
Sau 4 tuan uong
43,33+4,99 | 44,19+421 | 44,24 £6,75
Hct “Ha m& NK”
— > 0,05
(%) | Sau 8 tuan uong
4536 +5,12 | 44,78 £6,61 | 44,91 £5,75
“Ha m& NK”
Sau 12 tuan uong
4442 + 461 | 4496 +4,86 | 42,83+£5,31

“Ha m& NK”
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Ket qua (X £ SD) p
Chi so Thot gian L6 cheng (1) Lotril Lo tri2 (t- test
(n=10) (n=10) (n=10) Student)
Trudc uong
. . 50,80+ 2,35 | 51,10+3,35 | 51,40+ 2,76
Thé thuoc
tich | Sau 4 tuan uong
50,79 +1,55 | 50,10 +2,56 | 50,70 £ 2,75
trung “Ha m& NK”
s —— > 0,05
binh | Sau 8 tuan uong
\ 50,20+ 1,40 | 50,00 £2,05 | 52,30 + 4,14
hong “Ha mo NK”
cau (fl) | Sau 12 tuan uéng
49,30+ 2,26 | 49,30+2,06 | 51,00 £+ 4,50
“Ha mo NK”
Trudc uong
. 9,80 £ 2,38 9,48 £ 2,77 9,09 £ 1,80
i thuoc
Sﬁ A A
Sau 4 tuan uong
lwong B 9,59+257 |1157+£1,85| 11,18+2,50
“Ha md NK”
bach —— > 0,05
; Sau 8 tuan uong
cau 10,12 +£2,00 | 10,03+2,49 | 11,78+2,82
“Ha m& NK”
(G/L) —
Sau 12 tuan udng
10,47 £2,97 | 10,67 +2,87 | 11,04+1,86
“Ha mo NK”
Trudc uong
, 570,20 £ 99,76 527,20 + 85,94/ 618,50 = 81,00
i thuoc
So ——
Sau 4 tuan uong
lwong 523,40 £ 85,92 558,90 * 84,37|600,00 £ 82,69
° “Ha mo NK”
tieu — > 0,05
5 Sau 8 tuan uong
cau 510,10 £ 114,78 | 540 + 131,37 |595,30 + 90,88
“Ha m& NK”
(G/L) —
Sau 12 tuan uong
597,20 £ 113,38 | 560 + 116,30 | 656,5 + 100,42
“Ha mo NK”

p (trudc — sau) > 0,05
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Bdng 3.3. Anh hwéng ciia “Ha mé NK” dén cong thic bach cdu

trong mau chugt.

Cong thirc bach cdu X + SD

Lo chang Lotril Lo tri 2 0
Thet gian (n=10) (n=10) (n=10) (T-test
Student)
Lympho | PNTT | Lympho | BNTT | Lympho | DNTT
(%) (%) %) | %) | ®%) (%)
Trucudng | 71,77+ | 9,99+ | 71,75+ | 10,23 | 74,77+ | 9,00+ | >0,05
thudc 9,64 2,76 10,96 | £3,71 | 7,29 3,11
Saudtuin | 7153+ | 991+ | 70,74+ | 10,61 | 74,40+ | 835+ | >0,05
uéng thube 7,37 2,53 13,64 | +6,60 | 7,18 2,96
Sau8tuan | 71,03+ | 10,18+ | 67,89+ | 11,66 | 69,39+ | 11,25+ | > 0,05
udng thudc 9,45 3,63 797 | +434 | 6,88 4,59
Saul12tuan | 70,15+ | 10,44+ | 71,50+ | 10,26 | 70,00+ | 11,21+ | >0,05
udng thude 5,93 1,20 840 | £397 | 5,55 2,39
p trusc-sau | >0,05 | >0,05 | >0,05 | >005| >005 | >0,05

Nhgn xét: Tur két qua bang 3.2. va bang 3.3. cho thay:

Sy thay ddi vé sb lwong hong cau, ndng d6 hemoglobin, hematocrit, thé tich trung

binh hdng cau, sb lwong bach cau, céng thirc bach cau va sb luong tiéu cau & 2 16 tri

sau 4, 8, 12 tuan ubng thudc “Ha md NK” khac biét khdng co y nghia thong ké so véi

trudc nghién ciru va so véi 16 chimg & cling mot thoi diém nghién ciu (p>0,05).
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3.1.2.4. Pdnh gid mirc dj ton thwong té bao gan
Bing 3.4. Anh huong ciia “Ha mé NK” dén hoat do AST, ALT trong mzu chudt

Hoat @ AST (UI/I)

Hoat @ ALT (UI/I)

Théi gian SO w1 | Lotz | 0 | Letrit | Lot2
chimg | c10) | =10y | M9 | nm10) | (n=10)
(n=10) (n=10)
Truéc udng 7250+ | 36,40+ | 36,40+ | 36,40+ | 3550+ | 36,60
thudc 18,96 7,59 7,59 7,59 5,40 9,80
Sau4dtuanudng | 8530+ | 4340+ | 4340+ | 4340+ | 41,80+ | 4750+
“Ha m& NK” 22,67 11,70 11,70 11,70 8,90 14,70
P1(trudc - sau) >005 | >0,05 | >005 | >005 | >0,05 | >0,05
P,(t-test Student) | >0,05 | >005 | >005 | >0,05 | >005 | >0,05
Sau8tuanudng | 89,80+ | 42,10+ | 42,10+ | 42,10+ | 4320+ | 72,40+
“Ha m& NK” 25,29 8,69 8,69 8,69 10,17 8,72
P1(trudc - sau) >005 | >005 | >005 | >005 | >0,05 | <0,001
P,(t-test Student) | >0,05 | >005 | >005 | >0,05 | >005 | <0,001
Saul2tuanuong | 90,60+ | 4450+ | 4450+ | 4450+ | 42,70+ | 42,70
“Ha m& NK” 25,28 11,50 11,50 11,50 11,64 7,80
P (truoc - sau) > 0,05 > 0,05 > 0,05 > 0,05 > 0,05 > 0,05
P,(t-test Student) | >0,05 | >005 | >005 | >0,05 | >005 | >0,05

Nhan xét: Két qua & bang 3.4 cho thay: Sau 4, 8 va 12 tuan udng “Ha m& NK”*:
- Hoat do AST trong méu chudt ¢ 2 16 tri (uéng “Ha md NK” lidu 0,25g/kg/ngay)

su khac biét khong c6 ¥ nghia so véi 16 chang va so sanh giira hai thoi diém trude

va sau khi uong Ha ma NK (p > 0,05).

- Hoat do ALT trong mau chudt & 16 tri 1 (ung “Ha m& NK” liéu 0,25g/kg/ngay)

su khac biét khong co ¥ nghia so véi 16 ching va so sanh gitta hai thoi diém trudc va
sau khi udng thuéc thir (p > 0,05). O 16 tri 2 (uéng “Ha md NK” liéu 0,75 g/kg/ngay),

tai thoi diém sau 8 tuan nghién ciu, hoat 46 ALT ting c¢6 y nghia théng ké so véi

trugc nghién ciu va so véi 16 ching sinh hoc (p < 0,001). Tuy nhién, sau 12 tuan,

hoat d ALT trong mau chudt cong tring su khac biét khong co v nghia so véi 16

ching va so sanh giira hai thoi diém trude va sau khi uong Ha ma NK (p > 0,05).
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3.1.2.5. Banh gid chirc nang gan

Bding 3.5. Anh hwéng ciia “Hg mé NK” dén chikc ning gan ciia chugt

Két qua (X +SD) p
Chi so Thoi gian Lo chirng Lotri 1 Lo tri 2 (T-test
(n=10) (n=10) (n=10) StudenT)
. Trudc uong thuoe | 13,47 +£0,43 | 13,34+ 0,24 | 13,38+0,32 | >0,05
Nong dj —
Sau 4 tuan udng
bilirubin 13,40+ 0,37 | 13,51 +0,48 | 13,54 + 0,35 > 0,05
. “Ha md NK”
toan phan I
Sau 8 tuan udng
(mmol/l) 13,43+0,35 | 13,41 +0,55 | 13,49+ 0,36 > 0,05
“Ha md NK”
Trude uong thuoe | 3,35+0,27 | 3,31+0,27 | 3,31+£0,17 | >0,05
Sau 4 tuan udng
. 347+0,28 | 3,33+0,24 | 3,36 +0,30 > 0,05
Nong do “Ha m& NK”
albumin | Sau 8 tuan udng
3,14+0,32 | 3,38+0,29 | 3,09+0,21 > 0,05
(g/dL) “Ha mo NK”
Sau 12 tuan uéng
334+0,20 | 3,11+0,41 | 3,16 +£0,26 > 0,05
“Ha mo NK”
Trudc uong thuoéc | 1,66 £0,26 | 1,93+0,46 | 1,71 +0,43 > 0,05
. Sau 4 tuan udng
Nong do 1,78+0,33 | 1,90+0,35 | 1,57+0,33 > 0,05
“Ha mo NK”
cholesterol -
. Sau 8 tuan uodng
toan phan 152+042 | 162+0,35 | 1,69+0,35 > 0,05
“Ha mo NK”
(mmol/l) —
Sau 12 tuan uong
160+0,28 | 1,84+0,26 | 162+0,41 > 0,05
“Ha md NK”

p (trude - sau) > 0,05

Nhan xét: Két qua & bang 3.5 cho thay cho thay: Sau 4, 8 va 12 tuan uéng “Ha

m& NK”, ndng db bilirubin toan phan, nong d6 albumin, néng do cholesterol toan phan

trong méau chudt ca 16 tri 1 (uéng “Ha m&d NK” liéu 0,25g/kg/ngay) va 18 tri 2 (udng

“Ha m& NK” liéu 0,75g/kg/ngay) su khac biét khong cé y nghia so vai 16 chang va so

sanh gitra hai thoi diém trude va sau khi udng thude thir 12 tuan (p > 0,05).
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3.1.2.6. Ddnh gid thay d6i nong dé creatinin.

1.2

L6 chimg
mLotril

mLotri2

Nong d6 creatinin (mg/dL)

Truée udng thudée  Sau 4 tuan Sau 8 tuan Sau 12 tuan

Biéu dé 3.2. Anh huéng ciia vién nang “Ha mé' NK” dén nong dé creatinin
trong miu chugt
Nhgn xét: Sau 4, 8 va 12 tuan ubng “Ha md NK”, & ca 16 tri 1 (ubng “Ha m&
NK” liéu 0,25 g/kg/ngay) va 16 tri 2 (uong “Ha md NK” liéu 0,75 g/kg/ngay), nong
d6 creatinin trong mau chudt khdng cé su khac biét c6 ¥ nghia théng ké so véi 16
ching va so sanh giira hai thoi diém truéc va sau khi udng thudc thir (p > 0,05).
3.1.2.7. Banh gida mo bénh hoc:
> Hinh dnh dai thé: Trén tt ca cac chudt nghién ciu (16 ching va 2 18 tri), khdng
quan sat thdy c6 thay d6i bénh Iy ndo vé mit dai thé ciia cac co quan: tim, phoi, gan,
lach, tuy, than va hé théng tiéu hoa caa chudt.
> Hinh anh vi thé: Khong thay ton thuong va khong c6 su khac biét vé cau trlc vi thé
gan, than caa chudt cdng trang giia 16 ching va 2 16 udng “Ha m& NK” (phu luc 12).
3.1.3. Tdc dung diéu chinh lipid trén mé hinh RLLM theo co ché ngi sinh
Bdng 3.6. M6 hinh réi logn lipid mau bang Poloxamer 407

Chisé lipid Chzi’ig sinh hgc I\ﬁ) hinh
(n=10) (X £SD, mmol/L) (n =10) (X £SD, mmol/L)
TC 4,18 +1,12 9,93 +£1,10 ***
TG 0,97 £0,16 8,19 + 2,65 ***
HDL-C 0,80 £0,23 1,52 £ 0,40 ***
non-HDL-C 3,38 £1,03 8,41 £1,29 ***

So vai 16 chung sinh hoc: *: p < 0,05; **: p<0,01; ***:p<0,001
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Nhgn xét: Két qua bang 3.6 cho thay: Tiém mang bung dung dich P-407 2%

lidu 200 mg/kg (0,1mL/10g) cé tac dung gay rdi loan lipid mau rd rét: ¢ 16 md hinh,

TG ting gap 8,4 lan; TC ting 2.4 1an; HDL-C tang 1,9 1an va non-HDL-C ting 2,5

1an, so v&i 16 chimg sinh hoc, sy khac biét ¢6 ¥ nghia théng ké véi p <0,001.

Bing 3.7.T#c dung ciia “Ha mé NK” Ién nong dg lipid m4u ¢ mé hinh néi sinh

Chi sé lipid mau (X£SD, mmol/L)

Lo . TG TC HDL-C | Non-HDL-C
nghién ciru (mmol/L) (mmol/L) (mmol/L) (mmol/L)
Ty 1 % thay déi 50 véi 16 md hinh)
r';gclz Chingsinh | 15 | 0974016 | 418+112 | 080+023 | 338+103
L 819 + 903 + 152 + 841 +

L6 2: M6 hinh 10 . 1 10%** 0.40%** 1 Dgrrx
L6 3: Atorvastatin | | 98+320 | 7,68+213" | 2,02+069" | 566 1,87"
100mg/kg (119,7%) | (122,7%) | (T32,9%) | (| 32,7%)
Lo 4 HamyNK” |, "[8,35+255 | 1046257 | 172044 | 874%227
0,5 g/kg (11,95%) | (7534%) | (T132%) | (T3,92%)
Lo S:*HamoNK” | | 8,67+241 | 7660,74"" | 160£0,26 |6,06+080""
1,5 g/kg (15,86%) | (| 22,9%) (1 5,3%) (| 27,9%)

So vai 16 chieng sinh hoc: *: p < 0,05; **: p<0,01; ***:p<0,001
So véi 16 mé hinh: p<0,05:™; p<0,01: ™" p<0,001: """
Nhgn xét: Sé liéu tir bang 3.7 cho thay:

- Atorvastatin 100mg/kg lam giam 22,7%TC; giam 32,7% non-HDL-C va lam tang
32,9% HDL-C so vai 16 md hinh, sy khéc biét co y nghia théng ké (p < 0,01, p < 0,05).

- “Ha m& NK” liéu 1,5 g/kg lam giam 22,9% ndng d6 TC; giam 27,9% non-
HDL-C su khac biét c6 ¥ nghia théng ké (p < 0,01, p < 0,05) twong dwong voi 16
dung Atorvastatin 100mg/kg (p > 0,05);

- “Ha m& NK” ca 2 liéu 0,5g/kg va liéu 1,5 g/kg c6 xu hudng 1am ting ndng
d6 HDL-C so vai 16 mé hinh, mirc tang lan luot 13,2%- 5,3% (p > 0,05).

- “Ha m& NK” lidu 0,5 g/kg chua lam thay doi c6 y nghia thong ké céc chi sb
lipid méu so vai 16 md hinh (p > 0,05).

- O cac 16 udng atorvastatin 100mg/kg, “Ha md NK” liéu 0,5 g/kg va 1,5 g/kg
khong 1am thay d6i nong d6 TG so véi 16 mo hinh (p > 0,05).




71

3.1.4. Tdc dung ciia “Ha mo' NK” trén mé hinh gdy ting lipid mau ngoai sinh
3.1.4.1. Si thay déi trong lirong chudt trong qud trinh nghién ciru

250
<150 - I 1
=11
=
= 100
=
<&
U 50 -
0 il T T
Trudc uong thuoc Sau 2 tuan uong thuoc Sau 4 tuan uong thuoc
® Chimg sinh hoc M6 hinh m Atorvastatinl Omg/kg
Ha m& NK 0,25 g/kg ®Ha m& NK 0,75 g/kg

Biéu do 3.3. Sw thay déi cin ning chugt trong thoi gian nghién ciu X + SD, gam)

Két qua biéu do 3.3 cho thay:
- Trong lugng cua 16 chang sinh hoc tang theo thoi gian nhung sy khac biét
khong c6 ¥ nghia thong ké (p > 0,05).
- Trong luong caa 16 md hinh, 16 udng atorvastatin va 16 uéng “Ha md NK” ca
2 liéu déu tang so véi trudc nghién ciru nhung su Khac biét khéng ¢ y nghia thong
ké so véi 16 ching cung thoi diém (p > 0,05).
3.1.4.2. M6 hinh gdy RLLM bang hén hop giau Cholesterol

Bdng 3.8. M6 hinh gay RLLM bang hén hep ddu cholesterol.

o Ching sinh hoc Mo hinh
CI?pliZo (n=10) (X £D, mmolL) (n=10) (X £SD, mmoliL)
Trwoc Sau 2 tuan | Sau 4 tuan Truwoc Sau 2 tuan Sau 4 tuan
TG 139+0,22 | 1,31+0,32 | 1,27+0,16 | 1,46+0,31 | 151+0,32 1,61+0,17
TC 249+0,31 | 223+£0,22 | 225+0,25 | 2,62+0,36 | 2,60+0,37* | 2,90 £ 0,21***
HDL-C | 1,06 £0,13 | 0,99+0,18 | 1,05+0,21 | 0,97+0,08 | 1,04+0,24 1,17+ 0,10
LDL-C | 0,80+0,27 | 0,64+0,17 | 0,63+0,22 | 0,99+0,33 | 0,87 £0,26* | 1,00+ 0,20**

*: p<0,05; **: p<0,01; ***: p<0,001 so vai 16 chizng sinh hoc

Két qua bang 3.8. cho thay: Sau 4 tuan ung hdn hop dau cholesterol di gy
duogc tinh trang RLLM trén chuét cong trang, thé hién ¢ muc ting rd rét ndng do
TC, LDL-C bét dau xuat hién sau 2 tuan nghién ctu (p<0,01). Nong d6 TG, HDL-
C & 16 md hinh sau 4 tuan uéng hon hop dau cholesterol cé xu hudng tang so véi 10

chang sinh hoc, tuy nhién su khéc biét chua c6 y nghia thong ké (p>0,05).
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3.1.4.3. Téc dung ciia “Ha mé NK” [én nong dé lipid mdu & mé hinh ngoai sinh sau
02 tudn

4.0

[#9]
=]

Nong do (mmol/L)
[ ]
(=]

—
o

0.0
TG TC HDL-C LDL-C
® Chirng sinh hoc M6 hinh m Atorvastatin 10mg/'kg
"Ha m& NK" 0.25 g/kg B "Ha md NK" 0.75 g/kg

Biéu dé 3.4. Tic dung ciia “Hg mé NK” 1én nong dp lipid mdu 6 mé hinh ngoai
sinh sau 2 tudn

Nhgn xét: Két qua biéu do 3.4 cho thay sau 2 tuan nghién cuu:

- L6 udng atorvastatin 10 mg/kg lam giam 29,9% ndng d6 LDL-C so véi 16 md
hinh (p<0,05). Atorvastatin 10 mg/kg c6 xu huéng lam giam nong d6 TC, ting nong
d6 HDL-C so véi 16 mo hinh, su khac biét khong ¢ ¥ nghia thong ké (p>0,05).

- L6 ubng “Ha m& NK” lidu 0,75g/kg giam 13,8% ndong d6 LDL-C; giam 8,8%
nong do TC so véi 16 md hinh, sy khac biét khong co ¥ nghia thong ké (p>0,05).

- L6 ubng “Ha m& NK” lidu 0,25g/kg c6 xu huéng 1am giam ndng do TC,
LDL-C so véi 16 mé hinh, sy khac biét chua c6 y nghia thong ké (p>0,05).

Ca 2 16 udng “Ha m& NK” déu khong déu khong thé hién tac dung tang HDL-
C so vai 16 m6 hinh.

Atorvastatin 10mg/kg va “Ha m& NK” ca 2 liéu déu khéng thé hién tac dung
lam giam triglycerid trén chugt.
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3.1.4.4. Téc dung ciia “Ha mé NK” 1én nong dé lipid mdu & mé hinh ngoai sinh sau

04 tuan

Bdng 3.9.Sw thay doi néng dj lipid mau chugt cong sau 4 tuan uéng “Ha mé NK”

A . TG TC HDL-C LDL-C
L0 nghién ciru n =
(n =10) (X£SD, mmol/L)

L6 1: Ching sinh hoc 10| 1,27+0,16 | 2,25+0,25 | 1,05+0,21 0,63 £ 0,22
L6 2: M6 hinh 10 | 1,61+£0,17 | 290+021*** | 1,17+0,10 | 1,00 +0,20**
L6 3: Atorvastatin 10 1,56 +0,18 | 254+0,26™ | 1,11+0,12 | 0,72+0,26"
10mg/kg (13,1%) (112,4%) (15,1%) (128%)
Lo 4: 10 1,79+0,24 | 2,77+£0,18 | 1,19+0,12 0,76 +0,20"
“Ha m& NK” 0,25 g/kg (111,2%) (14,5%) (11,7%) (124%)

Pas p > 0,05 p > 0,05 p > 0,05 p <0,05
L6 5: 10 1,71+0,23 | 2,78+0,09 | 1,17+0,08 0,83+0,12"
“Ha m&d NK” 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

so véi 16 mb hinh: p<0,05:"; p<0,01:™ p<0,001:"""
so vai 16 ching sinh hoc *: p<0,05; **: p<0,01; ***: p<0,001

Nhan xét: Tir s6 liéu & bang 3.9 cho thay sau 4 tuan nghién cuu:

- L6 udng Atorvastatin 10 mg/kg lam giam rd rét nong 6 TC (12,4%) va LDL-

C (28%) so véi 16 mo hinh, su khéc biét chua co y nghia thong ké (p < 0,01 va p

<0,05). Nong do TG c6 xu huéng giam so vai 16 mé hinh (3,1%), tuy nhién sy khac

biét chua c6 y nghia théng ké (p>0,05).

- L6 uéng “Ha md NK” ca 2 muc liéu lam giam nong do LDL-C so véi 16 mo

hinh v&i mac giam 1an luot 13 24% va 17%, sy khac biét 1a co ¥ nghia thdng ké (p <

0,05). “Ha m& NK” ca 2 mic liéu c¢6 xu huéng lam giam nong d6 TC so véi 16 md
hinh véi lan luot 4,5% va 4,1%, su khac biét khéng co y nghia théng ké ( p>0,05).
- “Ha m& NK” lidu 0,25g/kg c6 xu huéng ting nong do HDL-C (1,7%) SO V6i

16 m6 hinh, tuy nhién su khéc biét khéng c6 ¥ nghia thong ké (p > 0,05)

- Atorvastatin 10mg/kg va “Ha md NK” 0,75g/kg déu khong thé hién tac dung

lam tang nong d6 HDL-C so vai 16 md hinh.
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3.1.5. Tac dung cia “Ha mé NK” trén moé hinh gdy xo vita dong mach

3.1.5.1. Anh hudng cia vién nang “Ha mé NK” Ién tinh trang chung ciia tho

Trong thoi gian nghién ciau: Thé ¢ 16 chung hoat dong binh thuong, nhanh

nhen, mit sang, 16ng muot, an udng tét, phan khd. Tho & 16 mé hinh va cac 16 udng

thudc an ubng giam hon nhung hoat dong van binh thudng, 16ng muot, phan khé.

3.1.5.2. Anh hudng cia vién nang “Ha mé NK” 1én su thay doi thé trong tho

Bdng 3.10. Anh hwong ciia “Ha mé NK” lén thé trong cia thé

Trwéc uéng . Sau 8 tuan
. Sau 4 tuan
_ (X £SD, gam)
(X £SD, gam) gram)
1,96 + 0,15° 1,94 +0,15°
L0 1: Chang sinh hoc 10 1,82 +0,13
(7,7%) (6,6%)
2,00 +0,14° 2,00+0,17%
L6 2: M6 hinh 10 1,84 +0,18
(8,7%) (8,7%)
Lo 3: Atorvastatin 2,4 1,95+0,15° | 2,09+0,10°
10 1,84+0,14
mg/kg (6,0%) (13,6%)
Lo 4: “Ha md NK” 1,95 +0,13? 2,05+0,13°
10 1,75+0,15
0,126 g/kg (11,4%) (17,1%)
L6 5: “Ha mo NK” 1,91 +£0,15 2,01 +0,12°
10 1,77 0,07
0,378 g/kg (7,9%) (13,6%)

%p < 0,05 khac biét so véi trieoc nghién ciru

Nhin xét: Két qua & bang 3.10 cho thay: tho ¢ cac 16 déu c6 su gia ting trong

luong theo thoi gian. L6 md hinh ¢6 xu hudng ting trong luong co thé nhiéu hon 16

ching sinh hoc. L6 udng atorvastatin va “Ha m& NK” ca 2 liéu c6 ting trong lugng

co thé so véi 16 chimg sinh hoc, sy khac biét khong co y nghia thong ké (p > 0,05).
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3.1.5.3. Anh hudng cia vién nang “Ha mé NK” trén cdc chi s6 lipid mdu
3.1.5.3.1. Anh hwéng “Ha m& NK” trén cdc chi sé lipid mau & mé hinh gdy XVDM

sau 4 tuan

BL6 ching OMS6 hinh O Atorvastatin 2,4 mg/kg
BHamoé NK 0,126 g/kg BHamd NK 0,378g/kg

o [ T T

FEE ek

TG IC HDL-C LDL-C

so voi 16 mé hinh: p<0,05:™; p<0,01:" p<0,001:"""
so vai 16 chieng sinh hoc *: p<0,05; **: p<0,01; ***: p<0,001
Biéu dé 3.5.Tdc dung ciia “Ha mé NK” lén nong d¢ lipid mdu trén mo hinh gay
XVPM sau 4 tuin

Nhan xét: Tir biéu db 3.5. cho thiy: Nong d6 TC, TG, LDL-C c6 xu huéng giam
& 16 udng atorvastatin, song muac giam khong cé ¥ nghia théng ké so vai 16 md hinh (p
>0,05). L6 uéng atorvastatin liéu 2,4 mg/kg/ngdy lam tang nong do6 HDL-C so véi 16
mé hinh, sy khéc biét c6 ¥ nghia théng ké (p < 0,05).

L6 udng thuéc “Ha md NK” & ca 2 liéu lam giam noéng d6 TG va lam ting
nong d6 HDL-C so vai 16 md hinh, sy khéc biét co ¥ nghia thdng ké (p < 0,001 va
p < 0,05) t6t hon so véi 16 ding Atorvastatin. Tuy nhién, “Ha m& NK” ¢ ca 2 liéu
khong 1am giam néng ¢6 LDL-C va TC so véi 16 mé hinh (p > 0,05).
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3.1.5.3.2. Anh hwéng “Ha m& NK” trén cdc chi sé lipid mau & mé hinh gdy XVDM

sau 8 tuan

BL6 chitng EMOhinh O Atorvastatin 2.4 mg/kg BHa md NK 0,126 g/kg BHa m& NK 0,378g/kg

T

[==]

FAa

>_|_|
-

Len]
I

Nong do (mmol/L)
T N O =
=
-
EE

b
o
I

,_.
o
I

- T 1
f i Et t
TG TC HDL-C LDL-C

so véi 16 mé hinh: p<0,05:™; p<0,01: ™" p<0,001:"""
so voi 16 chieng sinh hoc *: p<0,05; **: p<0,01; ***: p<0,001

Lam]
1

Biéu dé 3.6. Tic dung ciia “Ha mé NK” 1én nong dé lipid mdau 6 mé hinh gdy
XVPM sau 8 tuin

Nh@n xét: Tur biéu d6 3.6. cho thdy: sau 8 tuan ubng thudc: L6 ding
atorvastatin liéu 2,4 mg/kg va va 16 ding “Ha m& NK” & ca 2 liéu thé hién tac dung
ha nong d6 TG 16 rét so véi 16 md hinh (p < 0,01; p<0,001). Khong co su khéc biét
gitra 16 Atorvastatin va 16 Ha m& NK (p>0,05).

“Ha m& NK” ca 2 liéu khdng 1am giam ndng d6 cholesterol toan phan so
véi 16 m6 hinh (p>0,05) khac biét so vaéi 16 dung Atorvastatin (p<0,001).

Lo ubng atorvastatin lidu 2.4 mg/kg/ngay va “Ha md NK” ca 2 lidu c6 xu
huéng ting ndong do HDL-C, tuy nhién sy khéac biét khong c6 ¥ nghia thong ké so
véi 16 mo hinh (p > 0,05).
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3.1.5.4. Su thay doi hoat @é AST va ALT sau 4 tuan va 8 tuan uéng thuéc

Bing 3.11. Sur thay doi hoat dp AST va ALT sau 4 tuan va 8 tuin uéng thuéc

L0 nghién ciru

Trwéc uéng

Sau uéng thuéc

Chi sé n thuéc Sau 4 tuan Sau 8 tuén
(X #SD, gam) | (X #£SD, gam) (X £SD, gam)
Chirng sinh hoc 10 25,05 + 4,52 30,20 + 7,87 24,10 + 6,15
Md hinh 10 | 21,50+5.23 | 43,40+7,17 | 5850+10,44
Atorvastatin 2,4 10 . .
23,20+ 4,32 | 58,00 +11,98 84,50 + 20,35
AST | mg/kg
(IU/L) | “HamdK” 10 "
22,60 + 5,85 50,60 + 11,56 91,20 + 32,18
0,126g/kg
“Hamd K” 10
23,80 + 8,83 39,10 + 9,04 77,10 + 22,03"
0,378g/kg
Chtrng sinh hoc 10 | 43,01+12,62 56,00 + 13,39 57,20 + 14,89
Mo hinh 10 39,20 + 3,58 51,50 + 9,34 83,00 + 24,88
Atorvastatin 2,4 10 o s
39,90 +5,04 | 73,90 + 15,56 148,60 +30,91
ALT | mg/kg
(IU/L) |[“HamdNK?0,126 |10
40,20 + 9,73 48,60 + 7,01 97,80 + 26,54
okg
“HamdNK”0378 | 10
o 39,60 + 8,96 51,20 + 8,34 97,00 + 27,46
g

Nhdn xét: Tir bang 3.11. cho thay: Hoat d6 AST va ALT ting cao rd rét & 16 udng

atorvastatin 2,4 mg/kg so vai 16 md hinh va 16 chiing sinh hoc, su khéc biét co y nghia

théng ké véi p <0,001. Ca 2 mic lidu “Ha md NK” 1am tang nong do AST va ALT S0 Véi

trudc nghién cau (p <0,05), tuy nhién khéng cd su khac biét so vai 16 mé hinh (p>0,05).

3.1.5.5. Anh hwong cua vién nang “Ha mo NK” trén mé bénh hoc

- Pai thé: Trén tat ca cac chudt nghién ciru, khong quan sat thay cé thay doi

bénh 1y nao vé mat dai thé cta cac co quan: tim, phéi, gan, lach, tuy, than va h¢

thdng tiéu héa ciia tho.
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- Vi thé: “Ha m& NK” lidu 0,126g/kg/ngay c6 xu hudéng giam hinh thanh
X0 vira trén tho sau 8 tuan nghién ctru. “Ha md NK” lidu 0,378g/kg/ngay khong
c6 tac dung giam hinh thanh xo vita trén tho sau 8 tudn nghién ctru (Phy luc 13).
3.2. Két qua nghién ciru trén 1am sang
* Tong s6 ngudi tinh nguyén tham gia nghién ctu 1a 124 tai thoi diém Do. Tuy
nhién c¢6 03 nguoi thudc dién cach ly do lién quan dén F1 tai thoi diém 14y xét
nghiém Dgo. S6 nguoi tham gia nghién ciu con lai 1a 121 nguoi va duoc dua
vao thong ké va xir Iy sb liéu la 121.
3.2.1.Ddc diém bénh nhan nghién civu
3.2.1.1. Phdn bé bénh nhan theo tudi va gici

Bdng 3.12. Phan bé bénh nhan theo tugi

Nhom Nhoém Ha mé NK | Nhom Atorvastatin Téong
(n=61) (1) (n=60) (2) (n=121) P1-2

Tuéi n % n % n %
30 - 39 7 11,48 9 15,00 16 | 13,22
40 - 49 13 21,31 11 18,33 24 | 19,83 |>0,05
50-59 17 27,87 15 25,03 32 | 26,45
> 60- 70 24 39,34 25 41,67 49 | 40,50
Trung binh 54,09+11,63 54,17+10,33 54,13+10,96
Min - max 30-70 36-69 30-70

*Chi square Test

Nhin xét: T két qua bang 3.12. cho thay: Tudi thip nhat 30, tudi cao nhat 70.
Tudi trung binh nhém Ha m& NK 13 54,09 + 11,63; nhdm Atorvastatin 1a 54,17 + 10,33.
Tudi trung binh clia ca 2 nhém tham gia nghién ctru 1a 54,13 + 10,96. Khong c6 su
khéc biét vé d6 tudi gitra hai nhém (p>0,05).
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70 60,66 5g 22

207090

37)  (35)

3934 4167
(24) )

TV 18 %
N

Nam Nur

Ty 1é phin bo bénh nhéin theo gidi
Chi square Test, p >0,05...

# Nhém Ha mo NK
# Nhom Atorvastatin

Biéu do 3.7. Ty Ié phan b6 bénh nhan theo gidi
Nhin xét: Tt két qua biéu do 3.7. cho thay: Nhom “Ha m& NK” c6 ty 1é bénh
nhan nam la 39,34%, nit la 60,66%; Nhom Atorvastatin ty 1¢ bénh nhan nam la 41,67%,

nir 14 58,33%. Khong c6 sy khac biét vé gidi giita 2 nhom (p>0,05).

3.2.1.2. Phdn bé bénh nhén theo nghé nghiép va cdc yéu té nguy co

Bdng 3.13. Phan bé bénh nhan theo nghé nghigp

Nhém | Nhém Ha mé NK | Nhodm Atorvastatin Téong
(n=61) (1) (n=60) (2) (n=121) | "7
Nghé nghiép n % n % n| %
Can bo huu 20 32,79 19 31,67 39 | 32,23
Lao dong tri 6c 29 47,54 32 53,33 61 | 50,41 | >0,05*
Lao dong chan tay 12 19,67 9 15,00 21 | 17,36

*Chi square Test

Nhdn xét: Tir két qua bang 3.13. cho thiy: Nguoi lao dong chan tay trong nghién

cau chiém ty 1é thap nhét véi nhom “Ha md NK” 19,67%; nhom Atorvastatin 15%. Can
bd huu nhém ‘Ha m& NK” 32,79%; nhém Atorvastatin 31,67%. Lao dong tri oc co ty I€
cao nhat nhom ‘Ha md NK” 47,54%; nhom Atorvastatin 53,33%. Khong co su khéc biét

vé phan bd nghé nghiép giira hai nhém (p>0,05).
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Bdng 3.14. Tién si# va bénh ly kém theo ciza nhém nghién cru

Nhém Nhdém Nhdém | Téng
Bénh kém theo (: % - % - %
RLLM don thuan 14 | 22,95 | 13 | 21,67 | 27 | 22,31 | >0,05*
Tang HA don thuan 2 [ 328 ] 0] 000 | 2| 165 |>005**
Khong c6 bénh kém theo 16 | 26,23 | 17 | 28,33 | 33 | 27,27 | >0,05*
Phéi hop RLLM va taing HA | 26 | 42,62 | 26 | 43,33 | 52 | 42,98 | >0,05*
Phéi hop RLLM va BMV 3 | 492 | 4 | 667 | 7 | 579 |>0,05*%*

*Chi square Test, ** Fisher- Exact Test

Nhin xét: Tir két qua bang 3.14.cho thay: Nguoi tham gia nghién ctru c6 tién
stt RLLM phdi hop THA chiém ty 1& cao v6i nhém “Ha m& NK” 42,62% va nhom
Atorvastatin 43,33%. Khong ¢ bénh 1y kém theo vdi nhém “Ha md NK” 26,23% va
nhom Atorvastatin 28,33%. DA c6 tién sit RLLM véi nhom “Ha m& NK” 22,95% va
nhém Atorvastatin 21,67%. RLLM phéi hop BMV & nhém Ha m& NK chiém 4,92%
va nhom Atorvastatin 6,67%. Su khac biét gitta hai nhém khong c6 ¥ nghia thong ké

v6i p>0,05.
Bdng 3.15. Chiéu cao, can ngng, BMI cia cac bénh nhan RLLM
) Nhom Nhom Ha mo NK Nhom Atorvastatin Py,
Chi 56 (n=61) (1) (n=60) (2)
Chiéu cao (m) 1,60 + 0,07 1,61 + 0,07 >0,05*
Can nang (kg) 60,84 + 8,78 61,32 +7,13 >0,05*
BMI 23,62 £ 2,32 23,54 + 2,20 >0,05*

* T-Test doc lap
Nhin xét: Tt két qua bang 3.15. cho thdy: Chiéu cao, cin ning, chi sb khéi co

thé (BMI) trung binh khong c6 su khac biét giita 2 nhom (p>0,05).
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1

Phan loai BMI caa bénh nhan trwéc diéu tri
45
40 377 38.33
35
30 -
25
= 20
= 15 -
ﬁ 10
s -
0
Binh thwong Co nguy co Béo phidd 1 Béo phido 2
(18.5-<23) (23-<25) (25-<30) (=30)
m Nhom “Ha ma NEK™ ®m Nhom Atorvastatin
*Chi square Test, P>0,05

Biéu dé 3.8. Phin loai BMI ciia bénh nhén trude diéu tri

Nhén xét: Tir két qua biéu d6 3.8. cho thdy: Bénh nhan tham gia nghién ctru
¢6 chi s6 BMI binh thuong & nhém uéng “Ha md& NK” 39,34%; Nhom Atorvastatin
41,67%. Tiép dén 1a bénh nhan c6 BMI nguy co béo phi véi nhom “Ha m& NK”
37,7% va nhom Atorvastatin 38,33%. Bénh nhan béo phi d0 I v4i nhém “Ha md
NK” 21,31%, nhéom Atorvastatin 16,67%. Bénh nhan béo phi d0 2 v6i nhom “Ha
m& NK” 1,64%, nhom Atorvastatin 3,33%. Su khac biét gitra hai nhom khong c6 y

nghia thong ké véi p>0,05.

Bdng 3.16. Phan bé bénh theo théi quen sinh hoat ciia bénh nhan RLLM

NROM | NhGm Ha m NK | Nhom Atorvastatin
(n=61) (1) (n=60) (2) P1-2

Thai quen n % n %

Khong tap thé duc 14 22,95 13 21,67

Hut thudc 14 10 16,39 12 20,00

Ubng ruou bia 25 40,98 24 40,00

An nhiéu thit (1) 40 65,57 40 66,67 | >0,05*
An nhiéu tring (2) 22 36,07 26 43,33

An nhiéu m& dong vat (3) 26 42,62 28 46,67

An nhiéu d6 ngot (4) 37 60,66 34 56,67

*Chi square Test
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Nhin xét: Tir két qua bang 3.16. cho thdy: Bénh nhan tham gia nghién ctru c6
thoi quen an nhiéu thit & nhém Ha m& NK 65,57%, nhom Atorvastatin 66,67%. Bénh
nhan c6 thdi quen an nhiéu dd ngot ciing chiém ty 1& cao voi nhom “Ha md NK”
60,66%, nhom Atorvastatin 56,67%. Tiép dén 1a bénh nhan thich in m& dong vat véi
nhém “Ha m& NK” 42,62% va nhém Atorvastatin 46,67%. Bénh nhan thich dn nhiéu
treing ¢ nhom “Ha m& NK” 36,07% va nhom Atorvastatin 43,33%. Bénh nhan thich
uéng ruou bia & nhom “Ha md NK” 40,98% va nhom Atorvastatin 40%. Bénh nhan
c6 thoi quen hat thudc 14 & nhom “Ha m&d NK” 16,39% va nhom Atorvastatin 20%.
Ngudi bénh khdng tip thé duc ¢ nhom “Ha md NK” 22,95% va nhom Atorvastatin
21,67%. Su khac biét gitra 2 nhom khong c¢6 ¥ nghia théng ké (p>0,05).

Bdng 3.17. Theai gian phét hi¢n bénh

Nhom | Nhém Ha mé NK | Nhom Atorvastatin Tong

Thoi g (n=61) (1) (n=60) (2) (n=121) D12
mdc bénh n % n % n %
< 6 thang 17 | 27,87 16 26,67 |33| 27,27

> 6 thang-1 nam 16 26,23 16 26,67 | 32| 26,45

>1 — 5 nim 16 26,23 17 28,33 |33 27,27 | >0,05*
>5 — 10 nim 9 14,75 9 15,00 |18 | 14,88
>10 nim 3 4,92 2 3,33 5| 4,13

*Chi square Test

Nhin xét: Tir két qua bang 3.17. cho thiy: Thoi gian phat hién bénh duéi 6
thang chiém ty 18 cao nhit voi nhom “Ha m& NK” 27,87%, nhom Atorvastatin
26,67%. Thoi gian phat hién tir 1-5 nam ciing chiém ty 1& cao twong tw v6i nhém “Ha
m& NK” 26,23%, nhom Atorvastatin 28,33%. Thoi gian phat hién tir 6 thang dén 1
nam ¢ nhom “Ha m& NK” 26,23%, nhom Atorvastatin 26,67%. Thoi gian phat hi¢n
tir 5-10 ndm 1an luot 13 14,75% va 15%. Trén 10 nam chiém ty 1¢ thip nhat voi nhom
“Ha md NK” 4,92%, nhom Atorvastatin 4,13%. Gilta 2 nhoém su khac bi¢t khong co
¥ nghia thong ké (p>0,05).
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3.2.2. Dic diém lam sang va cdn lim sang truwéc diéu tri
Bdng 3.18. Trigu chitng ldm sing truwde diéu tri theo YHCT

Nhom Nhom Nhom .
. Tong
“Ha mo NK” Atorvastatin (n=121) P12
n=
TW (n=61)(1) (n=60)(2)
lam sang n % n % n %
Triéu chung chinh
M¢ét moi 40 65,57 41 68,33 81 66,94 | >0,05*
Thé trang béo béu 14 22,95 11 18,33 25 20,66 | >0,05*
Pau ning dau
. , 44 72,13 41 68,33 85 70,25 | >0,05*
(Pau thong)
Tuc ngue (Tam quy) 31 50,82 28 46,67 59 48,76 | >0,05*
Buon noén, non ra domrai | 36 59,02 37 61,67 73 60,33 | >0,05*
Chan tay té bi, ning né
48 78,69 48 80,00 96 79,34 | >0,05*
(Ma muc)
Chong mat
N 48 78,69 46 76,67 94 77,69 | >0,05*
(Huyén vung)
Triéu chitng phu
Tam quy 32 52,46 31 51,67 63 52,07 | >0,05*
That mién 36 59,02 37 61,67 73 60,33 | >0,05*
Miéng nhat 39 63,93 41 68,33 80 66,12 | >0,05*
An ubng kém 52 85,25 53 88,33 | 105 | 86,78 | >0,05*

*Chi square Test

Nhin xét: Tir két qua bang 3.18. cho thdy: C 96 bénh nhan ¢ biéu hién chan
tay t& bi (79,34%), chong mit 94 (77,69%), 85 bénh nhan ning dau (70,25%),
Miéng nhat c6 80 bénh nhan (66,12%); Bénh nhan cam giac lom giong budn nodn,
mat ngi 73 bénh nhan (60,33%), hdi hop tréng nguc 63 bénh nhan (52,07%); tic
nguc 14 59 bénh nhan (48,76%). Su khac biét gitta 2 nhom khong c6 y nghia thong

ké (p>0,05).
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= Nhom“Ha md NK”

B Nhom Atorvastatin

4 24) 35
31,15 20)

6 —(15)

0 0

Binh thuong (<120- Binh thuong cao (130- D6 1(140-159) D6 2 (160-179/100-
129/80-84) 139/65-89) 109)
Phén d6 HA trwée diéu tri
*Chi square Test, p=0,05

Biéu dé 3.9. Phin dp HA trude diéu tri
Nhdén xét: Tt két qua biéu dd 3.9. cho thiy: Bénh nhan tham gia nghién ctru c6

chi s6 HA binh thudng cao chiém ty 1& cao nhét véi 42,62% & nhom “Ha md NK” va
40% & nhom Atorvastatin, rdi dén tang HA d6 I voi 31,15% & nhom “Ha md NK” va
35% & nhom Atorvastatin va HA binh thuong vai 26,23% ¢ nhom “Ha mo NK” va 25%
0 nhom Atorvastatin. Khong cé bénh nhan tang HA tir do 2 trd 1én. Su khac biét gitra hai
nhom khéng co ¥ nghia thng ké (p>0,05).

Bdng 3.19. Chi sé trung binh mach, huyét dp truwée diéu tri

Nhom Atorvastatin

Chi sé Nhom Ha mo NK P
(n=61) (1) (n=60) (2)
HATT TB (mmHg) 133,19+9,17 133,75+8,66 >0,05*
HATTg TB (mmHg) 78,19+9,40 78,00+8,49 >0,05*
Mach 72,84+7,5 71,85%6,3 >0,05*

*Mann- Withney Test.
Nhin xét: T két qua bang 3.19. cho thdy: Huyét 4p tim thu trung binh cta

nhom dung Ha m& NK 133,19 £ 9,17mmHg, nhom dung Atorvastatin 1a 133,75 +
8,66 mmHg. Huyét ap tAm trrong trung binh ciia nhém ding Ha m& NK 78,19 + 9,40
mmHg, nhém dung Atorvastatin 1a 78,00 + 8,49 mmHg. Tan s6 mach trung binh
ctua nhom dung Ha m& NK 72,84+7,5, nhdm dung Atorvastatin la 71,85+6,3. Su khac
biét gitra hai nhém khong c6 ¥ nghia théng ké (p>0,05).
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Bdng 3.20. Chi sé lipid mau trung binh truwde diéu tri

, NNOM | Ném Ha m NK | Nhom Atorvastatin oL
Chi 56 (n=61) (1) (n=60) (2)
TC (mmol/L) 5,94+1,01 5,82+1,04
TG (mmol/L) 2,60+1,31 2,87+1,33
HDL - C (mmol/L) 1,2240,11 1,19+0,13
LDL - C (mmol/L) 3,55+1,28 3,30£1,27
>0,05*
Non- HDL-C (mmol/L) 4,731,01 4,64+1,04
(TC- HDL-C)/HDL — C (Al 3,90£0,94 3,941,06
TC/HDL - C (CRI) 4,90%0,95 4,94+1,06
TG/HDL-C (AIP) 2,14+1,07 2442117

*T-Test doc lap

Nhén xét: Tir két qua bang 3.20. cho thdy: Nong do TC trung binh trudc diéu
tri nhom “Ha md NK” l1a 5,94 + 1,01 mmol/l, nhdm Atorvastatin la 5,82 + 1,04
mmol/I; Nong d6 TG nhém trung binh trude diéu tri nhéom “Ha md NK” 13 2,60 *
1,31 mmol/l, nhém Atorvastatin 1a 2,87 + 1,33mmol/l; Nong d¢6 HDL-C trung binh
truge diéu trj nhom “Ha md NK” 12 1,22 + 0,22mmol/l, nhém Atorvastatin 1 1,19 +
0,13 mmol/l. Nong ¢6 LDL-C trung binh truéc diéu tri nhém “Ha md NK” 14 3,55 +
1,28 mmol/l, nhdm Atorvastatin la 3,30 £ 1,27 mmol/I. N6ng d6 non- HDL-C trung

binh truée diéu tri nhéom “Ha md NK” 13 4,73+1,01 mmol/l, nhém Atorvastatin 1a

4,64%1,04 mmol/l. Sy khac biét khong c6 ¥ nghia théng ké gitra hai nhom (p>0,05).

Céc chi s6 AI, CRI va AIP khong c6 su khac biét gitta hai nhom trude diéu tri.

Bdng 3.21. Phan logi RLLM truéc diéu tri theo De Gennes

Nhoém Nh(')~m Nhom . Téng
Ha mo NK Atorvastatin (n=121) P1-2
A _ (n=61) (1) (n=60) (2) B
Phan logi n % n % n %
Tang TC don thuan 18 |2951| 14 |233332/2645| = .,
Tang TG don thuan 16 | 26,23 | 19 |31,67|35|28,93 ’
Ting Lipid mau hdon hop 27 | 44,26 | 27 |45,00 | 54 | 44,63

*Chi square Test
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Nhin xét: T két qua bang 3.21. cho thdy: Bénh nhan tham gia nghién ctru ¢6

tang lipid mau hdn hop chiém ty 1 cao nhét véi 44,26% & nhom Ha m& NK, 45% &
nhém Atorvastatin. Bénh nhan ting TG don thuan véi 26,23% ¢ nhom Ha m& NK,

31,67% & nhom Atorvastatin. Bénh nhan ting TC don thuan chiém ty 1é thdp hon véi
29,51% ¢ nhém Ha md NK, 23,33% & nhom Atorvastatin. Sy khac biét gitta 2 nhom
khong c6 y nghia thong ké (p>0,05).

Bdng 3.22. Sw lién quan gii#a cac chi sé lipid va huyét ap

Cic chi THA va tien THA (X £SD) HA binh thwong (X £SD)
50 lipid | Nhom Nh6m Nhém Nhém P12
Mau | “Ha méo'NK” | Atorvastatin | Tong 90 |“Ha mé'NK” | Atorvastatin | Téng 31

(mmol/l) | 45 (1) 45 (2) 16 (1) 15 (2)

TC 597+ 1,01 | 596+1,02 |5,97+1,01| 586+ 1,03 | 542+ 1,05 | 5,64+1,05

TG 2,64+ 1,33 | 2,95+ 1,41 2,79+ 1,37| 2,47+ 1,30 | 2,62+ 1,06 | 2,54+1,17

HDL-C | 1.23£0,12 | 1174013 |1,2080,13] 1,19£0,95 | 124+0,14 | 1215012 |
LDL-C | 3,64+1,26 | 3,41+ 1,23 |3,53+1,24| 3,29+ 1,38 | 2,95+1,40 | 3,12+1,38

Non-

DL | ATHLOL | 4785102 (4765101 4675102 | 4185098 | 4445102

*T-Test doc lap

Nhdn xét: Tir két qua bang 3.22. cho thiy: S6 bénh nhan RLLM lién quan dén

ting huyét 4p va tién ting huyét p cao véi 90 BN, chiém 74,38% tong sé bénh
nhan nghién ctu. Bénh nhan c6 chi s HA binh thuong 1a 31 BN, chiém 25,62%

téng s6 bénh nhan nghién ctiu. Cac chi sb lipid trung binh cua bénh nhan ting HA

va tién tang HA cao hon so v6i bénh nhan HA binh thuong. Sy khac biét giira 2

nhom khong ¢ y nghia thong ké véi p>0,05.
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3.2.3.1. Su thay déi triéu chirng toan than sau diéu tri theo YHHD:
Bdng 3.23. Sw thay déi huyét dp dpng mach va BMI cia bénh nhin sau diéu tri

Nhom | Nhom Ha mé NK | Nhom Atorvastatin
Huyét ap (n=61) (1) (n=60) (2) P12
HA tAm thu Do 133,20 £ 9,17 133,75 + 8,67
(mmHg) D3 124,75 + 7,93 125,42 + 5,55 >0,05*
Dso 120,82 £ 5,18 123,67 £ 4,10
HA tam truong Do 78,20 £ 9,40 78,00 = 8,50
(mmHg) D3 70.98 £ 5,07 72,17 £ 4,82 >0,05*
Dso 71,31 + 3,86 71,50 £ 3,60
Po-30 <0,001** <0,001**
Po-60 <0,001** <0,001**

* Mann- Withney Test, **Willcoxon Test

Nhdn xét: Tir két qua bang 3.23. cho thay:

- Huyét ap tdm thu tai thoi diém D, cua nhém “Ha md NK” la 133,20 +
9,17mmHg; D3 la 124,75 £ 7,93mmHg; Dgo la 120,82 + 5,18mmHg. Nhom
Atorvastatin la 133,75 + 8,67mmHg; D3, la 125,42 + 5,55mmHg; Dgg la 123,67 +
4,10mmHg. Su thay doi trudc va sau diéu tri c6 ¥ nghia théng ké véi p<0,001. Sy
khac biét gitra 2 nhom khong c6 ¥ nghia théng ké (p>0,05).

- Huyét 4p tAm truong tai thoi diém D, ctia nhom“Ha md NK” 14 78,20 +
9,40mmHg; D3, la 70.98 + 5,07mmHg; Deo la: 71,31 + 3,86mmHg. Tai thoi diém
Do ctia nhém Atorvastatin 1a 78,00 + 8,50 mmHg; D, 12 72,17 + 4,82 mmHg; Dg la
71,50 + 3,60mmHg. Sy thay d6i truéc va sau diéu tri c6 ¥ nghia théng ké véi
p<0,001. Gitta 2 nhém khong ¢6 su khac biét (p>0,05).

Bdng 3.24. Sw thay déi BMI ciia bénh nhén sau diéu tri.

Nhom | Nhoém Ha mé NK Nhom Atorvastatin
(n=61) (1) (n=60) (2) prs

Thoi diém X +SD X +SD
Do 23,62+2,32 23,54 +2,20 >0,05*
D3 23,37+2,19 23,43+2,07 >0,05*
Do 23,22+1,99 23,28+2,02 >0,05*

Po-30 >0,05** >0,05**

Po-60 >0,05** >0,05**

* Mann- Withney Test, **Willcoxon Test
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- Sau 60 ngay diéu tri chi s6 BMI cia 2 nhém déu giam nhe so véi trudce diéu
tri. Sy thay doi trudc sau didu tri va su khac biét gitta hai nhém khong c6 y nghia
théng ké (p>0,05).
3.2.3.2. Sw thay déi triéu chirng ldm sang sau diéu tri theo YHCT:

Bdng 3.25. Sw thay déi triéu chitng chinh theo vén chdn sau diéu tri

Nhom Nhom Ha mo NK Nhom Atorvastatin Pio
(n=61) (1) (n=60) (2) Po.o
TWLS Do D3 Do Do D3 Do Po-s0
*
et i 40 12 1 41 26 17 <3068i**
; (65,57) | (1967) | (1,64) | (68,33) | (4333) | (2833) | i
) >0,05*
Dau nédng dau 44 6 4 41 23 16
DPau thé 72,13 9,84 6,56) | (68,33) | (38,33) | (26,67 <0.001*
(Pau thong) | (72,13) | (9,84) | (6,56) | (68,33) | (38,33) | (26,67) <0,01%*
>0,05*
Pau tirc nguc 31 12 1 28 26 17
(Tamquy) | (50,82) | (19,67) | (1,64) | (46.67) | (43,33) | (28,33) <0.001*
am u ] ] ] . ) )
ay <0,001**
Budn nén, >0,05*
36 13 6 37 21 16
non ra dom <0,001**
~ (59,02) | (21,31) | (9,84) | (61,67) | (35,00) | (26,67)
rai <0,001**
Chan tay té >0,05*
X 48 11 4 48 23 11
bi, ndng né <0,001**
(78,69) | (18,03) | (6,56) | (80,00) | (38,33) | (18,33)
( Ma muc) <0,05**
. >0,05*
Huyén vung 48 11 6 46 26 17
<0,001**
(Chong mat) | (78,69) | (18,03) | (984) | (7667) | (4333) | (2833) | _ ' .,

* Chi-square Test, ** Fisher- Exact Test

Nhgn xét: Tir két qua bang 3.25. cho thdy: Sau 30 ngay, 60 ngay diéu tri ¢ ca
hai nhédm cac triéu ching chinh gém dau ning dau, mét moi, dau tirc nguc, chong
mat, budn non, chan tay té bi giam rd rét, mic giam cé ¥ nghia thong ké véi

p<0,001 va 0,01. Su khéc biét giita hai nhom khong co ¥ nghia théng ké véi p>0,05.
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Bing 3.26. Sur thay doi triéu chiing phu theo van chan sau diéu tri gifia hai nhom

Nhém | Nhom “Ha mé NK” (1) Nhom Atorvastatin (2) P,
(n' t.); lé %) (n_lj; l.é %) Po-30
TWLS Do D30 Dso Do D30 Deo Po-60
. >0,05*
That mién 46 26 17 37 30 11
(76.67) | (43.33) | (28,33) | (61,67) | (50,00) | (18,33) <0.001%
) 1 1 ) 1 ) <0’001**
>0,05*
32 10 7 31 15 2
Tam quy 56,46 16,39 11,48 51,67 25,0 3,33 <0.0017
(56,46) | (16,39) | (11,48) | (51,67) | (25,0) | (3,33) <0,05%*
>0,05*
39 11 6 41 23 13
Miengnhat |- o 03) | (18.03) | (9.84) | (6833) | (38.33) | (21.67) | oOr
) 1 ) ) 1 ) <O’001**
. ) >0,05*
An udng 52 13 5 53 27 17
<0,001**
kém (85.25) | (2L13) | (8.20) | (88.33) | (450) | (2833) | '
< , **

* Chi-square Test, ** Fisher- Exact Test

Nhgn xét: Tur két qua bang 3.26. cho thiy: Sau 30 ngay, 60 ngay diéu tri & ca

hai nhoém céc tri€u chiing phu gém mét ngu, hoi hop danh tréng nguc, miéng nhat,

an uéng kém giam rd rét, mirc giam c6 y nghia thong ké véi p<0,001 va 0,01. Su

khac biét giira hai nhém khong c6 ¥ nghia théng ké vai p>0,05.




90

Bdng 3.27. Sw thay déi trigu chieng chinh theo mize dé bénh

Nhom Nhom “Ha mé NK” (1) Nhom Atorvastatin (2)
S (n-1y 1¢ %) (n-ty l¢ %)
Triéu chirng
Do D30 Do Do D30 Dso
Khéng 21 49 60 19 34 49
(0 diém) | (34,43) | (80,33) | (98,36) | (31,67) | (56,67) | (81,67)
Met méi Nhe 34 12 1 31 26 11
; (2 diém) | (55,74) | (19,67) (1,64) (51,67) | (43,33) | (18,33)
Via 6 0 0 10 0 0
(4 diém) (9,84) (0) (0) (16,67) (0) (0)
Khéng 17 55 57 19 37 44
Pau (0 diém) | (27,87) | (90,16) (93,4) (31,67) | (61,67) | (73,33)
nang dau Nhe 37 6 4 33 18 13
(Déu (2 diém) | (60,66) (9,84) (6,6) (55,00) | (30,00) | (21,67)
thong) Vira 7 0 0 8 5 3
(4 diém) | (11,48) (0) (0) (13,33) (8,33) (5,00)
Khéng 30 54 57 32 42 49
X .| (0diém) | (49,18) | (88,52) | (93,44) | (53,33) | (70,00) | (81,67)
Ta(?&(luy Nhe 29 7 4 27 16 11
ngue) (2 diém) | (47,54) | (11,48) (6,56) (45,00) | (26,67) | (18,33)
' Vira 2 0 0 1 2 0
(4 diém) (3,28) (0) (0) (1,67) (3,33) (0)
Khéng 25 48 55 23 39 44
Budn (0 diém) | (40,98) | (78,69) | (90,16) | (38,33) | (65,00) | (73,33)
nén, nén Nhe 31 13 6 33 19 16
radom | (2diém) | (50,82) | (21,31) (9,84) (55,00) | (31,67) | (26,67)
rai Vira 5 0 0 4 2 0
(4 diém) (8,20) (0) (0) (6,67) (3,33) (0)
Khéng 13 50 57 12 37 49
s (0 diém) | (21,31) | (81,97) | (93,44) | (20,00) | (61,67) | (81,67)
c tgnb%ay Nhe 36 11 4 36 23 11
(Ma muc) Q2 dl‘em) (59,02) | (18,03) (6,56) (59,02) | (38,33) | (18,33)
Vua 12 0 0 11 0 0
(4 diém) | (19,67) (0) (0) (18,33) (0) (0)

, th}ng 13(21.31) 50 55 14 34 43
Chéng (0 diém) (81,97) | (90,16) | (23,33) | (56,67) | (71,67)
mit Nhe 42 11 6 41 26 17
(Huyén | (2diém) | (68,85) | (18,03) (9,84) (68,33) | (43,33) | (28,33)
vung) Vira 6 0 0 5 0 0

(4 diém) (9,84) (0) (0) (8,33) (0) (0)
Po-30 0,001 0,001
Po-60 0,001 0,001
Pio >0,05

** Fisher- Exact Test
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Nhin xét: T két qua bang 3.27. cho thiy: Khong c6 bénh nhan tén thuong
mirc d6 ning & ca hai nhom. Sau 30, 60 ngay diéu tri, cac triéu chimg chinh chuyén
dd bénh tur vira sang nhe va hét tricéu ching & ca hai nhom véi p<0,001. Muc do
bénh ¢ nhém “Ha md NK” giam nhiéu hon so v&i nhom Atorvastatin, sy khac biét
gitra hai nhom khéng c6 ¥ nghia thong ké véi p>0,05.

Bdng 3.28. Sw thay déi triéu chieng phu theo mikc dg bénh

Nhém Nhom “Ha mé NK” (1) Nhom Atorvastatin (2)
(n- 1518 %) (n-15 1 %)
Triéu chung Do D3 Dso Do D3 Deo
Khong 25 46 53 23 30 49
(0diém) | (40,98) | (75,41) | (86,89) | (38,33) | (50,00) | (81,67)
Thét mién Nhﬁ: 28 15 8 29 29 11
(1diém) | (45,90) | (24,59) | (13,11) | (48,33) | (48,33) | (18,33)
Vira 8 0 0 8 1 0
(2 diém) | (13,11) (13333) | (1,67) | 0,00
Khong 29 51 54 29 45 58
N (0diém) | (47,54) | (83,61) | (88,52) | (48,33) | (75,00) | (96,67)
Ht‘r’gi‘gp Nhe 24 8 7 24 15 2
houe |_(Ldiem) (39,34) | (13,11) | (11,48) | (40,00) | (25,00) | (3,33)
' Vl“xﬁa 6 2 0 3 0 0
(2 diém) | (9,84) | (3,28) (5,00)
Khéng 22 50 95 19 37 a7
(0 diém) | (36,07) | (81,97) | (90,16) | (31,67) | (61,67) | (78,33)
Miéng Nhe 36 11 6 37 22 12
nhat | (1diém) | (59,02) | (18,03) | (9,84) | (61,67) | (36,67) | (20,00)
Vi{a 3 0 0 4 1 1
(2 diém) | (4,92) (6,67) | (1,67) | (1,67)
Khong 9 48 56 7 33 43
(0 diém) | (14,75) | (78,69) | (91,80) | (11,67) | (55,00) | (71,67)
< 1, Nhe 44 13 5 45 27 17
An kém 2
(1diém) | (72,13) | (21,31) | (8,20) | (75,00) | (45,00) | (28,33)
Vira 8 8
(2 didm) | (13,11) 0 0 (1333) | © 0
Po-30 <0,001** <0,001**
Po-so <0,001** <0,001**
Pis >0,05**

** Fisher- Exact Test
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Nhin xét: T két qua bang 3.28. cho thiy: Khong c6 bénh nhan ton thuong
muc do nang ¢ ca hai nhém. Sau 30, 60 ngay diéu tri, cac triéu chiing phu
chuyén muc do bénh tr vira sang nhe va hét triéu ching r6 rét ¢ ca hai nhom, co
¥ nghia théng ké v&i p<0,001. Mirc d6 bénh ¢ nhom “Ha m& NK” giam nhiéu
hon so v&1 nhom Atorvastatin, tuy nhién su khac biét gitra hai nhom khong c6 y
nghia thong ké véi p>0,05.

Bdng 3.29. Sw thay déi triéu chitng theo veng chdn

Nhom Nhém “Hg mé NK” Nhom Atorvastatin
(n=61) (1) (n=60) (2)
Tl"l..éll chli’ng DO Dgo DGO DO D30 D60
47 52 52 49 52 54
BMI< 25
(77,05) | (85,25) | (85,25) | (81,67) | (86,67) | (90,00)
Thé 13 8 8 9 6 5
25<BMI <30
trang (21,31) | (13,11) | (13,11) | (15,00) | (10,00) | (8,33)
1 2 1 2 2 1
30<BMI <35
(1,64) | (3,33) | (1,64) | (3,33) | (3,33) | (1,67)
) ] 55 17 2 35 11 4
Chat Co
(90,16) | (27,87) | (3,28) | (58,33) | (18,33) | (6,67)
ludi to
6 44 59 25 49 56
bé béu | Khong
(9,84) | (72,13) | (96,72) | (41,67) | (81,67) | (93,33)
) 57 8 1 52 34 9
Réuludi | CO
(93,44) | (13,11) | (1,64) | (86,67) | (56,67) | (15,00)
tron dinh
4 53 60 8 26 79
nhot Khong
(6,56) | (86,89) | (98,36) | (13,33) | (43,33) | (65,29)
Po-30 <0,05** <0,05**
Po-60 <0,05** <0,05**
Pio >0,05**
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Nhin xét: Tir két qua bang 3.29. cho thay:

- Thé trang béo trudc diéu trj (BMI>25) & nhém Ha m& NK tir 22,95% giam
xudng con 13,11%. Nhom Atorvastatin giam tir 18,33% xudng con 10%.

- Chat ludi béu, to be trude diéu tri & nhém Ha md NK tir 90,16% giam xubng
con 27,87% sau 30 ngay diéu tri va 3,82% sau 60 ngay diéu tri. Nhdm Atorvastatin
giam tir 58,33% xudng con 18,33% sau 30 ngay diéu tri va 6,67% sau 60 ngay diéu tri.

- Réu ludi tron dinh nhét trude diéu tri & nhom Ha m& NK tir 93,44% giam xudng
con 3,11% sau 30 ngay didu tri va 1,64% sau 60 ngay diéu tri. Nhdm Atorvastatin giam
tir 86,67% xudng con 56,67% sau 30 ngdy diéu tri va 15% sau 60 ngay diéu tri.

Su thay d6i trudce sau diéu tri co ¥ nghia thong ké véi p<0,05 ¢ ca hai nhom. Su
khac biét giita hai nhom khéng c6 ¥ nghia thong ké véi p>0,05.

Bdng 3.30. Sw thay déi mach ching theo YHCT

Nhom | Nhém “Hg mé NK” (n=61) (1) | Nhom Atorvastatin (n=60) (2)
m Do Dao Deo Do Dao Deo
Huyén 11 1 0 7 1 0
hoat | (18,03) | (1,64) (11,67) | (1,67)
Hoat 50 12 6 46 19 7
- (81,97) | (19,67) | (9,84) | (76,67) | (31,67) | (11,67)
Huyén 0 18 16 7 17 16
Mach (29,51) | (26,23) | (11,67) | (28,33) | (26,67)
Nhu 0 30 39 0 23 37
hodn (49,18) | (63,93) (38,33) | (31,67)
Po-30 <0,05** <0,01**
Po-60 <0,001** <0,001**
Pis <0,01**

* Chi-square Test, ** Fisher- Exact Test
Nhin xét: Tur két qua bang 3.30. cho thay:

- Nhém Ha m& NK: Trude diéu tri, mach hoat 13 81,97%, mach huyén hoat
18,03%. Sau diéu tri 30 ngay, mach hoat con 19,67%, mach huyén hoat con 1,64%.
Sau diéu tri 60 ngay mach hoat con 9,84%, khong con bénh nhan ¢6 mach huyén hoat.

- Nhém Atorvastatin: Truéc didu tri mach hoat 76,67%, mach huyén hoat 12
11,67%. Sau diéu tri 30 ngay mach hoat con 31,67%, mach huyén hoat con 1,67%. Sau
diéu tri 60 ngay mach hoat con 11,67%, khong con bénh nhan c6 mach huyén hoat.

Su thay doi trudc, sau diéu tri va sy khac biét giita hai nhém c6 y nghia thong
ké vdi p<0,01.
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Bdng 3.31. Sw thay déi diém trung binh sau diéu tri theo Nguyén tdc chi dgo
nghién cizu 1am sang Trung - Tén dwoc - Trung Quéc 2002

] Ty I8
Chis 5 (f/ )" o (TR Po
0 >
Nhém 0 %0 . O lthay déi| Poso
thay doi
Diém trung binh cdc triéu chirng chinh
Nhom“Ha mé NK” <0,001**
- 9,84+4,09 | 2,3+23 | 79,40 |1,15+1,61 | 89,34
(n=61) (1) <0,001**
Nhom Atorvastatin <0,001**
9,80+4,14 | 524359 | 49,90 |3,07+2,77 | 71,26
(n=60) (2) <0,001**
Piém trung binh cdc triéu chimg phu
4 1% o~ 524 <0 001**
Nhom*Hg mo NK 3.08+1,79 | 0.84+1,08 | 70,25 | 0,43+0,69 | 78,52 ’
(n=61) (1) <0,001**
Nhom Atorvastatin <0,001**
3,22+1,83 | 1,62+1,21 | 43,20 | 0,73+0,92 | 76,14
(n=60) (2) <0,001**
Tong diém trung binh
z (13 ~ 9 < , 1**
Nhom“HamGNK” | 1) o £ 29| 3134006 | 79,73 | 1.57+1.95 | goge | OO0
(n=61) (1) <0,001**
A 1 < 1**
Nhom Atorvastatin:| 15 ¢ 4g | 6 80+4.22 | 5044 | 384311 | 7420 | 0%
(n=60) (2) <0,001**
D1 >0,05* <0,001* <0,001*

* TTest doc ldp, **TTest ghép cap

Nhdn xét: Bang 3.31.cho thiy: Diém trung binh cac triéu chitng chinh & nhém

“Ha md NK” giam 79,40% sau 30 ngay, tiép tuc giam 89,34% sau 60 ngay; Nhom

Atorvastatin giam 40,90% sau 30 ngay, tiép tuc giam 71,26% sau 60 ngay.

Piém trung binh cac triéu ching phu & nhém “Ha md NK” giam 70,25% sau

30 ngay, tiép tuc giam 78,52% sau 60 ngay: Nhom Atorvastatin giam 43,20% sau

30 ngay, tiép tuc giam 76,14% sau 60 ngay.

Tong diém trung binh & nhdm “Ha m& NK” giam 79,73% sau 30 ngay, tiép

tuc giam 89,86% sau 60 ngay; Nhom Atorvastatin giam 50,44% sau 30 ngay, tiép

tuc giam 74,10% sau 60 ngay. Muc giam c6 ¥ nghia théng ké véi p<0,001. Su khéc

biét gitra hai nhém c6 ¥ nghia thong ké véi P< 0,001.
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Bdang 3.32. Pdnh gid hidu qud diéu trj theo y hoc cé truyén

Nhom | Nhoém “Ha mé NK” Nhom Atorvastatin

(n=61) (1) (n=60) (2) P26
Day Deo Doy Doy | A
Miuic dp n| % | n| % | n| %| n | %
Tét (>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| 0,00*

Hiéu qua TB (30- <70%) | 18 |29,51| 4 |6,56| 40 |66,67| 26 [43,33| 0,00*

Khoéng hiéu qua (<30%) 0 0 0 0 10 |16,67| O 0

*Fisher- Exact Test

Nhén xét: Tur két qua bang 3.32. cho thay:

- Sau diéu tri 30 ngay ty 1€ bénh nhan dat hiéu qua tot & nhom “Ha md
NK” la 26,23%, hiéu qua kha 44,26%, hiéu qua trung binh 29,51%; & nhom
Atorvastatin hiéu qua tdt 1,67%, hiéu qua kha 15%, hiéu qua trung binh 66,67%,
khong dat hiéu qua la 16,67%.

- Sau diéu tri 60 ngdy ty 1& bénh nhan dat hiéu qua tét 6 nhom “Ha md
NK” la 44,26%, hiéu qua kha 49,18%, hiéu qua trung binh 6,46%; & nhom
Atorvastatin hiéu qua tot 13 16,67%, hiéu qua kha 40%, hi¢u qua trung binh
43,33%. Sy khéc biét gitta 2 nhom ¢ ¥ nghia thong ké vaéi p<0,001.
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3.2.3.3. Su thay déi cdc chi s6 can lam sang sau diéu tri:

% Sw thay doi cdc chi sé Lipid sau diéu tri:
Bdng 3.33. Sw thay déi néng d cac chi sé Lipid sau diéu tri

Chi so Ty I¢ (%) Ty l¢ (%) | Poso
Nhom Do Do |\ ihapddi | P | thayddi | Py
Noéng d@j Cholesterol toan phin
Nhém <0,001**
“Haga m¢ NK”|595+1,01 | 4,94+0,87 115,38 [4,46+0,70 123,13 <0’001**
(n=61) (1) |
Nhém <0,001**
Atorvastatin | 5,83+1,05 | 4,94+1,00 | |13,80 |4,49+0,71| [20,55 | 5’007
(n=60) (2) ’
Né‘ng do Triglyceride
Nhém <0,001**
“Hg mé NK”| 2,6x132 | 197092 | 16,08 |1,82+0,79 | [17,61 | Z5g01=
(n=61) (1) ’
Nhom <0,001**
Atorvastatin | 2,87+1,33 | 2,30+1,06 | 12,25 |1,82+0,69| 1923 | 4551«
(n=60) (2) ‘ |
Nong do LDL- C
Nhém <0,001**
“Hg mg NK” | 3,55t1,3 | 2,88+0,93 | 10,23 | 2,420,75 | [21,34 | Z5007sw
(n=61) (1) ’
Nhom _ <0,001**
Atorvastatin | 3,3+1,28 | 2,76+0,83 15,97 | 2,47x0,71 | 11,82 | _5'gp %
(n=60) (2) |
Nong dp HDL-C
Nhom >0,05**
“Hgmd NK” | 1224012 | 1174016 | 327 |1244017| 1191 | J5'0ces
(n=61) (1) |
Nhém >0,05**
Atorvastatin | 1,19+0,14 | 1,18+0,16 10,29 |1,25+0,19 | 16,21 >0.05%*
(n=60) (2) |
Néng dp Non- HDL-C
Nhom <0,001**
“Ha mo NK” | 4,73x1,01 | 3,76+0,87 118,07 | 3,22+0,76 129,03 <0’001**
(n=61) (1) |
Nhom <0,001%*
Atorvastatin 4.64+1,04 | 3,76+1,02 116,85 |3,24+0,77 | |26,93 <0’001**
(n=60) (2) |
P12 >0,05* >0,05* >0,05%

* TTest doc ldp, **TTest ghép cap
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Nhdin xét: Tir két qua bang 3.33. cho thay: Sau 30, 60 ngay diéu tri:

TC trung binh ¢ nhém Ha md NK giam lan luot 15,38%, 23,13% ; nhom
Atorvastatin giam lan lugt 13,8 %, 20,55%.

Triglycerid trung binh ¢ nhom Ha m& NK giam lan luot 16,08%, 17,61%;
nhom Atorvastatin giam 1an luot 12,25 %, 19,23%.

LDL-C trung binh & nhém Ha m& NK giam lan luot 10,23%, 21,34% ; nhém
Atorvastatin giam 1an lugt 5,97 %, 11,82%.

HDL-C trung binh & nhom Ha m& NK gidm 3,27%, sau 60 ngay tang 1,91%;
nhom Atorvastatin giam 0,29%, sau 60 ngay tang 6,21%.

Non- HDL-C trung binh & nhém Ha m& NK giam lan lugt 18,07%, 29,03%,
nhom Atorvastatin giam lan luot16,85%, 26,93%.

Sy thay ddi co ¥ nghia thong ké sau diéu tri voi p<0,001. Sy khac biét giira 2
nhém khong c¢6 ¥ nghia thong ké vai p>0,05.

% S thay doi ik dé chi 6 lipid sau diéu trj theo NCEP ATP [11va B4 Y té Viét Nam.

Mikc do thay dbi TC sau diéu tri p<0,001**
o 83,61 g5
o)

Ln
o
w
w

Ty 1§ %

31,67
(19) 23,3 26,67
(16)
15
[0}
A\
0
DO D30 D60 DO D30
Nhom Ha mé NK Nhom Atorvastatin

B Binh thwong ™ Cao gidi han = Cao

*Chi square Test, ** Fisher- Exact Test

Biéu dé 3.10. Sw thay doi mirc @6 TC sau diéu tri
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Nhin xét: Tir két qua biéu @6 3.10. cho thay:
Sb bénh nhan c6 chi sé Cholesterol tang cao trudc diéu trj & nhom “Ha m& NK”
la 55,74%, sau diéu tri 30 ngay giam con 4,92%, sau 60 ngay khong con bénh nhan
nao; O nhém Atorvastatin 1a 45%, sau diéu tri 30 ngay con 15%, sau 60 ngay diéu tri

khong con bénh nhan nao. Sy thay doi trudc va sau di€u tri ¢ cad 2 nhém cd y nghia

thong ké véi p<0,001. Su khéc biét gitra 2 nhom khong ¢ ¥ nghia thong ké véi p>0,05.

Bdng 3.34. Sw thay déi mikc dg TG sau diéu tri

Nhém | Nhém “Ha mé NK”(n=61) (1) |Nhom Atorvastatin (n=60) (2)
Triéu chung Do Dao o Do Dao o
Binh thwong 18 28 35 14 18 29
<1,73 (29,51) | (45,90) | (57,38) | (23,33) | (30,00) | (48,33)
Cao gioi han 9 14 17 6 15 19
1,73-<2,30 | (14,75) | (22,95) | (27,87) | (10,00) | (25,00) | (31,67)
Cao 34 19 9 40 27 12
TG |2,30-<575| (55,74) | (31,15) | (14,75) | (66,67) | (45,00) | (20,00)
(mmol/l) | Rt cao 0 0 0 0 0 0
>5.75 (0) (0) (0) (0) (0) (0)
Po-30 <0,001** <0,001**
Po-so <0,001** <0,001**
P >0,05*

*Chi square Test, ** Fisher- Exact Test

Nhin xét: Tu két qua bang 3.34. cho thay: S6 bénh nhan cé chi sb

Triglyceride ting cao trude diéu tri & nhom “Ha m& NK” 14 55,74%, sau diéu tri

30 ngay giam con 31,15%, sau 60 ngay diéu tri giam con 14,75%. O nhém

Atorvastatin trudc diéu tri 1a 66,67%, sau diéu tri 30 ngay con 45,%, sau 60 ngay

diéu tri giam con 20%. Su thay ddi trudc va sau diéu tri & ca 2 nhoém co cd ¥

nghia thong ké véi p<0,05. Su khac biét giita 2 nhém khong cé ¥ nghia thong ké

voi p>0,05.
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Bdang 3.35. Sw thay déi mire dp LDL-C sau diéu tri

Nhom | Nhom “Ha mé NK” (n=61)(1) Nhom Atorvastatin (n=60) (2)
m Do D3o Dso Do D30 Dso
Téi wu 18 22 34 21 21 30
< 2,57 (29,51) | (36,07( | (55,74) | (35,00) | (35,00 | (50,00)
Gan t6i wu 9 19 22 10 28 23
257-<3,34| (14,75) | (31,05) | (36,07) | (16,67) | (46,67) | (38,33)
Cao gidi han 5 14 5 12 7 7
334-<4,11| (8,220) | (22,95) | (8,20) | (20,00) | (11,67) | (11,67)
(r;atl /(|:) Cao 18 6 0 6 4 0
4,11-<4,80 | (29,51) | (9,84) (0) | (10,00) | (6,67) (0)
Rit cao 11 0 0 11 0 0
> 4,80 (18,03) (0) (0) | (18,33) | (0) (0)
Po.30 <0,001** <0,001**
Po-60 <0,001** <0,001**
P12 >0,05

*Chi square Test, ** Fisher- Exact Test

Nhin xét: Tt két qua bang 3.35. cho thiy: S6 bénh nhan ¢ chi sé6 LDL-C ting
rét cao & nhom “Ha m& NK” 13 18,03%, tang cao 1a 29,51%, sau diéu tri 30 ngay con
9,84%, sau 60 ngay diéu tri khéng con bénh nhan nao; & nhom ding Atorvastatin 12
28,33%, sau diéu tri 30 ngay con 6,67%, sau 60 ngay diéu tri khéng con bénh nhan nao.
Su thay doi trude va sau diéu tri & ca 2 nhom ¢ ¥ nghia théng ké véi p<0,001. Su
khac biét gitta 2 nhom khéng c6 ¥ nghia théng ké vai p>0,05.
Bdng 3.36. Sw thay déi mirc d¢p HDL-C sau diéu tri

Nhom | Nhom “Ha mé NK”(n=61)(1) | Nhom Atorvastatin (n=60) (2)
m Do D30 Dso Do D30 Dso
Thap 3 20 13 11 15 10
<1,03 (4,92) | (32,79) | (21,31) | (18,33) | (25,00) | (16,67)
HDL-C |Trung binh 58 41 48 49 44 50
(mmol/l) |1,03- <1,54| (95,08) | (67,21) | (78,69) | (81,67) | (73,33) | (83,33)
Cao 0 0 0 0 1 0
> 1,54 (0,00) (0,00) (0,00) (0,00) (1,67) (0,00)
Po-30 <0,001** <0,001**
Po-60 <0,001** <0,001**
P >0,05

*Chi square Test, ** Fisher- Exact Test
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Nhin xét: Tir két qua bang 3.36. cho thiy: Chi s6 HDL-C & ca hai nhém déu

chu yéu & ngudng trung binh, sy thay doi trude va sau dicu tri & ca va sy khac bigt

giita 2 nhom khong c6 ¥ nghia thong ké véi p>0,05.
Bdng 3.37. Sw thay déi mikc dp Non - HDL-C sau diéu tri

Nhom | Nhém “Ha mé NK” (n=61) (1) |Nhom Atorvastatin (n=60) (2)
DO DSO D60 DO D30 DGO
Téi wu 8 24 26 11 17 24
<337 (13,11) | (39,34) | (42,62) | (18,33) | (28,33) | (40,00)
Gan toi uu 10 13 11 9 23 16
3,37-<4,12 | (16,39) | (21,31) | (18,03) | (15,00) | (38,33) | (26,67)
Non- Cao gi6i han 9 18 24 13 10 20
HDL-C
412-<49 | (14,75) | (29,51) | (39,24) | (21,67) | (16,67) | (33,33)
(mmol/l)
Cao 26 6 0 19 10 0
4,9- <5,7 (42,62) | (9,84) (0) | (31,67) | (16,67) | (0)
Rét cao 8 0 0 8 0 0
>5,7 (13,11) (0) () | (1333) | (0) (0)
Po-30 <0,001** <0,001**
Po-6o0 <0,001** <0,001**
P12 >0,05

Nhin xét: T két qua bang 3.37. cho thay: S6 bénh nhén c6 chi sé Non- HDL-
C tang rat cao & nhom “Ha m& NK” la 13,11%, tang cao 55,74%, sau diéu tri 30

ngay giam con 9,84%, sau 60 ngay diéu tri khong con bénh nhan nao; & nhém dung

Atorvastatin tang rat cao la 13,33%, tang cao la 31,67%, sau diéu trj 30 ngay con

16,67%, sau 60 ngay diéu tri khong con bénh nhan nao. Su thay ddi trude va sau

diéu tri & ca 2 nhém c6 ¥ nghia thong ké voi p<0,001. Sy khéac biét giita 2 nhém

khong c6 ¥ nghia théng ké vai p>0,05.
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Bdng 3.38. Hi¢u qud diéu tri chung RLLM trén céc chi sé lipid mdu theo YHHD

Nhém Nhom “Ha mé NK” Nhom Atorvastatin
N (n=61) (1) (n=60) (2) P1-2(030)
Hieu qu P1-2(D60
didu tri D3 Deo D3 Do -2(D80)
. 3 13 9 13
Tot
(4,92) (21,31) (15,00) (21,67)
32 39 27 36
Khé >0,05*
(52,46) (63,93) (45,00) (60,00)
trung binh (24,59) (13,11) (23,33) (16,67
10 1 10 1
Khong hiéu qua
(16,39) (1,64) (16,67) (1,67)
Xhu 1 0 0 0
(1,64) (0) (0) (0)
P30-60 <0,001* >0,05*

*Fisher -Exact Test

Nhin xét: Tir két qua bang 3.38. cho thay:

Sau 30 ngay diéu tri: Hiéu qua diéu tri & nhom “Ha md NK” dat két qua t6t
4,92%, kha 13 52,46%, trung binh 13 24,59%. Khong hiéu qua 1a 16,39%, hidu qua
xau 1,64%; & nhom Atorvastatin dat két qua tot 1a 15%, kha la 45%, trung binh
23,33%, khong hiéu qua 16,67%, khong c6 bénh nhan nao c6 hiéu qua xau. Gitra 2
nhom sy khéc biét khong c6 ¥ nghia thong ké (p>0,05).

Sau 60 ngay diéu tri: Hiéu qua diéu tri & nhom “Ha md NK” dat két qua tot
21,31%, kha 63,93%, trung binh 13,11%. Khong hiéu qua 1,64%, khong c6 bénh
nhan nao c6 hiéu qua xau; O nhém Atorvastatin dat két qua tot 21,67%, kha 60%,
trung binh 16,67%. Khong hiéu qua 1,67%, khong c6 bénh nhan nao c6 hiéu qua
xau. Giita 2 nhom sy khac biét khong ¢ ¥ nghia thong ké (p>0,05).
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3.2.3.4. Sy thay déi cdc chi s6 danh gid nguy co XVDM.

Bdng 3.39. Tac dung cia vién nang “Ha mé NK” trén chi sé xo vira mgch

, D D D
Chi 56 : T 5 P
XSD | XxSD | 0¥ | XxSD | o | o
Nhém (mmol/L) | (mmoliL) | ., (mmoliL) | .. -
Qidm Qiam
(CT-HDL - C) / HDL —C (Al)
Nhom “Ha m& NK 3,91+0,95 | 3,27+0,86 | 13,43 | 2,69+0,84 | 27,57
(n=61)(1) <0,001**
: . <0,001**
Nhom Atorvastatin 3.94+106 | 327+1.04 | 1331 | 2.69+0,88 | 28.18
(n=60)(2)
Ty s6 TC/HDL-C (CRI)
Nhom “Hamo NK™ | 4 914095 | 4,27+0.86 | 11,06 | 3,690.84 | 22,39
(n=61)(1) <0,001**
: . <0,001**
Nhom Atorvastatin 494+106 | 47+104 | 11,04 | 3.69+088 | 22,81
(n=60)(2)
Log(TG/HDL-C) (AIP)
Nhom “Ha mo NK™| 57,093 | 0,19+0,19 | 40,52 | 0,14+0,19 | 52,95
(n=61)(1) <0,001**
: . <0,001**
Nhom Atorvastatin | 3340,27 | 0254024 | 32,07 | 0,14£020 | 74,99
(n=60)(2)
P1-2 >0,05* >0,05* >0,05*

* TTest doc lap, **TTest ghép cap

Nhin xét: T két qua bang 3.39. cho thay:
- Chi s6 xo vira mach Atherogenic Index (Al): & nhém Ha md NK giam
13,43% sau 30 ngay, tiép tuc giam 27,57% sau 60 ngay; nhoém Atorvastatin giam
13,31% sau 30 ngay, tiép tuc giam 28,18% sau 60 ngay.
- Chi s6 nguy co mach vanh Coronary Risk Index (CRI): & nhém Ha m& NK
giam 11,06% sau 30 ngay, tiép tuc giam 22,39% sau 60 ngay; & nhdm Atorvastatin
giam 11,04% sau 30 ngay, tiép tuc giam 22.81% sau 60 ngay.
- Chi s6 xo vira huyét twong Atherogenic Index Plasm (AIP): & nhém Ha mé&
NK giam 40,52% sau 30 ngiy, tiép tuc giam 52,95% sau 60 ngay; ¢ nhom
Atorvastatin giam 32,97% sau 30 ngay, tiép tuc giam 74,99% sau 60 ngay.
Sy thay d6i sau diéu tri c6 ¥ nghia thong ké ¢ ca hai nhom véi p<0,001. Su

khac biét giira hai nhém khong cé ¥ nghia théng ké vai p>0,05.




103

3.2.3.4. Moi lién quan giita ting huyét dp va hiéu qud diéu tri RLLM

Méi lién quan giita ting HA va hiéu qud diéu tri RLLM
93,75

100 —82,2286:67 (15)

Tétkha Trungbinh Khéng  Tétkha Trung binh  Khéng

hiéu qua hiéu qua
Ting HA va tién ting HA HA binh thuong
p>0,05

B Nhom "Ha md NK" = Nhdm Atorvastatin

Biéu d@6 3.11. Méi lién quan giita ting huyét ap va hi¢u qud diéu tri réi logn
lipid mau

Nhgn xét: Tir két qua biéu d6 3.11. cho thay: Sau 60 ngay diéu tri:

Bénh nhan tang huyét 4p va tién THA & nhém Ha m& NK dat hiéu qua tot va
kha 1a 82,22%; hiéu qua TB la 15,56%; khong hiéu qua la 2,22%; O nhém
Atorvastatin dat hiéu qua tot va kha 1a 86,67%:; hiéu qua TB la 13,33%; khéng cé
bénh nhan khong dat hié¢u qua.

Déi twong khong ting huyét 4p & nhdm Ha m& NK dat hiéu qua tét va kha la
93,75%; hiéu qua TB 1a 6,25%; ¢ nhom Atorvastatin dat hiéu qua tét va khé 1a
66,67%; hiéu qua TB la 26,67% khong hiéu qua 1a 6,67%.

Sy khéc biét giita hai nhém khong c6 ¥ nghia thong ké (p> 0,05).
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Hiéu qud diéu tri roi loan lipid mau theo De Gennes

100 9444 48,99
75 83:19 85.71
80 )
R :
S\ 60 -
<2.
sy 40 . 63
e 25 26,32
20 - HH 2 =
0 il T T T T T — 1
Totkha Trung binh Khong hiéu Totkha Trung binh Khong hiéu
qua qua
Nhom Ha mé NK Nhom Atorvastatin
>0,05

® Ting TC donthuan M Tang TG don thuan Tang lipid hon hop

Biéu do 3.12. Higu qua diéu tri roi loan lipid mdu theo De Gennes

Nhgn xét: Tur két qua biéu d6 3.12. vé danh gia hiéu qua theo De Gennes cho
thay: Bénh nhan ting TC mau don thuan & nhom “Ha m&d NK” dat hiéu qua tét va
kha la 94,44%; hiéu qua TB la 5,56%; khong cd bénh nhan nao khéng hiéu qua; &
nhom Atorvastatin dat hiéu qua tot va kha 1a 85,71%; hiéu qua TB la 14,29%;
khong c6 bénh nhan nao khéng hiéu qua.

Bénh nhan ting Triglyceride don thuan & nhom “Ha md NK” dat hiéu qua tot
va kha la 75%; hiéu qua TB la 25%; khdng c6 bénh nhan nao khéng hiéu qua; &
nhoém Atorvastatin dat hiéu qua tot va kha l1a 68,42%; hiéu qua TB la 26,32%;
khong hiéu qua la 5,26%.

Bénh nhan tang lipid mau hdn hop & nhoém “Ha md NK” dat hiéu qua tot va
kha la 85,19%; hiéu qua TB la 11,11%; khong hiéu qua la 3,7%; O nhém
Atorvastatin dat hiéu qua tét va khé 12 88,89%:; hiéu qua TB la 11,11%; khong c6
bénh nhan nao khéng hiéu qua. Sy khac biét giita hai nhém khong co y nghia thong
ké vaoi p > 0,05.



105

3.2.4. Panh gid tic dung khong mong muon

3.2.4.1. Panh gid tic dung khéng mong mudn trén ldm sang

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

Nhém | Nhoém “Hg mé NK” | Nhom Atorvastatin Téng
(n=61) (1) (n=60) (2) (n=121)
Tri¢u chirng n % n % n %
Pay bung 0 0 1 1,67 1 0,83
Roi loan tiéu hoa 1 1,64 1 1,67 2 1,65
Man ngta 0 0 0 0 0 0
Pau co 0 0 0 0 0 0
Triéu ching khac 0 0 0 0 0 0

Nhin xét: T két qua bang 3.40. cho thay: Sau 60 ngay diéu tri, c6 02 bénh

nhan bi roi loan tiéu héa & mdi nhém. 01 bénh nhan didy bung & nhom dung

Atorvastatin. Ngoai ra, chua quan sat thay tac dung khdng mong mudn nao khéc.

3.2.4.2. Panh gid tdc dung khdng mong muaon trén mét sé chi sé can 1am sang
Bdng 3.41. Sw thay déi céc chi sé huyét hoc sau diéu tri

Nhom Nhom “Hg mé NK” (n=61) (1) Nhom Atorvastatin (n=60) (2)
Chi 5o Do D3o Deo Do D3o Deo i
HC 4,65+0,42 | 4,64+0,37 | 4,67+0,46 | 4,66+0,46 | 4,64+0,39 | 4,60+0,52
Hb 13,90+1,61 | 13,8+1,30 | 16,17+15,9 | 13,90+1,35 | 14,09+1,32 | 14,3+1,42
Hct 0,4+0,04 0,41+0,03 | 0,42+0,03 0,4+0,04 0,42+0,03 | 0,42+0,05
BC 6,68+1,41 | 6,75+1,59 | 7,29+1,65 | 6,86+1,43 | 6,79t1,36 | 7,32+1,84
Neu 54,8+8,81 | 54,43+8,23 | 56,46+8,15 | 53,09£11,52 | 54,44+8,5 | 58,26+7,84 >0,05%
Lym |36,12+8,77 | 36,89+7,67 | 35,2+7,88 |37,35+11,54 | 36,38+8,56 | 34,94+8,54
TC  |23948+36,04 | 236,11+39,53 | 232,25+44,8 | 230,59+54,69 | 231,86+52,32 | 237,03+49,37
Po-30 >0,05** >0,05**
Po-60 >0,05** >0,05**

* TTest doc lap, **TTest ghép cap
Nhin xét: Tir két qua bang 3.41. cho thiy: Chi s6 huyét hoc trudc va sau diéu

tri, su khac biét khong c6 y nghia théng ké (p>0,05).
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Bing 3.42. Sw thay doi cdc chi sé ddnh gid chiic ning gan, thin sau diéu tri

NROM | Npm “Hg mo NK” (n=61) (1) Nhém Atorvastatin (n=60) (2)
P12
Chi s6 Do D30 Deo Do D30 Deo
Ure
5,563+1,30 | 5,79+1,18 |5,16+0,93 | 5,16+1,22 | 5,45+1,14 |5,27+0,99 |>0,05*
(mmol/l)
Creatinin
80,12+13,69 |84,68+11,9179,01+13,07181,62+14,4|84,46+11,77 82,3+12,84|>0,05*
(mmol/l)
Gluocose
5,19+0,84 | 5,03+0,58 | 5,21+0,5 |5,71+1,57 | 5,43+1,07 | 5,56+£1,0 |>0,05*
(mmol/l)
Po-30 >0,05** >0,05**
Po-60 >0,05** >0,05**
AST
i) 30,06+125 | 32,35+1328 |23,27+10,07| 27,18+8,54 | 29,9+12,82 |24,35+15,33|>0,05*
ALT
i) 28661654 | 238741051 | 2373+2058 | 255141244 | 2419+1049 | 23,5+20,03 | >0,05*
Po-30 >0,05** >0,05**
Po-60 <0,001** <0,001**

* Mann- Withney Test, **Willcoxon Test

Nhin xét: Tir két qua bang 3.43. cho thiy: Céc chi sé Ure, Creatinin, Glucose

trudc va sau diéu tri sy khac biét khong co ¥ nghia thong ké (p>0,05) & ca hai nhom.

Chi s6 AST, ALT sau diéu tri 60 ngdy giam c6 y nghia théng ké véi p<0,001 & ca

hai nhom.
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Chwong 4
BAN LUAN

R&i loan lipid mau 1a mét trong nhitng nguy co hang dau gay cac bénh Iy vé
tim mach. Theo thong ké cia WHO, hang nim c6 khoang 17,9 triéu ngudi tir vong do
bénh ly tim mach. Tai Viét Nam trong nim 2016, tir vong mdi nim do cac bénh tim
mach chiém 31% trong sé tir vong do cac bénh khdng 1ay nhiém. Bénh tim mach, dot
quy dang c6 xu huéng gia ting va tré thanh nguyén nhan gay tir vong trong sé cac
bénh khdng lay nhidm trén toan thé gicdi [91],[97]. RLLM néu dugc kiém soat, tu van
va diéu trj kip thoi bang ché do an uéng, luyén tap hop Iy va ché do dung thudc, s&
giam nguy co mac bénh va giam duoc cic nguy co ciing nhu bién ¢ tim mach.
YHHD di c6 nhiéu khuyén céo vé ché do an udng, luyén tap va c6 nhiéu loai thubc
diéu tri RLLM c6 hiéu qua diéu tri & cac mirc d khac nhau nhung lai ¢6 cac tac dung
phu nhu ting men gan, dau co, rbi loan tiéu hoa...YHCTciing da c6 cac nghién cau veé
c4c loai thao duoc c6 tac dung diéu tri RLLM nhung chua nhiéu, do vay viéc nghién
ctu tim ra mot san pham thuéc YHCT c6 tac dung diéu tri va an toan cho ngudi bénh
la mot hudng di mang tinh kha quan.

4.1. Su lwa chon vién nang “Ha m& NK” va thudc ddi chirng diéu tri hdi chirng
RLLM.
4.1.1. Sw lwa chon vién nang “Ha mo HK”

Vién nang “Ha m& NK” duoc san xuét tir bai thuéc Nam diéu tri chimg dam
thap cua cd luong y Nguyén Kiéu cé tac dung: Hanh khi, thanh nhiét, ha thap, trir dam.
Vién nang “Ha m& NK” d gop phan hién dai hda thuéc YHCT, mang lai su thuan tién
cho nguoi bénh trong qué trinh st dung. Vién nang “Ha m& NK” da duoc nghién ciu
bao ché tai Hoc vién Y-Duoc hoc ¢ truyén Viét Nam, phdi hop véi Vién Duoc liéu
trung wong trén co sé xay dung cong thirc dudi tac dung ctia cac hoat chét cé san trong
duoc liéu c6 tac dung ha Lipid méau, giam khéi luong thudc ubng trong ngay.

Cong thirc vién nang “Ha md NK” dua trén bai thudc gdc va nghién ctu phan
tich cac thanh phan hoat cht chinh cua céac vi thudc co trong bai thuc. Céc thanh
phan hoat chat chinh bao gém: Hesperidine; Saponin; Polysaccharide; Anthranoide;

Rutin va Flavonoid (Quercetin) (bang 2.9). Hesperidin c6 & 16p vo cui dudi dang két



108

tinh ctia Tran bi ¢6 tAc dung cai thién cac dau hiéu vé bénh tim, ting cuong luu thong
trung gian dong chay cua mach mau. Saponin ¢ trong nguu tat, da duoc ching minh
lam gidm ndng do cholesterol co trong huyét twong ¢ chudt, tho va khi. Co ché cua
saponin trong viéc giam m& méu 13 do céc loai axit mat duoc hip thu boi saponin.
Nho d6, 1am giam bai tiét axit mat qua phén, sau d6 duoc thay thé bang sy ting
chuyén cholesterol thanh axit mat cia gan. Bén canh do, saponin con tuong tac tryuc
tiép voi cholesterol dé tao thanh phirc hop cholesterol — saponin, tir d6 trc ché sy hip
thu cholesterol tir rudt non. Saponin c6 tac dung bao v¢ gan ché)ng lai cac tac nhan
gay t6n thuong gan. Co ché bao vé gan ciia saponin c6 thé 1a do trc ché sy hoat hoa
chat gay doc cho gan va ting cudng chirc ning bao vé co thé [50],[51].

Rutin 1a mot loai flavonoid thuoc nhém flavon dugce tim théy & nhiéu nhit &
hoa hoe ¢6 nhiéu tac dung ndi bat, mang lai nhiéu loi ich ddi véi strc khoe ciia con
ngudi. Co tac dung giam hoai tir tim va trc ché hoat dong ctia cac enzyme aldoctase,
reductase; dong vai tro nhu mot chat chong oxy hoa, trc ché su tich lity lipid va tang
hoat tinh protein kinase, rc ché sy ph4 hily cta adrenalin, lam ting strc chiu dyng
ctia mao mach, do d6 1am bén viing mach mau. Trong y dugc hoc, rutin dugc dung
dé phong chéng nhiing bién ¢d cua xo vita dong mach [67],[68].

Anthranonid c6 nhiéu trong Thao quyét minh, cé tac dung ha cholesterol mau
theo co ché wc ché téng hop cholesterol; tAc dung ha huyét 4p bing cach tc ché céc
kénh canxi do thu thé kiém soat trén cac mach va diéu hoa bai tiét ocid nitric va
oxid synthase cam wng; cai thién hiéu qua chirc ning co tim, giam nhdi mau co tim
va ton thuong do tai mau ¢ dong vat mac bénh tiéu duong [65],[81].

Polysaccharid duoc tim thiy trong R& co tranh, ¢ tic dung ngin chin qua
trinh oxy hoa cua lipid gilp bao vé cac té bao va lam cham qua trinh 140 hoa dong
thoi cac Polysaccharid con gitip ting cudng tdng hop DNA trong té bao hat nhan,
tang s6 luong cé4c té bao phan chia lam chian l30 hoa [65],[81].

Quercetin dugc tim thay trong Tran bi, Hoe hoa c6 kha ning chong oxy hoa
manh, tang cuong su luu thong mau, cé kha nang loai trir cac cholesterol x4u
nén Quercetin tot cho hé tuin hoan gitp ting cudng sirc khoe tim mach. Tinh trang
tang huyét ap co thé dugc kiém soat & mirc 6n dinh, gitp chdng 130 héa, lam viing

bén thanh mach, giam nguy co cac bién cb tim mach [65],[81].


https://suckhoe.vn/dinh-duong/lipid-la-gi-nguon-goc-vai-tro-cua-lipid-voi-co-the-va-nhung-luu-y.html
https://suckhoe.vn/benh-pho-bien/lao-hoa-la-gi-trieu-chung-nguyen-nhan-va-khac-phuc-tinh-trang-lao-hoa.html
https://suckhoe.vn/benh-pho-bien/lao-hoa-la-gi-hau-qua-cua-lao-hoa-tac-dong-len-cac-co-quan-trong-co-the.html
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Vién nang “Ha m& NK” duoc kiém nghiém tai Trung tam kiém thubc, my pham
va thuc pham Ha Néi kiém nghiém dat yéu cau chét luong theo tidu chuan co so.

Liéu du kién dung trén ngudi cua vién nang “Ha md NK” 13 4 vién/ngay, mdi
Vién c0 trong lugng trung binh 550mg, twrong dwong 525mg cao khd duoc liéu. Sau
khi tién hanh nghién ctu thuc nghiém trén chuot va tho va tac dung ha lipid mau
trén thuc nghiém, nhém nghién ctu nhan thay liéu sir dung cé hiéu qua ha lipid mau
trén thuc nghiém & lidu cao va vién nang “Ha m& NK” khong gay doc tinh cap, ban
treong dién trén dong vat thi nghiém. Nhém nghién ctu di tinh toan va diéu chinh
licu 1am sang du kién tir 4 vién Ién 6 vién/ ngay chia 2 lan, uéng sang chiéu sau an
cho nghién cu thi nghiém Iam sang.
4.1.2. Sw lwa chon atorvastatin la thuéc déi chirng

Atorvastatin 13 thudc thudc nhom statin, cé tic dung diéu tri RLLM trén 1am

sang trén tat ca cac chi s6 lipd mau. Ngoai ra, Statin da duoc chiang minh cé tac
dung ngin ngira sy hinh thanh va 6n dinh mang xo vira véi mot sé co ché rd rang:
co ché chdng viém vaéi cai thién chirc nang ndi mac mach lam tang giai phong NO,
giam su két dinh bach cau, tc ché giai phong CRP (C-reactive protein, protein phan
tmg C); co ché chdng oxy hoa véi ic ché hoat dong cia NAD(P)H oxidase, giam sy
hinh thanh cua cac superoxid, ddng thoi giam sy hinh thanh cac LDL bj oxy hoa;
moét s6 co ché khiac nhu ting tong hop collagen, uc ché su giai phong cac
metalloproteinase — enzym tiéu protein — boi cac dai thuc bao dwoc hoat hda gilp
phong ngtra cac bién ¢ tim mach[7],[29],[34].

Atorvastatin liéu 10mg/ ngay 1a liéu trung binh dé ha Lipid mau dugc st dung
an toan trén 1am sang, tac dung ha lipid mau ctia nhom statin theo cac khuyén cdo cta
hudng din chan doéan va diéu tri cua hi€p hoi Tim mach Vi¢t Nam c6 hi€u qua giam
LDL 18-55%; ting HDL 5-15% va giam TG 7-30%, 13 thuc dang duoc khuyén cao
sir dung va c6 tac dung duy phong cac bién cb tim mach [28],[34]. Céc thanh phan
hoat chat chinh trong vién nang “Ha m& NK” bao gdom: Hesperidine; Saponin;
Polysaccharide; Anthranoide; Rutin va Flavonoid (Quercetin) (bang 2.9). Cac thanh
phan hoéa hoc ndy c6 tac dung diéu tri gan giéng v6i nhom Statin. Va Atorvastatin
dugc 4p dung nghién ctru trén nhiéu mé hinh nghién ctru trude d6 tai Vit Nam va
trén thé gidi nhu: Cac nghién ctu cia D6 Qudc Huong (2016) [71], Ta Thu Thay
(2016)[70], Nassiri (2009) [88], Millar (2005) [87], Nguyén Thi Ngoc Chau (2017)
[73], P4 Linh Quyén (2019) [75], Pham Thanh Tung[76]....D6 13 co s dé nhém
nghién ctru da lya chon Statin (Atorvastatin) 1am thudc déi ching.
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4.2. Ban luan vé két qua nghién ciu trén thuc nghiém
4.2.1. Panh gid déc tinh cdp, doc tinh bin truwong dién

Céc thudc ¢ ngudn gdc tir thuc vat va dong vat da va dang duoc sir dung rong
rdi trén thé gii dé hd tro diéu tri bénh va duy tri sic khoe. Tai cac nuéc dang phat
trién viéc sir dung cac thubc YHCT duoc coi 1a mot phuong phép tri liéu duoc &p
dung phd bién. Céc thude hoa duoc tdng hop khi sir dung c6 thé gap nhiéu tac dung
khéng mong mudn nén xu hudng tim dén cac thuéc YHCT ngay cang nhiéu. Néu nhu
trude day viéc sir dung cac duoc liéu theo kinh nghiém dan gian dugc xem la an toan,
khong cé phan tng bat loi, thi hién nay nguoi ta bit dau chi ra duoc cac tac dung bat
loi caa nhiéu duoc lidu khi st dung don doc hay phéi hop. Vi vy viéc nghién cau
doc tinh 1a mot budc rat quan trong trudc khi s dung trén 1am sang. Doc tinh cua
thudc duoc biéu hién bang tac dung khéng mong muédn, cé hai cho co thé. Boc tinh
cua thudc c6 thé nhe nhu man ngira, réi loan tiéu hoa, van dong...nhung ciing c6 thé
rat nang, tham chi gay tir vong. Bé mot thudc ¢ thé duoc sir dung, trude hét can phai
nghién ctru doc tinh cap va doc tinh ban truong dién trén dong vat [84], [85]. Trong
nghién ctu ndy, nhom nghién ctu danh gia doc tinh cap va doc tinh ban truong dién
cua vién nang cung “Ha mo NK” trén dong vat thuc nghiém.
4.2.1.1. Péc tinh cdp:

Pac tinh cap 1a doc tinh xay ra sau khi ding thudéc mét 1an hoac vai lan trong
ngay [84]. Panh gia doc tinh cap nham cung cap thdng tin cho viéc xép loai mirc do
doc cua thude, du doan tridu ching va du phong bién phéap diéu tri, bén canh do 1a
co so thiét 1ap mic liéu cho céc nghién ciru doc tinh, nghién ctiu tac dung tiép theo.
Pénh gia doc tinh cip can quan tam dén cac chi s: lidu an toan, liéu dung nap toi
da, liéu gay ra doc tinh cd thé quan sat dugc, lieu thap nhat gy chét dong vat néu
cd, lidu LDs, (liéu gay chét 50% sé dong vat thuc nghiém), nhiing triéu chung ngo
doc dién hinh co thé quan sat trén dong vat thuc nghiém [85],[86]. Loai dong vat
thuong duoc s dung trong nghién ciru doc tinh cap 1a loai gam nham, c6 thé lua
chon chudt cbng tring hoac chudt nhat [85], [86].

Bang 3.1. cho thay: L6 chudt da udng dén lidu 0,25 ml/10g/lan, 3 1an/24 gio
tuong (ng voi 17,85 gam Ha m& NK/kg. Theo ddi chuét trong 72 gid dau sau udng

va tinh trang chung cua chudt trong 7 ngay sau khi uéng thudc. Két qua quan sat
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cho thiy, tat ca chuét trong cac 16 khdng co hién tuong gi dic biét, an udng, van
dong binh thuong, phan kho, khong cé chudt ndo chét trong 72 gio sau udng thude.
07 ngay sau khi uéng “Ha m& NK”, tat ca chuot déu sbng va khong thay gi bat
thuong & tat ca cac 16. Vi khong c6 chudt chét ¢ 16 nao nén chua xac dinh duoc
LDs, cua “Ha m& NK” theo dudng ubng bang phuong phap Litchfield — Wilcoxon
[86]. Nhu vay, chuét nhit tring d3 uéng “Ha m& NK” & liéu téi da 75ml/kg twong
g voi 17,85 gam/kg khéng cé biéu hién doc tinh cap, khéng thay biéu hién gi bat
thuong sau 1 tuan ké tir ngay udng “Ha m& NK” lan dau. Gia tri LDsg cua “Ha m&
NK” duoc uwéc tinh 16n hon 17,85 g/kg thé trong- lidu gap 35,41 lan lidu dung du
Kién trén ngudi nhung khéng co doc tinh cap trén chudt nhat, theo duong udng
(Tinh nguoi 16n truang thanh 50 kg, hé sd ngoai suy trén chudt nhat 12, lidu tdi da
2,1 gam Ha m& NK/ngay/ngudi). Vi gid tri LDsg ndy, Ha md NK c6 thé duoc phan
loai vao nhém thube khong c6 doc tinh [84],[85],[98],[99].

4.2.1.2. Béc tinh ban trieong dién:

Nghién ciru doc tinh ban truong dién 1a nghién ctu duoc thyc hién bang cach
cho dong vat thi nghiém uéng thuéc thir hang ngay lién tuc trong mot thoi gian nhat
dinh. Muc dich cua thir doc tinh dai ngay 1a xac dinh kha nang dung nap cta dong vat
thi nghiém khi ding mau thar nhiéu lan. B4i twong nghién ciu cua doc tinh ban
truong dién thuong 1 tho, chudt cng trang hodc ca hai loai [83]. Theo hudng din
cua Bo Y té, truong hop mau thir khéng thé hién doc tinh cap hoic rt it doc co thé
thir doc tinh dai ngay trén mot loai dong vat (gam nham) [86]. Can cir vao két qua cua
nghién ctru doc tinh cap, “Ha md NK” duoc phan loai vao nhém thube khong cé doc
tinh. Nhém nghién ctu lya chon déi twong nghién ctu 1a chudt cong trang, mot loai
nay d& nudi va cac chi s nghién ctru twong dbi 6n dinh. Theo hudng dan cia WHO
va BYT vé danh gia tinh an toan cua thudc ¢ ngudn goc thao duoc, thoi gian nghién
ctru doc tinh ban truong dién phu thudc vao thoi gian du kién dung thube trén nguoi
[86],[98]. “Ha m& NK” duoc dy kién dung trén ngudi 1a 4- 8 tuan. Nhdm nghién cau
tién hanh danh gia doc tinh ban truong dién cua “Ha md NK” trén chudt cong trang
trong thoi gian 12 tuan, véi 2 muc lidu: 0,25g cao kho duoc lieu/kg/ngay (lidu co tac

dung twong dwong lidu du Kién trén ngudi, tinh theo hé sb ngoai suy 6) va lidu cao
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gap 3 lan liéu trén (0,75g cao khd duoc lieu/kg/ngay). Panh gia doc tinh ban trudng
dién cua mot thude y hoc ¢ truyén nén kiém tra cang nhiéu chi sb cang tét. Cac chi
tiéu dé danh gia doc tinh ban truong dién bao gom: tinh trang chung va thay déi trong
lwong, cac chi sb huyét hoc, cac chi sé sinh hoa danh gia chirc ning gan, than va dic
diém giai phau bénh [86]. Két qua nghién ctru doc tinh ban trudng dién cia “Ha ma
NK” sau 12 tuan trén chudt céng trang cho thay:

& Anh huong cia “Ha mo NKdén tinh trang chung va su thay déi thé trong

cua chugt.

Tinh trang chung va su thay d6i thé trong caa dong vat thuc nghiém la chi s6
bat budc phai theo ddi dinh ky khi tién hanh nghién ciru doc tinh ban truong dién.
Thong s6 nay phan anh tinh trang sic khoe cia dong vat trong sudt thoi gian udng
Ha m& NK. Theo ddi trong sudt thoi gian nghién ciu, chudt & ca 3 16 (16 ching sinh
hoc va 2 16 tri) déu an uéng, hoat dong binh thudng, mat sang, 16ng muot, phan kho.
Bén canh kha ning tiéu thu thirc dn, nuéc udng, phan, nudce tiéu thi su thay doi can
nang doéng vai trd nhu mot dau hiéu nhan biét tinh trang sirc khoe caa dong vat thi
nghiém. Két qua tir biéu do 3.1 cho thay: Sau 12 tuan udng “Ha m& NK”, trong
lugng chudt o ca 3 16 déu tiang so véi truéc khi nghién ciu. Trong lugng chudt céng
trang cac 16 dung “Ha md NK” ¢6 muc d6 gia tang it hon so véi 16 chiing sinh hoc,
day ciing 1a mot khia canh mong muén dugc danh gia trén 14m sang vé tac dung
giam can ning trén bénh nhan réi loan lipid mau co thira can hoic béo phi. Tuy
nhién muc do gia tang trong lugng chudt gitra cac 16 nghién ciru khong c6 y nghia
théng ké (p>0,05).

Nhu vdy, “Ha md NK” ¢ 2 mac liéu 0,25g/kg/ngay va 0,75g/kg/ngay déu
khéng 1am anh huéng xau téi tinh trang chung va mtc d6 thay doi thé trong cua
chuot khi ubng “Ha m& NK” lién tuc trong 12 tuan.

% Anh huéng cia “Ha m& NK” dén hé thong tao mdu.

Hé thdng tao mau 1a mét trong sé co quan dich nhay cam nhat véi cac hop chat
¢6 doc tinh va ddng thoi ciing 13 chi s6 quan trong phan anh tinh trang sinh Iy va bénh
ly & ngudi va dong vat [86]. Mau 1a mot trong cac to chic quan trong vi mau lién
quan mét thiét voi moi co quan, bd phan trong co thé. Vé mat bénh ly, méau chiu anh
hudng cua tat ca cac to chire, ddng thoi ciing bi anh huang va phan anh tinh trang cia
chinh co quan ta0 mau. DPé danh gia anh huong cua “Ha mo NK” dén chirc nang tao
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méu, nhom nghién cau tién hanh xac dinh sd lwong hong cau, hemoglobin,
hematocrit, thé tich trung binh hdng cau, sé lugng bach cau, cong thuc bach cau va
s6 lwong tiéu cau trong mau chudt cng trang.

Két qua nghién ciu bang 3.2. va 3.3 cho thay: su thay doi sé luong hdng cau,
ndng d6 hemoglobin, hematocrit, thé tich trung binh hong cau, sé luong bach cu,
cdng thirc bach cau va sé luong tiéu cau tai cac thoi diém sau udng “Ha md NK” 4,
8, 12 tuan khong c6 su khac biét gitta 2 16 dung “Ha m& NK” liéu 0,25g/kg/ngay va
0,75g/kg/ngay so véi 16 chieng va so voi truge khi dung thude (p > 0,05).

Nhu vay, “Ha m& NK” ¢ 2 muc lidu 1a 0,25 g/kg/ngay va 0,75g/kg/ngay
khong gay anh huéng xau dén co quan tao méau cua chudt cng trang.

% Anh huong cua “Ha mo NK” den muc do ton thuwong té bao gan va chikc

-

nang gan.

Trong co thé gan 1a co quan dam nhan nhiéu chirc ning rat quan trong, phic
tap. Gan con 1a noi thudc dugc chuyén héa va thai trir. Khi dwa thude vao co thé,
thudc c6 thé gay doc cho gan, 1am tén thuong gan, anh hudng dén chirc nang gan.
Vi vay, nghién citu anh huong cia thude dén chirc nang gan 1a rat can thiét khi danh
gia doc tinh caa thude.

Két qua bang 3.4. cho thiy hoat 46 AST va ALT trong mau chudt & 16 udng
“Ha m& NK” liéu 0,25 g/kg/ngay khong c6 su khac biét c6 ¥ nghia thong ké so vai 16
chtng va khi so sanh giita cac thoi diém trudc va sau khi udng thude thir 4, 8, 12 tuan
(p > 0,05); & 16 udng “Ha m& NK” liéu 0,75 g/kg/ngay tai thoi diém sau 8 tuan, hoat
d6 ALT trong méu chudt ting c6 ¥ nghia théng ké so véi trude nghién ctru (p<0,001),
song sau 12 tuan nghién ctru, hoat d0 ALT khong c6 su khac biét so véi 16 ching
sinh hoc (p>0,05). Do vy, “Ha m&d NK” & 2 mic liéu di dung khong giy ton thuong
té bao gan cia chudt. Két qua ndy ciing tuong ing voi nhitng qua sat dai thé va vi thé
gan chudt & tat ca cac 16. Tai thoi diém két thuc nghién ctru, quan sat dai thé gan
chudt cdng & cac 16 déu co kich thude mau sic va mat do trong gi6i han binh thudng.
Hinh anh vi thé 16 chimg va 2 16 trj déu khéng c6 su khac biét, cu thé 1a khong c6 sy
dao 10n cau trlic gan, khdng c6 xo hoa, khong c6 xAm nhap viém (phu luc 12).

Gan 1a co quan c6 nhiéu chtrc ning quan trong trong tong hop, chuyén hoa céac

chat trong co thé nhu: protid, lipid, tao mat,....
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Véi qua trinh chuyén hoa protein, gan tong hop phan 16n protein trong huyét
thanh (albumin, globulin, yéu t6 déng mau...) Albumin 1a thanh phan protein quan
trong cua co thé. Albumin chi duoc téng hop & gan. Mot trong nhitng nguyén nhan
gay giam albumin trong mau Ia suy giam chtc ning gan. Pinh luong nong do
albumin huyét thanh gitip danh gia chirc niang tong hop protein caia gan [100],[101].

Bilirubin (sic t6 mat) 1a san pham giang hoéa caa hemoglobin. Bilirubin c6 2
loai: bilirubin tryc tiép va gian tiép. Gan tham gia vao qué trinh lién hop bilirubin
gian tiép thanh bilirubin truc tiép dé d6 vao duong din mat.Vi vay, dinh luong
bilirubin toan phan trong mau c6 thé danh gia anh huong cua thubc dén chic ning
chuyén hda va bai xuat mat caa gan [100],[101].

Gan con ¢6 chire nang tong hop va chuyén hoda lipid. Cholesterol 1a mét trong
nhitng thanh phan lipid chinh trong hé thdng tuan hoan dugc gan tong hop. Vi vay,
dinh luwong cholesterol trong mau c6 thé phan anh anh huéng cua thude dén chire
nang téng hop lipid cua gan [100],[101].

Két qua nghién ciru bang 3.5. cho thay sau 12 tuan udng “Ha m& NK” & ca hai
muc liéu 0,25g/kg/ngay va 0,75g/kg/ngay, nong do bilirubin toan phan, aloumin va
cholesterol trong mau chudt & ca 2 16 tri déu khdng co su khac biét so véi trudc
nghién ciru va so véi 16 chang tai cing mot thoi diém nghién ciu (p > 0,05). Piéu
nay cho thay “Ha m& NK” khong lam anh huéng dén chirc ning gan & ca 2 muc
lidu da dung.

Nhu ching ta d3 biét, trong cac thude hoa duge dung dé diéu tri RLLM hién
nay, hai nhém thudc duoc ding pho bién 14 statin va dan xuat acid fibric, ca 2 nhém
nay déu co tac dung khéng mong muén dang luu ¥ 1a doc tinh trén gan, 1am ting
transaminase trong mau. “Ha m& NK” khong giy t6n thuong té bao gan, khéng 1am
thay doi hoat 6 ALT va AST trong mau chudt cong tring, diéu nay budc dau cho
thay day 1a mot wu diém cua “Ha md NK” - mot ché pham Y hoc ¢b truyén diéu tri
hoi chung RLLM.

* Anh huong cua “Ha mo NK ' dén chirc nang than.

Dénh gia cdu tric va chirc ning than 1a mot yéu cau bat budc khi nghién cau
doc tinh cua cac san pham hoac thubc méi [98]. Than 1a co quan bai tiét cia co thé

va 1a mot trong hai con dudng chinh dé thai trir thude khoi co thé. Nhu mo than rat
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d& bi t6n thuong. Than c6 dic diém 1a d& bi ngd doc hon cac méd khac vi 1a mé co
nhiéu mau qua nhat [103]. C6 thé danh gia chtrc ning thin théng qua dinh luong
ndng do ure va creatinin trong huyét thanh. Uré trong mau duoc tao ra tir qua trinh
phan hay protein c6 trong thuc pham. Uré loc duoc qua cau than va khoang 40%
dugc tai hap thu ¢ ong than, bi anh huong boi ché d6 an hang ngay. Nong do
creatinin trong mau l1a chi s6 thuong duoc dung dé danh gia va theo ddi chic ning
loc cau than. Creatinin 1a thanh phan dam trong mau 6n dinh nhat, hau nhu khong
phu thudc vao ché do an hoic nhimng thay d6i sinh Iy ma chi phu thudc vao kha
ning dao thai caa than. Khi cau than bi ton thuong, ndng do creatinin ting sém hon
ure, do vay dé danh gia va theo ddi chirc nang than, creatinin mau la chi tiéu quan
trong va tin cay hon ure [101], [102].

Nong do creatinin tai biéu d6 3.2. cho thay trong mau chudt khdng co su khac
biét gitta 16 tri 1 va 16 tri 2 so véi 16 ching tai cac thoi diém nghién cau va so séanh
gira hai thoi diém trude va sau khi udng “Ha md NK” (p > 0,05). Hinh anh dai thé va
vi thé than chudt céng tai thoi diém két thic nghién ctu 12 bang ching khang dinh
nhan dinh nay. Trén dai thé, ¢ ca 3 16 ¢ than kich thudc, mau sic, mat do binh
thuong. Trén anh vi thé, cau than caa chudt céng trang o 2 16 tri va 16 chang cé hinh
thai, ciu tric trong gidi han binh thuong, khong c6 hién tuong xo hoa, khong co ting
sinh té bao (phu luc 12). Nhu vay, “Ha m&d NK” véi 2 muc liéu da ding khong 1am
anh huong dén chirc ning than caa chudt cong tring sau 12 tuan udng “Ha md NK”.

Két lugn: Két qua nghién ctru di chirng minh “Ha m&d NK” udng trong 12 tuan
lién tuc da khong gay doc tinh ban treong dién trén chudt cong trang, cu thé 1a khéng
anh huong dén céc chi s6 danh gia chirc ning ciia co quan tao mau, khéng gay ton
thuong cau triic gan, chirc nang gan (chuyén hda protein, chuyén hoa lipid, bai tiét
mat), khong c6 tac dong xau dén chirc ning loc cua cau than. Vai céc két qua nghién
ctu vé doc tinh & trén, c6 thé phan loai “Ha m& NK” vao nhom thude khong co doc
tinh cip va khong c6 doc tinh & liéu 13p lai trong 12 tuan trén chudt cong tring.

4.2.2. Tac dung cia vién nang “Ha mé NK” trén mo hinh gay réi logn lipid mau
thwe nghiém.

Ty 1& mac béo phi, RLLM va dai thao duong ngay cang gia ting dang ké. Sy

gia tang luong duong va chat béo bao hoa, cling nhu thay do6i 16i sdng, sinh hoat, it
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van dong c6 mot vai trd quan trong trong sinh 1y bénh cua céc bénh Iy nay [103]. Bé
nghién ctiru danh gia mot thude ¢ tac dung diéu chinh RLLM thi trude hét phai gay
dugc md hinh RLLM trén thuc nghiém. Trong d6, c6 thé la md hinh gdy RLLM
mén tinh theo co ché ngoai sinh bang cach dua cholesterol, sucarose trong mét thoi
gian dai theo duong thirc an hodc c6 thé gay ting cholesterol mau cap tinh theo co
ché néi sinh bang cac chat dién hoat bé mit khong ion héa lam ting tdng hop
cholesterol hoic c6 thé phdi hop ca hai co ché ndy. Nhém nghién ciru da lua chon
hai mé hinh tang lipid mau khi danh gia tic dung cua “Ha m& NK” theo 2 co ché
noi sinh va ngoai sinh.

4.2.2.1. Tac dung cua “Ha mé NK ”trén mé hinh gay réi logn lipid mau theo
co ché néi sinh.

M6 hinh RLLM theo co ché néi sinh duoc thuc hién bang cach dung cac chit
hoat dong bé mit khong ion hod nhu Tween 80, Triton WR-1339 hoac Poloxamer
407 (P-407) duong toan than ma khong can ding téi nguon lipid ngoai sinh bé sung
bang duong thirc an. Cac chit nay da duoc ching minh co ché 1am rdi loan qua trinh
chuyén hoa cua cholesterol tai gan. M6 hinh giy ting lipid méu theo co ché ndi sinh
bang céc chat hoat dong bé mat nhu Poloxamer 407 (P- 407) 1a mé hinh dugc nhiéu
nha nghién ciru ap dung dé danh gia sang loc cac thude diéu tri RLLM [104], [105].
Theo nghién ctu trén thé gisi, dong thoi tham khao céc nghién ctu trong nudc cia
tac gia Nguyén Trong Thong, Nguyén Phuong Thanh, liéu dung P-407 trén chuot
nhét tring 1a 200 mg/kg chuét [89], [106], [107]. Sau khi tiém mang bung P-407,
nong do lipid mau bat dau tang va dat cuc dai sau 24 gio, sau d6 giam dan vé binh
thuong. Do vay, nhdm nghién ctiru chon thoi diém 24 gio sau khi tiém P-407 dé dinh
lwong danh gia ndng d6 lipid mau cua chuot thi nghiém. Tat ca chudt & cac 16 sau khi
duoc tiém P-407 déu khong c6 dau hiéu bat thuong nao vé tinh trang chung nhur:
chudt van hoat dong binh thuong, nhanh nhen, mét sang, 16ng muot, phan kho, khong
c6 chudt nao chét. Két qua nay hoan toan phu hop véi cac nghién cau trude dé tién
hanh trén chudt nhat trang[107]. Piéu d6 cho thdy P-407 1a mot chat c6 hiéu qua va
an toan trong viéc gdy mo hinh RLLM noi sinh trén dong vat thi nghiém. Nhom

nghién ciru sir dung P-407 dé gdy mé hinh danh gia tc dung cua “Ha m& NK”, thudc
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d6i chimg duoc dung la Atorvastatin - mot dan xuat nhom statin. Atorvastatin c6 cau
tric gan gibng HMG- CoA nén uc ché canh tranh véi HMG- CoA reductase, 1am
giam tong hop cholesterol, dong thoi 1am ting receptor LDL & mang té bao, nén dugc
uu tién lya chon trong trrong hop tiang cholesterol mau. Vi vy, atorvastatin dugc lua
chon l1am thuéc ddi chung trong nghién ctu [108],[109]. Trén lam sang, din xuit
statin thuong chi dat tac dung sau 4 tuan dung thude, nhung vi thoi gian thuc hién mo
hinh néi sinh ngin thoi gian uéng thudc thir hodc thude ddi ching trong 7 ngay nén
phai chon liéu thude dbi chitng chuén rit cao méi cd thé danh gia duoc tac dung diéu
chinh rdi loan lipid méu. Ayman Saber Mohamed (2018) da dung atorvastatin 80
mg/kg trén chudt cong trang 1am thudc tham chiéu dé so sanh, do d6 nhdm nghién
ctu chon liéu atorvastatin 100 mg/kg/ngay trén chudt nhat trang (gap khoang 5 lan
lidu diéu trj trén chudt nhat c6 tac dung twrong dwong lidu diéu tri trén ngudi) [109].

Két qua & bang 3.7 cho thay, atorvastatin 100 mg/kg lam han ché rd rét cac
RLLM, Iam giam noéng do TC va non - HDL- C so véi 16 md hinh (giam 22,7% va
32,7%). Tuy nhién, nong d6 TG lai ting trong mo hinh nay, atorvastatin chua c6 tac
dung giam TG. “Ha m&d NK” liéu 0,5 g/kg/ngdy chua lam giam chi sé TC va non —
HDL- C so v&i 16 md hinh. O liéu 1,5g/kg/ngay lam giam déng ké nong do TC va Non-
HDL-C (22,9% va 27,9%) tuong duong vai 16 dung Atorvastatin 100mg/kg/ngay cé y
nghia thong ké so véi 16 md hinh (p<0,001). Ha m& NK ciing chua cé tac dung giam
TG. Nghién cttu caa Nguyén Phuong Thanh gay mé hinh ting lipid noi sinh bang P-
407 ciing thu duoc két qua tuong duong [108]. P-407 \ic ché truc tiép lipoprotein
lipase mao mach (LPL), mot enzym thuy phan TG huyét twong nén lam ting rat cao
ndng d6 TG. Do nong do TG ting qua cao nén & c4c |6 udng atorvastatin va “Ha md
NK” déu chwa nhan thiy c6 sy thay doi nong do TG so véi 16 md hinh mic du céc
thudc thir da duoc udng kéo dai 7 ngay trudc khi gay mo hinh.

M6t s6 vi duoc liéu trong thanh phan cua “Ha md NK” ciing dd dugc ching minh
tac dung ha lipid théng qua co ché thay ddi hoat dong ciia cac enzym trén. Nghién ctu
tai Trung Quéc cho thiy, Thao quyét minh duoc st dung dé phong ngira va diéu tri
chimg tang lipid mau théng qua co ché wc ché tong hop cholesterol, chiét xuat ethanol

va chiét xuat bang dung méi nuée cua Thao quyét minh lam giam déng ké nong do TC,
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TG va LDL-C trong huyét thanh, dong thoi 1am ting nong d6 HDL-C [110]. Ngoai ra,
su hién dién cua hesperidin c6 trong cao Tran bi da duoc nghién ciu cua Raushan
Kumar va cong su (2021) chirng minh c6 tac dung lam giam TC, TG trén chuét cong
trang bi rdi loan lipid mau bang P-407 [111]. Rauushan chi ra rang, hesperidin cé tac
dung bao vé chdng lai cac stress oxi hda va sy mat can bang oxy héa khir do P-407 gay
ra & chudt. Bén canh d6, hop chit flavonoid nhu quercetin trong Ha khd thao, Thao
quyét minh va L& sen gidp wc ché sinh tong hop cholesterol bang cach tc ché HMG
Co-A reductase, enzym dong mét vai trd quan trong trong viéc kiém soat nong do lipid
trong huyét twong va cac mé khéac, ddng thoi 1am ting sy biéu hién cia enzym C7aH
tang chuyén hoa cholesterol thanh acid mat, tir 6 1am giam nong do TC trong mau,
g6p phan diéu chinh tinh trang RLLM do P-407 gay ra [111].
4.2.2.2 Téac dung diéu chinh lipid méu cia “Ha mé NK” trén mé hinh gdy roi loan
lipid mau ngoaqi sinh

M6 hinh gdy RLLM theo co ché ngoai sinh duoc thuc hién trén chudt cong
trang vi day la dong vat an tap, c6 ché do an tuong tu nhu & nguoi, khi gdy mé hinh
s€ dem lai hiéu qua cao hon va phan anh duoc bénh Iy twong tu nhu ¢ trén nguoi.

Duya vao cac nghién ctu trén thé giéi, mé hinh tai Viét Nam c6 b sung thém 2
chat 1a acid cholic va PTU, dong thoi diéu chinh ham luong acid cholic va PTU theo
nghién ciu cia Nguyén Trong Thong va Nguyén Phuong Thanh dé gay mé hinh
RLLM ngoai sinh trén chudt cong trang véi muc dich van gy duoc mo hinh dé danh
gia tac dung cua thudc, nhung han ché duoc sé luong acid cholic phai si dung, tiét
kiém dugc chi phi [89]. Sau 2 tuan, ¢ 16 md hinh (uéng hon hop dau cholesterol,
khéng uéng thudc), nong d6 TC va LDL- C da tang so vai 16 ching sinh hoc: TC
tang 16,6%, LDL- C tang 35,9% v&i murc y nghia thong ké p < 0,05. Sau 4 tuan uéng
hdn hop dau cholesterol, nong d6 TC va LDL- C tiép tuc tang cao hon (TC ting
28,9%, LDL- C ting 58,7%) su khéc biét c6 y nghia thdng ké (p<0,001; 0<0,01)
(bang 3.8). Nong d6 TG tang so véi 16 chang sinh hoc tai cac thoi diém, tuy nhién su
khéc biét 1a chua co v nghia théng ké. Nhu vay, sau 4 tuan ubng hdn hop dau
cholesterol, tat ca cac chi so lipid trong mau chudt déu ting rd rét so véi 16 chiing

trang, trong d6 cholesterol ting som va ting cao hon TG.
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Trén mo hinh nay, atorvastatin dung liéu 10 mg/kg/ngay trén chuét cong tring
(trong duwong véi lidu co tac dung trén nguoi), dd duoc nhiéu nha nghién ctu trén
thé gi6i va trong nuéc st dung [31]. Tir s liéu ¢ biéu dd 3.4 va bang 3.9 cho thay,
sau 4 tuan tién hanh nghién ctu “Ha m& NK” ca 2 liéu 0,25g/kg/ngay va 0,75g/kg/
ngay déu c6 xu huéng giam nong d6 TC lan luot 1a (4,5%- 4,1%) va LDL-C (24%-
17%) so vai 16 md hinh. Xu huéng 1am ting ndng d6 HDL-C & 16 ubng “Ha m&
NK” liéu 0,25 g/kg/ngay. Két qua nghién ciru nay cho thdy “Ha md NK” da dap
tmg duoc nhitng muc tiéu chinh trong quan 1y va diéu tri RLLM: giam ndng d6
LDL-C/non-HDL-C va ting nong d6 HDL-C [112].

Nhu vay, vién nang “Ha md NK” da thé hién duoc tac dung han ché rdi loan lipid
mau trén ca hai md hinh gy RLLM theo co ché noi sinh va ngoai sinh.

Thanh phan cta “Ha md NK” gom 9 vi duoc liéu, mot s vi trong thanh phan
cua “Ha m& NK” da duoc st dung trong cac bai thude diéu tri rdi loan lipid mau.

Trén thé gidi cling nhu tai Viét Nam d c6 nhiéu cong trinh nghién cau vé tac dung
diéu tri RLLM cua céc vi thudc c6 trong bai thude “Ha md NK”. Tac dung ha lipid mau
la nhor sy phdi hop ciia cac thanh phan nay. Triterpenoid va alkaloid tir L& sen cd tac
dung tic ché hoat dong cua alpha-amylase va lipase, han ché hap thu lipid va carbohydrat,
tang toc chuyén héa lipid, tc dung nay phu thudc vao nong do [52]. Hon nita, Zhou T d
chirg minh cac flavonoid nhu quercetin, isoquercitrin, catechin, hyperoside va astragalin
tir L4 sen duoc dung dudng udng mdi ngay mot Ian trong 28 ngay, két qua cho thay nong
d6 TC va TG trong huyét thanh giam dang ké, dong thoi 1am tang mic HDL-C [52].
Hesperidin trong Tran bi 1am giam dang ké ham lugng TC, LDL-C cta chudt cé ting
lipid mé&u ché d¢ an giau chat béo. Hesperidin c6 thé cai thién tinh trang ting cholesterol
trong mau va gan nhiém m& bang cach wc ché tong hop va hap thu cholesterol, diéu
chinh sy biéu hién mARN cua RBP, C-FABP va H-FABP [60]. Mot nghién ciru ¢ Trung
Quéc ndm 2009 cho thay, san pham chiét ethanol ctia Tran bi da lam giam luong chat
béo trung tinh, giam TC va LDL-C ¢ dong vat thyc nghiém dugc an ché do giau ning
lugng, nhung khong 1am thay dbi hoat do enzym AST va ALT trong mau, chang to
khong gay ton thuong té bao gan chudt [61]. R& co tranh khdng truc tiép 1am giam hap

thu cholesterol, tuy nhién nhitng con chudt dugc diéu tri c6 sy giam cholesterol mot cach
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gian tiép cd thé do giam tdc do hap thu cholesterol [63], [64]. Ban ha nam ché véi thanh
phan chinh 1a - sitosterol c6 tac dung Iam giam cholesterol trong méu, wc ché hip thu
cholesterol tir rudt [66].
4.2.3. Tdc dung chéng xo vita dng mach ciia”’Ha mé NK” trén thuc nghi¢m

Co ché bénh sinh cha yéu ciia XVDM 1a su ling dong va duy tri caa cholesterol
trong thanh dong mach. Viéc 1am giam ndng do cholesterol da duoc chang minh mot
cach rd rang gilp lam giam cac bién ¢ tim mach va ngin ngira sy phat trién cua
XVDM [15]. XVDM duoc dac trung boi hoi chitng RLLM kém theo tinh trang viém
thanh mach. Phan &ng viém xay ra do sy suy giam chirc ning cta cac té bao ndi mo
mach mau, sy phét trién cta cac phan tir két dinh va sy xam nhap cua bach cau trung
tinh, tham nhap vao ndi mac dong mach va nhanh chdng bién di thanh dai thuc bao.
XVDM la mét bénh da yéu t6; mot sb yéu té di truyén va méi truong gop phan vao su
phét trién caa bénh. Méi lién hé chat ché gitta mot s6 loai RLLM (nhu ting cholesterol
mau, tang triglycerid mau, ting lipid mau két hop, phytosterolemia, v.v.) va su phét
trién cua cac ton thuong XVDM da dugc ghi nhan béi mét sé thir nghiém 1am sang va
nghién ctu dich t& hoc thuc nghiém. Tho 14 loai dong vat khé thich hop dé gay mé hinh
nghién ciru XVDM boi mot sé dic diém vé chuyén hoa Lipid trong tu & ngudi: thanh
phan cac Lipid chira apoB, kha ning san xuat VLDL chira apoB-100 cia gan, hoat
dong cua CETP huyét twong va kha niang hap thu tot cholesterol trong thire an, do vay,
kha ning hinh thanh mang xo vita ¢ thd nhanh hon & chudt. Ton thuong xo vira cta
tho chu yéu hinh thanh & quai PMC va PMC nguc, khéng giéng véi vi tri hay gap
XVDM nhit & nguoi 1a DPMC bung. Pay 1a ly do vi sao trong nghién ctru danh gia
tac dung cua thude trén mo hinh XVBM thi cac tac gia thuong danh gia tinh trang
XVDM dua vao hinh thai md bénh hoc PMC doan ngay truéc khi d6 vao dong
mach vanh cua tho.

Tir s6 liéu ¢ cac biéu do 3.5 va 3.6 cho thay: atorvastatin liéu 2,4 mg/kg va

“Ha m& NK” & ca 2 liéu thé hién tac dung ha lipid mau rd rét: nong d6 TG, TC,
LDL-C giam rd rét ¢ ca 3 16 udng thudc so véi 16 mo hinh (p < 0,01; p<0,001). Téc
dung cai thién tinh trang XVDM cua “Ha m& NK” con duoc thé hién qua hinh anh
vi thé ctia PMC va gan tho (phu luc 13). Gan nhiém md la tinh trang tich liy m&
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trong céc té bao gan [113], RLLM la mét trong nhitng nguyén nhan hay gip gay
nén tinh trang thodi héa m& cua gan. Vi vay, danh gia tinh trang gan nhiém mé&
thong qua hinh anh md bénh hoc cia gan ciing gop phan danh gia hiéu qua diéu tri
RLLM. Tur két qua nghién ctu ¢ bang 3.11 c6 thé thay hoat d6 AST va ALT ting
cao rd rét ¢ 16 udng atorvastatin 2,4 mg/kg so vai cac 16 con lai trong nghién cau,
su khac biét c6 y nghia théng ké voi p < 0,001. Két qua nghién ctru nay di cho thay
rd tac dung khdng mong muébn khi st dung statin kéo dai dé diéu tri RLLM. Pay
chinh 12 mot trong cac ly do khién céc thudc c6 ngudn gdc tu nhién, vira mang lai
hiéu qua diéu tri vira han ché duoc céc tac dung khéng mong mudn cho nguoi bénh
ngay cang dugc quan tdm nghién ctu va phat trién. Ca 2 muc lidu “Ha md NK” 1am
tang ndong 46 AST so0 véi 16 md hinh (p <0,05), tuy nhién hoat d6 ALT khéng c6 su
khac biét khi so véi 16 mo hinh. Két hop véi hinh anh dai thé va vi thé gan cho thay,
gan & céc 16 udng atorvastatin va “Ha md NK” giam hon so véi 16 mo hinh, dic biét
muc do ton thuong gan nhe nhat ¢ 16 ubng ‘Ha md NK” liéu thap 0,126g/kg/ngay.
Nhu vay, “Ha m& NK” ¢6 tac dung diéu chinh RLLM, dong thoi cai thién duoc tinh
trang ton thuong cua gan.

Pé khang dinh tac dung lam giam XVDM, danh gia hinh thai mé bénh hoc
PMC ctia 5 nhdm tho nghién ciu. Hinh anh dai thé va vi thé BPMC cua tho (phu luc
10) da cho thay hiéu qua gilp han ché XVBM cua atorvastatin va ‘Ha md NK” thé
hién tac dung tt hon ¢ liéu thap. Panh gia mirc do ton thuong theo thang diém cho
thiy: atorvastatin va ‘Ha m& NK” liéu thap gilp cai thién tén thuong thanh mach t6t
hon liéu cao so véi 16 mé hinh. Hinh anh xung quanh tim, phéi, mach méu c6 nhiéu
m&, dong mach chi day Ién, long mach khéng nhan, mang xo vita duoc quan sat rd
0 16 mo hinh. Statin da dugc chitng minh co tdc dung ngéan ngura sy hinh thanh va
6n dinh mang xo vita v6i mot s6 co ché 1 rang: co ché chdng viém véi cai thién
chtc ning ndi mac mach 1am ting giai phong NO, giam su két dinh bach cau, tc
ché giai phong CRP (C-reactive protein, protein phan tng C); co ché chéng oxy héa
Vi e ché hoat dong cua NAD(P)H oxidase, giam sy hinh thanh cua cac superoxid,
ddng thoi giam sy hinh thanh cac LDL bi oxy héa; mot s6 co ché khac nhu ting
téng hop collagen, &c ché sy giai phong cac metalloproteinase — enzym tiéu protein
— boi cac dai thuc bao duoc hoat hoa [114].
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Dua trén cac khao st hiéu luc don 1¢ cua mot sé duoc liéu thanh phan cua
“Ha m& NK” cho thay: Hesperidin, thanh phan héa hoc chinh caa Tran bi, ¢ thé
lam giam phan &ng viém do wc ché hoat dong cua inducible nitric oxide synthase
(iNOS) va cyclooxygenase-2 (COX-2) [60], [114]. Cac nghién ciru duoc ly hién dai
da phat hién ra rang Tran bi di duoc bao cdo 1a 1am giam t6n thuong do thiéu méu
cuc bd co tim va xo vira dong mach, c6 kha nang cai thién tinh trang nhiém doc gan
do lipopolysaccharid gy ra c6 thé bang cach ngin chin tac dong giy doc té bao cua
NO va céc gbc tu do [114]. Saponin - mot hoat chat sinh hoc trong Nguu tat c6 thé
lam giam céc dau an sinh hoc gay viém, diéu chinh chuyén héa lipid, chéng xo vira
dong mach [115],[116]. Hong-Yu lin va cong su (2009) da ching minh tac dung
chéng oxy héa cua flavonoid - cac thanh phan hoat tinh tir L& sen dwgc phan lap
duéi dang quercetin va glycosid c6 tac dung wc ché manh mé quéa trinh oxy hoéa
LDL va kha ning quét gbc tu do DPPH, wc ché qué trinh oxy héa LDL [117]. Ngoai
ra, su hién dién cua cac flavonoid nhu quercetin trong 14 L4 sen cho thay su ¢c ché
sinh tong hop cholesterol bang cach wc ché HMG Co-A. Enzym nay déng mot vai
trd quan trong trong viéc kiém soat nong do lipid trong huyét trong va cac mo
khac[117]. Rutin trong Hoe hoa tham gia vao qué trinh oxy hoa khir lam giam oxy
hoa Adrenalin bing cach tc ché canh tranh véi men Catecholamin-O-Methyl-
transferase, do d6 luong Adrenalin bi pha hay trong tuan hoan giam, tir d6 ting tac
dung tang strc dé khang mao mach. Rutin con lam tang truong lyc tinh mach, cung
cb strc bén thanh mach, chéng viém tic tinh mach do ¢ ché men Catecholamin-O-
Methyl-transferase, oxydase va Hyaluronidase, ha &p, giam cholesterol, Gc ché su
két tap tiéu cau, do d6 phong chéng dugc XVDM [67],[68].
4.3. Ban luan vé két qua nghién ciru trén 1am sang
* Liéu dung trén 1am sang:

Vién nang “Ha m& NK” duoc nghién ctu, xay dung cong thuc dua theo
thanh phan va ham lugng hoat chét cé trong bai thuéc & dang cao chiét tong.
Cong thtc phéi hop cua cac cao kho tirng duoc liéu dugc xac dinh véi lidu du
kién 2.1 gram/ngay twong duong 4 vién nang “Ha m& NK” 525mg . Tuy nhién,
sau khi danh gid nghién ctu hiéu qua trén dong vat thuc nghiém. Két qua bang

3.7 cho thiy vién nang “Ha m& NK” liéu cao 1,5g/kg ( gap 3 lan liéu dy kién
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lam sang/nguoi/ngay) co tac dung lam giam 22,9% TC va 27,9% non- HDL-C
trén chudt nhat trang gdy mé hinh RLLM néi sinh. Bang 3.9 “Ha m& NK” ca
2 lidu 0,25g/kg va 0,75g/kg lam giam c6 chon loc 24% va 17% LDL-C trén
chuot cbng trang gdy mé hinh RLLM ngoai sinh. “Ha m& NK” ca hai liéu
0,1269/kg va 0,378g/kg lam giam c6 chon loc TG trén thé gy mo hinh xo vira
mach c6 y nghia théng ké véi p<0,001. Chua thay c6 biéu hién doc tinh cap,
ban truong dién trén dong vat thuc nghiém. Qua tinh toan so bo, nhdm nghién
ctru xac dinh can ting liéu nghién ctru 14m sang 1én 6 vién/ngdy tuong duong
véi 3,15g cao kho duoc lidu, twong duong véi ¥ lidu co hiéu qua cao trén
chuot nhat trang gay mo hinh RLLM ndi sinh dé danh gia hiéu qua 1am sang.
4.3.1. Pdc diém chung cia bénh nhan nghién citu:

4.3.1.1. Bdc diém vé tudi va gidi, nghé nghiép

* Pc diém vé tuai:

Theo két qua bang 3.12. cho thay dic diém vé tudi: Nhom tudi tham gia
nghién ctiru nhiéu nhat 1a tir 60-70 tudi 40,50%, tiép dén nhdm tudi 50-59 14 26,45%
va nhom tudi 40- 49 1a 19,83%. Cudi ciing 12 nhdm tudi 30-39 véi 13,22%. Do tudi
trung binh caa nhém nghién ctu 54,13 + 10,97. Khdng cé su khac biét vé do tudi
gitta hai nhém véi p>0,05. Két qua nay twong dwong voi két qua nghién cau cua
Pham Thanh Ting 1a 41% & d6 tudi 60-69; 29% & do tudi 50-59; 17% & do tudi 40-
49 [76] va két qua nghién ctru cua Nguyén Thi Ngoc Chau véi tudi trén 60 1a 43,8%
va do tudi 50-59 1a 40,2% [73].

Nhom tudi cang cao, ty 16 RLLM cang 16n, thé hién su 3o héa lién quan dén
tinh trang réi loan chuyén héa trong d6 c6 RLLM. Theo YHHD ty 1é mic RLLM
ting & ngudi 16n tudi do hién twong sinh Iy ty nhién, qua trinh 130 hoa cua co thé,
thay doi cac chu ky sinh hoc, thay d6i hé théng mién dich, hé noi tiét, hé tim mach,
hé tiéu hoa... dan dén réi loan chirc ning chuyén hda, phi hop véi quy luat thién
quy cua YHCT.

Theo quan niém cua YHCT chtrc nang sinh 1y ca con nguoi phu thugc vao
thién quy, d6i voi nam chu ky 5x8= 40 tudi va nit chu ky 5x7= 35 tudi thién quy bat
dau suy; nam, chu ky 6x8= 48 tudi va nit, chu ky 6x7= 42 tudi thién quy bat du can,
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cong ning cac tang phu bat dau suy giam, dic biét 1a cong ning tang can, ty, phé,
than suy giam dan téi khong van hoa duoc thuy thap, van hoa thuy thap bi ngung
tré gay ra ching dam thap.

* Ddc diém vé gidi: Biéu do 3.7. cho thay: Bénh nhan tham gia nghién ciru cd ty
16 nam gidi 39,34% & nhom Ha ma NK; 41,67% & nhom Atorvastatin thap hon so véi
nir gidi 60,66% & nhom Ha m& NK; 58,33% & nhom Atorvastatin. Khong c6 su khac
biét vé gigi tinh gitra hai nhém véi p>0,05.Ty 18 nay twong dwong véi nghién ciu cua
D6 Linh Quyén [75] véi ty 1é nir 1a 60% va nam la 40%, nghién ciru caa Nguyén Thi
Ngoc Chau [73] véi ty Ié nam 1a 39,3% va nix 1a 60,7%, nghién cua Tran Thi Hong
Ngdi [74] voi ty 1& tir 58-64% & mdi nhém va nam tir 36- dén 42% & mdi nhom.
Nghién ctu nay khac so véi nghién ciu cia Pd Qudc Huong [71], do ddi tuwong
nghién cau trong nghién ciu 1a céc chién sy cong an nén ty Ié nam nhiéu hon nit.
Nhom nghién ctiru nhan thay ¢ mot méi lién hé giita RLLM va gidi, tuy nhién chua
tim duoc tai liéu nao n6i vé mai lién quan gitra RLLM va gisi. Bé ly giai diéu nay c6
I& do tdm ly ciia nam gidi thuong hay chu quan vé stc khoe nén it di kham bénh hon
nit giGi va nir gioi thuong it van dong thé luc hon nam, diéu nay cd thé cé lién quan
dén van dé tap thé duc hang ngay. Pay ciing 1a mét trong nhitng khuyén céo cua hiép
hoi tim mach ciing nhu hoi ndi tiét va chuyén hoa; 1a mot trong cac yéu té nguy co
gay nén tinh trang RLLM ciing nhu nguy co gay ra cac bién ¢ tim mach.
* Pic diém vé nghé nghiép

Bang 3.13 cho thay: Ngudi lao dong chan tay trong nghién ctru chiém ty 1¢ thap
nhit v6i 19,67% & nhom dung ‘Ha md NK”; nhdm ding Atorvastatin 15%. Bénh
nhan 1 can bo huu ¢ nhom ding ‘Ha md NK” chiém 32,79%; nhom dung
Atorvastatin chiém 31,67%. Nguoi lao dong tri ¢ chiém ty 16 nhiéu nhét véi 47,54%
6 nhom dung ‘Ha m& NK”; nhom dung Atorvastatin 53,33%. Gitra 2 nhom sy khac
biét khong c6 ¥ nghia thong ké (p>0,05) (Bang 3.13). Két qua nay twrong dong so véi
nghién ctru cia Pham Thi Bach Yén véi lao dong chan tay 13,54%, cong chirc vién
chrc 47,92% VA can bd huu 1a 38,54% [118].

Bénh nhén 14 lao dong tri 6c c6 ty 16 RLLM cao hon c6 thé do it van dong gay

nén. Theo YHCT, ty chu co nhuc, ngéi lau, it van dong hai ty, nam lau hai khi: “toa
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da hai ty, ngoa da hai khi”, ty khi hu khong van hoa dugc thuy thap sé giy & tré trong
co thé, phat sinh ching dam thap [38]. Nguoi lao dong tay chan hoat dong, van dong
nhiéu hon, it suy nghi cing thing nén ty 1é méc chimg dam thap it hon. Theo YHHD,
RLLM c6 mébi lién quan dic biét v6i cac cang thang than kinh, mét nhoc va cam xUc.
Do d6, viéc thu gidn, ting cudng van dong, hoat dong thé luc déu lam giam ling
dong cholesterol ¢ thanh dong mach va lam gidm hinh thanh méang vira xo dong
mach, gop phan phong bénh RLLM, VXDM [10],[15]. C6 thé noéi yéu tb nghé nghiép
cling c6 anh hudng t6i sy hinh thanh va phat trién ctia RLLM.

4.3.1.2. Thoi gian phat hién bénh:

Bang 3.17 cho thay: Pbi twong tham gia nghién cau chu yéu duoc phét hién
dudi 5 nam. Trong d6 phat hién dudi 6 thang 27,87% & nhom Ha m& NK, 26,67% &
nhom Atorvastatin; tir 6 thang dén 1 nam 26,23% & nhom Ha m& NK, 26,67% &
nhom Atorvastatin; tr 1-5 nam 26,23% & nhom Ha md NK, 28,33% ¢& nhém
Atorvastatin. Trén 5 nam sb bénh nhan it hon véi 14,75% & nhom Ha m& NK, 15% &
nhém Atorvastatin. Trén 10 nim s6 bénh nhan rat it véi 4,92% & nhém Ha ma NK,
4,13% & nhom Atorvastatin. Sy phan bd vé thoi gian phat hién bénh khéng cé sy
khéc biét gitta 2 nhom véi p>0,05. Ty Ié nay thap hon nghién cau caa Nguyén Thi
Ngoc Chau véi 96,6% [119] nhung cao hon so véi nghién cau cia DS Linh Quyén
V6i 58,35% [75]. Nguoi ¢6 RLLM thuong tham ling va chi duoc phat hién khi lam
xét nghiém. Thoi gian phat hién bénh som thé hién ngudi bénh quan tam dén suc
khoe ciia minh hon va theo ddi sirc khoe mét cach dinh ky, thuong xuyén. Doi voi
can bo vién chac hoic 1am cac co quan to chic, viéc kham sic khoe dinh ky duoc
dién ra hang ndm hozc 6 thang/lan thi viéc phat hién ra bénh som sé& 1a co hoi cho tat
ca moi nguoi duoc phét hién bénh va diéu tri kip thoi. Thoi gian phét hién bénh dbi
v6i RLLM s& g6p phan danh gia nguy co hinh thanh mang xo vita trong 10ng mach.
Thoi gian dudi 5 nam, theo nhiéu nghién ctru trong va ngoai nudc 1a khoang thoi gian
ma RLLM it gay bién chuing: thiéu ning vanh, tai bién mach mau ndo va ciing 1a
khoang thoi gian nguoi bénh c6 thé diéu tri, thay doi 16i song kip thoi dé phong tranh

cac nguy co tim mach c6 thé xay ra véi ban than...[10].
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4.3.1.3. Mét s6 yéu té nguy co ciia 2 nhém nghién ciru:

* Chi s6 khoi co thé: Két qua bang 3.15 va biéu dd 3.8. cho thiy, chi sé6 BMI
trung binh caa nhdm Ha m& NK la 23,62 + 2,32, tuong dwong v&i nghién ciu cua
P4 Linh Quyén véi 23,5 + 1,64 [74]; S6 bénh nhan thira can va béo phi do 1, 2 cua
nhoém Ha m& NK truéc nghién cau chiém ty 18 60,65 % thap hon so véi nghién cau
cia Pham Thi Bach Yén véi 69,79% [121] va cao hon so v&i nghién ctu cua
Nguyén Vinh Thanh véi 53% [120].

Kinh té ngay cang phat trién, thu nhap binh quan ngay mét ting cao tic dong
truc tiép dén cac nhu cau sinh hoat, trong d6 c6 nhu cau an uéng. Khau phan in trong
gia dinh duoc cai thién rd rang so vai trude day. Pong nghia lwong calo dua vao co
thé nhiéu hon luong tiéu thu ning luong hang ngay dan dén tinh trang béo phi. Ngoai
ra, thanh phan bita an khong can ddi véi nhiéu thuc pham co lwong acid béo bdo hoa
cao, nhiéu chat duong, it chat xo cang lam gia ting tinh trang béo phi. Thanh phan
bita dn khong can d6i két hop vai thdi quen ngai van dong... cang lam tinh trang béo
phi, tang can trd nén phé bién trong x& hoi hién dai. Tang can, béo phi dugc xem nhu
la van dé chung vé stic khoe vi né 1a nguy co dan dén nhiéu tinh trang bénh ly nguy
hiém nhu ting huyét &p, rdi loan lipid mau, dai thao duong va hau qua gay vira xo
dong mach. Nhiéu nghién ctu trong nudc va trén thé gigi da chung minh, béo phi
thuong di doi voi RLLM va 12 yéu t6 nguy co cia vira xo dong mach [121], [122]. Vi
vay, Viéc giam can giup cai thién TG, TC, lam giam LDL-C, tang HDL-C.

RLLM theo YHCT 1a do dam v6 hinh gdy bénh vai biéu hién trén 1am sang rat
da dang: thira can, béo phi, di lai nang ne, huyén vung... Mirc do nhe: triéu chung
giong nhu rdi loan tuan hoan ndo. Muc do ning c6 thé dan dén tai bién mach mau
ndo. Theo Hai Thuong Lan Ong “phi nhan da han thap” (nhiing ngudi béo phi thi
sinh han sinh thap nhiéu, dan dén dam thap tré tré). Nhu vay, chiang dam thap va
tinh trang thira can béo phi c6 mdi lién quan chit ché véi nhau [41]. Nguyén nhan
dam thap cha yéu 1a do ty hu khong van héa dugc thap, thap tu lai thanh dam.
DPam va thap két hop véi nhau sinh ra cac bénh lién quan dén ching d¢am thap nhu
béo phi, RLLM theo YHHD. Vién nang “Ha m& NK” vira c0 tac dung kién ty, vira

héa dam vi vay dam thap khong dugc sinh ra ma con bi hoa di tir @6 1am cho bénh
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nhan giam can. Két qua nghién ctu thuc nghiém tai biéu d6 3.1 trong nghién cuu
doc tinh ban truong dién ciing thé hién trong lugng cua chudt ting it hon so véi 16
chtng. Tuy nhién su thay d6i chua co y nghia thong ké ca trén 1am sang va thyc
nghiém, can dugc theo doi va khao sat sau hon.

% Ché dg vdn dong: Luyén tap thé duc thuong xuyén 1a phuong phap phong diéu
tri bénh hiéu qua. C6 nhiéu phuong phap tap thé duc nhu tip Gym, di bo, chay, dap Xe,
Yoga, khi cong dudng sinh... Luyén tap thé duc thuong xuyén lam ting toc do tuan
hoan, ting trao d6i 6 Xy trong mau, cai thién nong d6 TG, TC, LDL-C va ting HDL-C,
lam giam nguy co mac bénh tim mach, XVDM. Mat nghién cau tién ciu cd 27.055
phu nit tham gia sau 11 nim theo ddi cho thay tap luyén thé duc giam 27- 41% nguy co
bi mac bénh tim mach [10], [26]. Vi vay viéc luyén tap thé duc thuong xuyén I can
thiét. Tuy nhién, qua trinh luyén tap phai tuan thu thoi gian tap luyén hang ngay,
mdi ngay téi thiéu 30 phdt, tip déu hang thang hoic it nhat 3 lan/tuan s& cho hiéu
qua phong bénh cao hon [7],[27],[28].

Bang 3.16 cho thay: chi ¢4 22,95 % bénh nhan ¢ nhém “Ha m&d NK” khong c6
th6i quen tap thé duc. Thé hién bénh nhan tham gia nghién ciru da c6 y thic luyén
tap thé duc song dé kién tri luyén tap doi hoi phai c6 mot y tri kién tri, bén bi méi co
thé hinh thanh duoc mot théi quen. Vé&i 77,05 % sb bénh nhan con lai da c6 y thic
luyén tap thé duc thi viéc khuyén khich bénh nhan luyén tap déu dan sé& thuan loi
hon so vé&i s6 bénh nhan khdng c6 théi quen tap thé duc.

Ché dé an nhiéu mé déng vat, thit, tring, an ngot va uong nhiéu bia ruou la
ché do an khong lanh manh, anh huéng dén su hap thu ciing nhu su chuyén héa cua
co thé. Trong nghién ctu, bénh nhan c6 thoi quen dn nhiéu m& dong vat, thit, trang,
d6 ngot va ubng ruou bia chiém ty 1 cao. Pay 1a mot thoi quen dn udng khéng lanh
manh 1am anh huéng dén nhiéu co quan. Hé tiéu hoa, gan, tuy mat déu phai lam
viéc nhiéu, ciing 1a mot yéu té gay ting lipid mau theo con dudng ngoai sinh do
phai hp thu va chuyén héa mot lwong thirc an 16n tir ngoai vao. Mot sé nghién cau
da tong két khi ché do an thay d6i 200 mg TC/100 Calo s& 1am giam 30% ty Ié mac
bénh mach vanh [10]. Theo nghién ctu cia Kruss. RM, ¢6 mdi quan hé gitra ty 16

mé& trong thirc dn, ham lwong TC mau va ty 1é mic cac bénh dong mach vanh va
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d6ng mach ndo [122]. Vi vay, khi han ché m& dong vat trong khau phan in hang
ngay s& 1am giam ty 16 XVDM va viéc thay ddi ché do an udng la that sy can thiét
d6i véi bénh nhan c6 RLLM.

Trong nghién ctu, tit ca cac bénh nhan déu duoc tu van va hudng dan ché do
an theo thuc don danh cho ngudi ¢ cholesterol mau cao cua Vién dinh dudng Viét
Nam [123]. Mét s6 bénh nhan méi phét hién c6 RLLM da duge tu van, huéng dan
va nd luc thuc hién dung theo huéng dan, diéu chinh 16i séng sau 3 thang, cac chi
s6 lipid mau tro vé binh thuong ma khéng can diéu trj bang thudc.

% Udng ruou bia: Trong nghién ctiru nay cé 40,98% bénh nhan udng ruou bia
& nhom “Ha md NK”. Ty Ié nay lién quan dén gi6i tinh. Pa phan ngudi uéng ruou
bia thuong xuyén 1a nam gidi, dé thay doi duoc 16i song ciia nhom ddi tugng nay sé
rat kho khan, ty 1é ndy cao hon so véi nghién ctu ciia 6 Qudc Huong (24,4%) [71]
va thap hon nghién ctru cua DS Linh Quyén (45%) [75]. Viéc thuong xuyén udng
ruou s& dan dén tang tong hop axit béo, ting TC, TG, ting VLDL-C dan dén hau
qua ting huyét &p, nhdi mau co tim va tai bién mach mau ndo [10]. Ruou sau khi
vao co thé kich thich sy téng hop céc acid béo va két hop dé tao thanh triglycerid.
Hau qua 13 udng ruou s& 1am gia ting nguy co dot quy.

< Hut thudce 1a: Thudc 14 1a mét trong nhitng yéu t6 nguy co gdy VXDM va 1a
mét trong nhitng yéu té nguy co quan trong nhat gay dot quy va bénh mach vanh, 1a
mét trong 5 tiéu chi cua thang diém Framingham udc tinh nguy co tim mach 10
nam [124], [125]. Thubc 14 gdy XVDM vi ting LDL-C, giam HDL-C va ting cac
yéu té gay viém, gia ting nguy co bi bénh ly tim mach. Cac chi sé Lipid s& quay tro
vé muc nén ngay sau khi bénh nhan bé thuéc, sau khi bo thue 12-18 thang, hau hét
c4c nguy co gia ting déu mat di, va sau khoang 3-5 nim nguy co bi c4c bién cb
mach méau s& khong con khéc biét so véi nguoi khong hat thube 1a [13], [126].
Trong nghién ciru ¢ 19,01% ngudoi hat thude 14 trong d6 nhom Ha m& NK chiém
16,39% va nhom Atorvastatin 20%. Ty I¢ ndy cao hon nghién ctru cia B Linh
Quyén (13,3%) [75] va thip hon nghién citu ciia Nguydn Thi Ngoc Chau (75%)
[119]. Bénh nhan nam, hit thudce thuong xuyén két hop vai chi sé huyét ap tang va
RLLM s& 1a yéu t6 nguy co cao gay ra cac bién ¢ tim mach.

< Theo ly luan cua YHCT, cac yéu t trén ciing 1a nguyén nhan gay chung

dam am. Viéc an udng khong diéu do, an nhiéu do béo ngot s& lam ton thuong ty vi
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lam giam sGt cong ning van hda cua ty, vi ma dam thap sinh ra dan t6i bénh tat.
Yéu t6 nay dong nghia voi viéc dn nhiéu thic an dau md, dong vat cia YHHD .
Ngoai ra, nam ngdi nhiéu sé t6n thuong khi, 1am cong ning van hda cua ty, than,
phé bi réi loan sinh dam troc [37]. Sach T Van Thién “Tuyén minh ngii khi luan”
viét “Ctru ngoa thuong khi, ctru toa thuwong nhuc”. Thuong khi din dén khi hu,
thuong nhyc dan dén ty hu, ty khi hu suy ma gy bénh .

4.3.1.4. Bdc diém réi loan lipid mdu theo YHHD:

> Tdang huyét ap:

Tang huyét ap 1a mot yéu té nguy co gy tir vong hang dau trén toan thé gioi.
Tang huyét 4p ning lam ting nguy co dot quy 1én gap 7 Ian va ting huyét ap gidi
han 1am ting nguy co nay lén 1,5 1an. Véi mdi muc ting huyét ap tam thu la 20
mmHg va/hoic huyét ap tdm truong 1a 10 mmHg s& 1am ting gap doi nguy co tir
vong cho ca bénh thiéu mau cuc bo co tim va dot quy [16],[25]. Tang huyét &p va
RLLM c6 mdi quan hé tac dong voi nhau, ting huyét &p 12 yéu té nguy co dung thir
hai sau réi loan lipid mau gay xo vira dong mach. Vay khi ting huyét 4p va RLLM
cling xay trén mot bénh nhan s& 1am ting dang ké cac bién cd tim mach gay anh
huang rat 16n téi siec khoe bénh nhan [125],[126].

Biéu d6 3.9, bang 3.19 va bang 3.22 cho thay huyét &p tam thu trudc diéu tri
la 133,19+9,17 mmHg; huyét ap tim truong 78,19 +9,40 mmHg & nhom “Ha m&
NK”. Ty I¢ tang huyét ap do | chiém 31,15% ¢ nhom “Ha m& NK” twong duong
vé6i két qua nghién ctu cta Ta Thu Thay [70] voi 32,5%; va Tran Thi Hong Ngai
V6i 32,7% [74]; Nhung thip hon nghién ciu ciia DS Linh Quyén véi ty & 50% [75],
nghién cttu cia Pham Thanh Tung véi ty 16 45% [76]. Céc chi s6 lipid mau trung
binh (CT; TG; LDL-C) trén bénh nhén ting huyét 4p va tién ting huyét 4p cao hon
S0 V&i bénh nhan huyét 4p binh thuong va dong thoi HDL-C lai ¢6 xu hudng thap
hon & bénh nhan RLLM c6 huyét ap binh thuong. Két qua nay tuong dong véi nghién
clru ciia C&c tac gia Ta Thu Thuy [70]; B6 Linh Quyén [75]; Tran Thi Hong Ngai
[74]; Pham Thanh Tung [76] vé su ting chi s6 TC, TG, TC/HDL-C & c4c bénh nhan
tang huyét 4p c6 RLLM.
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Ngudng HA trung binh trong nhoém nghién ctru 1a ngudng HA can duoc ha
thip xubng theo khuyén céo chan doan diéu tri taing huyét 4p VNHA/VSH2021
cling 14 muc tiéu dé ra cho nhom nghién ciru. Két qua nhiéu céng trinh nghién ctu
khoa hoc cho thay: ting huyét 4p va VXM thuong phdi hop, thuc day nhau cing
phat trién 1am cho céc din bién 1am sang ngay cang phuc tap: ting huyét 4p lam
t6n thuong té bao ndi mac thanh mach, 1am tang tinh thdm cua thanh mach ddi véi
cac lipoprotein méu, 1am ting su phat trién VXDM dan dén céac bién chung nhoi
mau co tim, tai bién mach mau nio, thiéu ning vanh [25].

< Phan logi theo De Gennes: Bang 3.21.cho thay: S6 bénh nhan ting lipid
méu hdn hop chiém ty Ié cao nhat & nhom Ha ma NK 13 44,26% , tiép dén 1a tang
TG don thuan 26,23% thap nhat 14 ting Cholesterol don thuan voi 29,51% . Ty 18
nay tuong dwong voi nghién ciu cua Pd Qubc Huong 40,0% ting Lipid mau hdn
hop, 27,8% ting TG don thuan [71] va Ta Thu Thay véi 45% [70], thap hon so v6i
nghién ctru ctia Nguyén Thuy Huong 56,25% [127]. Phan loai theo De Gennes la
phan loai hay ap dung trén 1am sang, giup cho nguoi thay thubc danh gia tinh trang
RLLM va dua ra thudc diéu tri phd hop.
4.3.1.5. Pdc diém 1am sang theo YHCT

Trong nghién ciu, nhém nghién ciu lya chon bénh nhan thé dam troc tro tré
cua YHCT. Pam troc 1a san pham bénh ly duoc tao ra chi yéu do ty khi hu yéu mat
chac nang van hoa va phan thanh giang troc, biéu hién bang giam tiét chat can ba,
giam chic ning van hoa dé sinh ra cac chat tinh vi cia ngii coc dua vao van hanh
trong huyét mach. Do sy rdi loan van hanh cta chat tinh vi thuy cc ndy ma gay ra
su mat can bang trong ty I¢ binh thuong caa dinh huyét, ddn dén dam troc tro tré.

Theo nguyén tic chi dao nghién ciu 1am sang Trung — Tan duoc caa Trinh
Tiéu Du 2002 [44], chimng dam troc tr tré 1a 1 trong 5 thé 1am sang thuong gap.
C4c triéu chiing chinh thé dam troc tré tré gom: hinh thé béo, dau ning dau nhu bo,
tirc nguc, budn non, ndn ra dom réi, chan tay té bi nang né, hoa mat chéng mat, mét
mai, ludi béu, réu ludi tring dinh nhét, mach hoat hoac huyén hoat. Kém theo cac

triéu chitng phu: Tam quy, that mién, miéng nhat, an kém. Ty 1& biéu hién cac triéu
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chuang duoc thé hién tai bang 3.18: G nhém Ha m& NK c6 78,69% bénh nhan chan
tay t& bi va hoa mit chéng mit, 72,13% dau ning dau, 65,57% mét moi, 63,93%
miéng nhat, 76,67% mat ngu, 56,46% hoi hop danh trong nguc. Theo ly luan YHCT,
day chinh 1a dic diém triéu ching bénh cia dam thap. Pam theo khi ma di, khong
noi nao khong dén gay ra chung trang phirc tap ¢ cac vi tri khac nhau véi cac biéu
hién khac nhau. Pam di dén kinh lac gay tic tré kinh lac 1am cho tay chan té bi; Tu
lai & phé 1am phé mét tuyén giang gy tc nguc; Pinh lai ¢ vi gy day bung, budn
ndn, ndn; bung bit thanh duwong gy dau dau, chéng mat, mat ngu. ... Pam troc tré
tré, anh huong dén chire niang ty than dan dén rdi loan trao ddi thuy dich ngay cang
nang tao nén mot vong xoan bénh ly [40].
4.3.2. Két qud thay déi trieu chieng lim sang va cdn lim sang ciia 2 nhém sau
diéu tri
4.3.2.1. Sy thay déi triéu chirng ldm sang sau diéu tri
> Su thay doi triéu chiing 1am sang thé Pam troc tro tré sau diéu tri

Két qua bang 3.25, 3.26, 3.27 va 3.28 cho thay: Mot sé triéu chung cua thé dam
troc tré tré duoc cai thién sau 30 ngdy, 60 ngay diéu tri. Cu thé: dau ning dau (dau
thong), tirc nguc (tdm quy), chong mat (huyén vung), chan tay té bi (ma muc), budn
nén va noén ra dom rai, mét moi, hoi hop trong nguc, mat ngu (that mién) cia bénh
nhén sau diéu tri déu duoc cai thién rd rét & ca hai nhdm so véi trude khi diéu tri
(p<0,001). Sy khac biét sau diéu tri gitra hai nhém khong c6 y nghia thong ké (p>0,05).

+ DAu hiéu dau ning dau ¢ mac do vira va nhe & nhdm Ha md NK vao thoi
diém Dy 1a 72,14%, sau 30 ngay diéu tri con dau dau mic d6 nhe véi 9,84%, sau 60
ngay diéu tri con dau dau mac d6 nhe véi 6,56%. O nhom atorvastatin vao thoi
diém Dy c6 68,33% dau dau mirc do vira va nhe, sau 30 ngay diéu tri con dau dau
muc d6 vira va nhe véi 38,33%, sau 60 ngay diéu tri con dau dau mic do vira va
nhe véi 26,67%. Ty Ié giam va hét triéu chimg dau dau twong duong véi két qua
nghién ctru cia Ta Thu Thay [70], D6 Linh Quyén [75], Nguyén Thuy Huong [127],
Nguyén Vinh Thanh [120]. Mét trong nhiing triéu chiing khéng mong muén khi
ding Atorvastatin 1a ¢ biéu hién dau dau. Trong nghién ciu ndy mic do cai thién
dau niang dau & nhém Atorvastatin khéng cao so véi nhém “Ha m& NK”. Tuy nhién

su khac biét nay khong c6 ¥ nghia théng ké véi p>0,05.
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DAu hiéu chéng mit & mtc do vira va nhe & nhém Ha m& NK vao thoi diém
Do 12 78,69%, sau 30 ngay diéu tri giam con 18,03%, sau 60 ngay diéu tri giam con
9,84%. O nhom atorvastatin vao thoi diém D, ¢ 76,67% chong mat mac do vira va
nhe, sau 30 ngay diéu tri giam con 43,33%, sau 60 ngay diéu tri giam con 28,33%.
Ty Ié giam va hét triéu ching chong mat twong duong vai két qua nghién ctu cua
Ta Thu Thuy [70], P4 Linh Quyén [75], Nguyén Thuy Huong [127].

Pau ning dau, chong mat 1a biéu hién cua tinh trang thiéu & xy néo, Ia triéu
chang biéu hién sém nhat, giai doan dau bénh nhan thay dau nang dau, chdng mat,
choang vang, U tai, sang giai doan sau c6 biéu hién rdi loan tri nhé va hay quén [42].
Trong nghién cau, triéu chimg dau dau, chong mat duoc cai thién rd rét sau 60 ngay
ding thuéc.

Theo YHCT: Chéng mit thuoc pham vi ching huyén vyng. Cubén Pan Khé
tam phap ghi “vo dam bat tac huyén” nghia 1a khong c6 dam thi khong cé chiing
huy@n vung. Bong thoi ciing ghi “vo hu bat ning tac huyén” nghia 13 khong c6 hu
thi khong sinh ra hoa mat. Nguyén nhan thuong gap ¢ ngudi an nhiéu d6 béo ngot
lam cho chirc ning van héa bi rdi loan gay ton thuong ty vi, chat dinh dudng (thay
cbc) khodng thanh tinh chat ma sinh dam troc & tré trong co thé 1am cho hoa mit
chong mat [128], [36].

Pau tirc nguc, hoi hop danh trong nguc 14 triéu ching lién quan dén yéu té nguy
co tim mach. YHCT thugc chirmg tdm quy, nguyén nhan ciing do dam troc 1 tr¢, lam khi
huyét khong Iuu thong ma gay nén. Pau tirc nguc mic do vira va nhe & nhdm Ha mo
NK vao thoi diém Dq 12 50,82%, sau 30 ngay diéu tri giam con 11,48%, sau 60 ngay diéu
tri giam con 6,56%. O nhom Atorvastatin vao thoi diém Dg 1a 46,67%, sau 30 ngay diéu
tri giam con 30%, sau 60 ngay diéu tri giam con 18,33%. Su thay ddi trudc, sau diéu tri
¢6 ¥ nghia théng ké (p<0.001). Ty 1& giam va hét triéu ching dau tic ngyuc thap hon két
qua nghién ciru caa DS Linh Quyén [75] va Nguyén Thi Ngoc Chau [73].

Chan tay t& bi 1a mt biéu hién cua di cam, d6 1a nhitng cam giéc khdng that, bat
thuong do BN tu cam nhan. Di cam 1a mot dau hiéu rat sém cia VXDM nio [134].
Chan tay té bi thuoc ching ma moc theo YHCT, ¢6 nhiéu nguyén nhan gay nén
nhung hay gap 1a do dam thap tro tré 1am bé tac kinh lac ¢ da co [128]. Chan tay té bi
& nhém Ha m& NK 78,69%, sau 30 ngay diéu tri giam con 18,03%, sau 60 ngay giam
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con 6,56%; Nhém Atorvastatin cd 77,35% bénh nhan té bi tay chan, sau 30 ngay diéu
tri giam con 38,33%, sau 60 ngay giam con 18,33%. Sy thay ddi trudc, sau diéu tri va
su khac biét gitra hai nhom c6 ¥ nghia théng ké (p< 0,001 va p<0.05).

Mét moi do dam troc tré tré 1au ngay 1am tén thwong phan khi, ty khi hu suy
khong nudi dudng duoc co nhuc, ti chi khong duoc nudi dudng day di gay chang mét
méi. Bénh nhan cé cam giac mét moi trong nghién ciru chiém ty 16 cao. Nhém “Ha m&
NK” 65,57% va nhom Atorvastatin 68,33%. Sau 30 ngay diéu tri, nhém “Ha m& NK”
giam con 19,67%, nhdm Atorvastatin con 43,33%. Sau 60 ngay diéu tri, nhém “Ha m&
NK” giam con 1,64%, nhdm Atorvastatin con 18,33%. Su thay doi trudc, sau diéu tri
va su khac biét giira hai nhém c6 ¥ nghia théng ké (p< 0,001 va p<0.05).

Céc triéu chirng khac nhu: budn nén va nén ra dom réi, miéng nhat, an kém 13 do
ty vi bi ton thuong, anh huéng dén chiic nang van chuyén hap thu cua ty vi sinh dam
thap, dam thap noi tro tat yéu s& anh hudng dén sy van hanh cua khi huyét, khi tré
nghich I1én gay ching budn nén va doi khi nén ra dom réi do dam troc o tré lai. Mat
ngu thudc chiing that mién, nguyén nhan dam troc tré tré gay bung bit thanh dwong
khong thang dugc, tinh than khéng hung phan, huyét dich hao ton dan t6i tam ty hu
yéu khdng chii duoc than minh ma khong ngi duoc. Sach loai chung tri tai ghi “Tu lu
thuwong ty, ty huyét hao ton, nhiéu nim khong ngu” [37],[38]. Hoic do an udng khdng
diéu d6, an nhidu chat cay, nong, béo ngot, uéng nhiéu ruou 1am tén thuong ty vi, thirc
an ngung tré tai trung tiéu, sinh dam hoa x6ng I1én lam cho than chi khéng an, nga
khong duoc. Nhu sach y vin ¢6 c6 cau “Ty vi bat hoa, tic ngoa bat an”’[37].[38].

Cac triéu chung chinh va phu cua ching dam troc trd tré déu dugc cai thién rd
rét va co y nghia thong ké sau 60 ngay diéu tri (p<0,05). Pay sé& 1a yéu t6 ching
minh sy phl hop cua viéc dung vién nang cting “Ha md NK” trong diéu tri bénh
nhan RLLM thé dam troc tro tré .

% Sur cdi thién trigu ching mach va ludi sau diéu tri

Triéu ching chat ludi to b, béu, réu ludi tron dinh nhét, mach hoat 1a cac
triéu chung caa mach va ludi dic trung cua thé dam thap tro tré theo YHCT [39],
[43],[47]. Bang 3.29 va 3.30 cho thay: O nhém “Ha md NK” sau 30 ngay diéu tri
C4c triéu chimg nhu chét ludi béu giam xudng con 27,87%, réu ludi tron dinh nhét

giam xudng con 13,11%, mach hoat va huyén hoat giam con 21,31%. Sau 60 ngay
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diéu tri cAc triéu ching nhu chat ludi béu giam xudng con 3,28%, réu ludi tron dinh
nhét giam xudng con 1,64%, mach hoat giam con 9,84%. Cai thién tot hon so véi
nhom Atorvastatin. Mach, ludi 1a 2 triéu ching chinh dé chan doan thé bénh, tuy
nhién mach ludi phu thugc nhidu vao ché d6 vé sinh, dn ubng va sinh hoat nén
khong duge cho diém theo tiéu chuan danh gia hiéu qua diéu tri. Tuy nhién, day la
2 tridu ching dé nguoi thay thude xac dinh thé bénh caa nhiéu bénh Iy khac nhau.
Mach hoat hodc huyén hoat, lui béu réu nhét 1a dic trung ctia dam thap can duoc
theo ddi va danh gia du khong c6 trong thang diém danhgia [44].

>Két qud thay déi chi sé BMI

Két qua bang 3.24. cho thy sau 60 ngay diéu tri, chi sb trung binh caa BMI
cac bénh nhan & ca 2 nhom déu c6 xu huéng giam, su thay doi khong co y nghia
thong ké vai p>0,05. Nhom ding “Ha m& NK” ¢6 xu huéng giam tir giam nhiéu
hon so v&i nhdm ding Atorvastattin, tuy nhién su khac biét khong c6 ¥ nghia théng
ké (p> 0,05). Két qua nay twong duong vai nghién cau cua Pham Thanh Ting [76],
P4 Linh Quyén [75] va Pham Thi Bach Yén [118].

Thira can va béo phi 14 yéu t6 rit quan trong ctia hoi chimg RLLM, nhiéu nghién
ctru cho thay thira can va béo phi c6 lién quan véi hoi chimg RLLM. Theo Nguyén Lan
Viét [10] va Hoang Quédc Hoa [129] va Huynh Van Minh [25] cho ring “RLLM, THA,
dai thao duong c6 vai tro quan trong trong bénh sinh VXPM va ching gidm di khi
bénh nhan giam trong lugng co thé”. Vi vy viéc han ché ting can c6 thé ngan ngira
duoc RLLM, phi hop v6i 1y luan YHCT: “Phi nhan da dam thap”. Vién nang “Ha m&
NK” ¢ tac dung trir dam thap nén c6 tac dung giam can nang.

% Két qud thay doi chi sé huyét &p déng mach.

Két qua bang 3.23. cho thay sau 60 ngay diéu tri, chi s6 huyét ap tam thu, huyét
ap tAm truong cua ca 2 nhom déu giam co y nghia théng ké (p<0,05). Nhom ding “Ha
md& NK”: huyét ap tam thu giam 13 mmHg; huyét ap tim truong giam 7 mmgHg. Mic
giam co6 ¥ nghia théng ké véi p<0,05. Nhém dung Atorvastatin: huyét &p tam thu 10
mmgHg; huyét ap tim truong giam 7 mmgHg. Muac giam co y nghia théng ké véi
p<0,05. Két qua nghién ctru nay twong duwong véi nghién ciu caa B3 Linh Quyén [75],
Nguyén Thi Ngoc Chau [119], nhung thap hon nghién citu ciia BS Qubc Huong [71].
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THA va RLLM 14 hai nguy co dan dén cac bénh tim mach va c6 su lién quan
dén nhau. O d6 tudi tir 40 dén 70, khi gia ting 20 mmHg HA tdm thu hoac 10mmHg
HA tam tryong thi s& 1am ting gap 2 lan nguy co cac bién ¢o tim mach. THA la yéu
t6 nguy co doc 1ap va hang dinh cua cac bién ¢ tim mach ¢ lta tudi nay [10].

Theo YHCT, THA thudc pham vi cac ching “huyén vung”, “dau thong”, “tam
qui”, “chinh xung”... Trong d6, ting HA thé dam troc tré tré hay gip & nhiing
ngudi béo béu c6 RLLM [39 1,[42],[44],[47].

Vién nang ‘Ha m& NK” ¢6 tac dung giam HA vi ¢d tac dung trong diéu chinh
RLLM da dugc chirng minh trong tac dung dugc ly trén thuc nghiém. Mat khéc, cac
vi thubc trong vién nang c6 tac dung ha huyét ap nhu: Ha diép, Hoe hoa, Ha kho
thao, Thao quyét minh, Nguu tat, Ty giai c6 tac dung ha HA. Tac dung ha huyét ap
cua “Ha m& NK” ciing duoc chitng minh qua biéu hién caa bénh nhan trén l1am
sang: cac dau hiéu dau dau, hoa mat chong mat, hoi hop danh trong nguc, mat nga
déu giam rd rét sau diéu tri. Tuy nhién, dé c6 két luan day du va chinh xac hon thi
can phai c6 nghién ciru rong va sau hon véi thoi gian nghién ctru dai hon.
4.3.2.2. Két qua thay doi cin lam sang sau diéu tri
% Két qud thay doi cdc chi sé lipid

> Sw thay doi TC:
Két qua bang 3.33. va biéu do 3.10 cho thiy: Sau 60 ngay diéu tri, ndng do TC

& ca 2 nhdm so Véi trude diéu tri voi ty 18 giam ¢ nhom “Ha md NK” 23,13% va
nhom Atorvastatin 20,55%. Su khac biét trudc va sau diéu tri caa 2 nhém cd y
nghia thong ké (p<0,001). Mtc do giam TC & nhom “Ha md NK” I6n hon muc do
giam & nhom Atorvastatin. Két qua nay twong duong véi két qua caa DS Linh
Quyén [75], cao hon két qua cua Nguyén Thi Ngoc Chau [121], P& Qubc Huong
[71], Tran Thi Hong Ngéi [74] va Pham Thanh Tung [76].

Theo Goode G.K va cong su, phan tich 35 nghién cau I6n trén 77.257 bénh
nhan theo ddi trong 2 dén 12 nam, két luan: ct giam 20% TC thi giam duoc 18,1%
tr vong chung va 24,1% tir vong do bénh mach vanh [130]. Theo Kannel va cong
su: khi TC tang thém 2,5 mmol/l thi nguy co bénh mach vanh ting 2,25 dén 3,25
lan. Khi TC tiang thém tir 5,2 dén 6,5 mmol/l thi tir vong do bénh mach vanh ting
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gap 4 lan [131]. Nhu vay, viéc 1am giam TC la mét trong nhitng muc tiéu hang dau
trong viéc diéu tri RLLM dong thoi ciing 1a muc tiéu caa nhém nghién ctu.
> Sw thay déi TG:

TG duoc téng hop ¢ gan tir acid béo, protein va glucose. Chat nay duoc dur trit
trong md md, co va duoc mang ra tai sir dung nhu mot nguén cung cap niang luong khi
can. Nong do TG mau la mot thong s6 chi yéu dé tham do vé sy can bang lipid cua co
thé va gop phan phan anh nguy co XVDM. Nong d6 TG mau cao sé& két hop véi nguy
co bi bénh ly tim mach va dot quy cao hon [97].

Két qua cua bang 3.33 va 3.34. cho thay: sau 60 ngay diéu tri, néng d6 TG giam
& ca 2 nhdm so Véi trude diéu tri. Mac do giam TG ¢ nhom “Ha md NK” 17,61% nho
hon so nhdm atorvastatin 19,23%. Su khac biét trude va sau diéu tri ciia 2 nhém cé y
nghia théng ké (p<0,001). Két qua nghién ctu thap hon so véi nghién ciu cia Pham
Thanh Tung 23,85% [76], Nguyén Thi Ngoc Chau 21,6% [121], Tran Thi Hong Ngai
(24,6%) [74]. Nhung cao hon so véi nghién ciru cua Ly Thi Lan Huong (6,3%) [132].

> Sw thay doi LDL-C:

Theo khuyén céo cua Hoi tim mach hoc Viét Nam 2015 va huéng dan chan
doan va diéu tri caa BYT va ESC/EAS [7],[26],[28],[29]: LDL-C duogc khuyén céo
la muc tiéu thr nhat dé diéu tri, Cholesterol duwgc xem 1a muc tiéu diéu tri néu céc
chi s6 xét nghiém lipid khac khdng c6 sin va Non HDL-C nén duoc xem la mot
muc tiéu thir hai trong diéu tri réi loan lipid mau.

Két qua cua bang 3.33 va 3.35. cho thay: sau 60 ngay diéu tri, ndng do LDL-C
giam & ca 2 nhom so véi trude diéu tri. Mac d6 giam LDL-C & nhdm Ha md NK
21,34% 16n hon mtrc d6 giam LDL-C & nhdém atorvastatin 11,82%. Su khac biét
trudc va sau diéu tri gitra 2 nhom c6 ¥ nghia thong ké p<0,001). Két qua nay thap
hon so vé&i két qua cua Pham Thanh Tung vai 32,83% [76], twong duong véi nghién
ciru cia Nguyén Thi Ngoc Chau véi 20,4% [121] nhung cao hon nghién ciru cua
Tran Thi Hong Ngai voi muc giam 16,5% [74].

Tréai voi HDL-C, LDL-C con goi la cholesterol xau, cholesterol gay vita xo
dong mach vi n6 ¢ kha nang van chuyén cholesterol trong mau téi té bao ngoai

bién. Khi nong d¢6 LDL-C ting cang cao thi nguy co VXDM cang cao. Vi vay, muc
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tiéu giam LDL-C 1a dich diéu tri dau tién cua viéc diéu tri RLLM trong tat ca céc
khuyén cao [7], [16], [29].
> S thay déi HDL-C:

HDL-C ¢4 tac dung van chuyén TC thura tir ngoai bién vé gan, tai day TC duoc
thoai hoa va dao thai theo duong mat. HDL- C con duoc coi 12 yéu t6 bao vé chong
vira xo dong mach. Nong do HDL- C trong méu ty Ié nghich véi nguy co mac bénh
tim mach. Nong d6 HDL thap 1a mot yéu té tién doan cua bénh dong mach vanh &
nhitng quan thé cd mic cholesterol mau trung binh [97]. Nghién ciru HHS (Helsinski
Heart Study, 1987 update 2004) trén 4081 ngudi cho thdy ctr 1am ting 0,01g/l HDL-
C thi giam duoc 2- 4% nguy co bénh mach vanh [138]. Do dé, nhiéu tac gia coi viéc
lam tang nong d6 HDL-C 1a mot trong nhiing dich diéu tri quan trong [7],[26].

Két qua bang 3.33 va 3.36. cho thay: sau 60 ngay diéu tri, néng d6 HDL-C c6 xu
hudng tang & ca 2 nhdm so Véi trude diéu tri. Su khac biét trude va sau diéu tri cua 2
nhém khong c6 y nghia théng ké (p>0,05). Mirc d6 ting HDL-C & nhém dung “Ha m&
NK” 1,91%. Ap dung nghién ciru ciia HHS thi ¢6 thé giam 4-8% nguy co tim mach &
nhém nghién ctu. Tuy nhién, mirc ting HDL- C trong nghién ciu thap hon so Véi cac
nghién ctu ciia DS Linh Quyén (17,1%) [75], Tran Thi Hong Ngéi (7,3%) [74]. Tu két
qua nghién ctu, ching t6i nhan thiy vién nang “Ha m& NK” da c6 tac dung lam ting chi
s6 HDL-C tuy khdng nhiéu nhung ciing di thé hién mic ting HDL-C trong nghién ctu.

> Sw thay déi non-HDL-C:

Két qua cua bang 3.33 va 3.37. cho thay: sau 30 ngay diéu tri, ndong do non-
HDL-C giam rd rét & ca 2 nhom so véi trude diéu tri. Su khac biét trude va sau diéu
tri cia 2 nhom c6 ¥ nghia thong ké (p< 0,001). Muc d6 giam non-HDL-C & nhom
“Ha m& NK” la 29,03% cao hon mac d6 giam non-HDL-C & nhom atorvastatin
26,90%. Tuy nhién sy khac biét miac @ giam non-HDL-C & 2 nhém khéng co y
nghia théng ké (p> 0,05). Két qua nay cao hon so véi nghién ctitu caa DS Linh Quyén
(23,4%) [75], thap hon so vai nghién ciu cua Pham Thanh Tang (31,49%) [76].

Non-HDL-C la téng cholesterol cua céc hat lipoprotein chtra apoB,
(Cholesterol xau) c6 kha ning gy XVDM, c6 nhiéu bang chiing phu hop véi quan
diém non-HDL-C lién quan dén bénh tim mach nhiéu hon LDL-C. Méi quan hé nay

dugc thé hién rd ¢ nhitng nguoi co ting va khong ting TG. Theo huéng dan cua
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chuong trinh gido duc cholesterol quc gia caa Panel 111 (ATP I11), Hiép hoi tim
mach Chau Au (ESC), huéng dan chan doan va diéu tri bénh néi tiét chuyén hoa-
BYT: giam LDL-C la dich diéu tri quan trong nhat, giam TG va non-HDL-C 1a dich
diéu tri tiép theo [7], [15],[26],[29].
& Két qud thay déi cdc chi sé6 danh gid neuy co VXDM:

Céc ty s6 lipid va lipoprotein nhu TG/ HDL-C, TC/ HDL-C va non- HDL-C/

HDL-C dugc sir dung dé danh gia nguy co phat trién xo vira dong mach va bénh tim

mach. Néu c6 cac yéu té nguy co khac xuat hién hodc néu cac xét nghiém trudc dé
cho thdy mitc d6 nguy co cao trong qua khir, thi non-HDL-C va cac ty 18 lipid can
dugc danh gid. Nguoi ta st dung cac ty s6 TG/HDL-C, TC/HDL-C va non-
HDL/HDL-C, ¢6 gia tri 1am sang tot hon so v&i cac thong sd lipid théng thuong.
Céc ty s cua lipid va lipoprotein c6 thé dugc tinh toan d& dang va tt hon cac thong
s lipid va lipoprotein thong thuong [31].

> Chi sé xo viza mach Atherogenic Index (Al) va Coronary Risk Index (CRI):

Pé danh gida muc d6 nguy co VXDM nhom nghién ctu ding chi sé Al (Al =
TC-HDL-C (non- HDI-C)/HDL-C) va chi s6 CRI (CRI=TC/HDL-C). Chi sb nay thé
hién néu ndng d6 HDL-C ting cao, va/hodc nong do TC giam thi chi s Al, CRI s&
giam tuong (ng. Chi s6 AI, CRI cang cao, nguy co xo vita mach cang lén. Chi sb
Al binh thuong <3,6 mmol/l. Chi s6 CRI binh thuong <4,5 mmol/l. Nguy co
VXPM ting khi ti s6 CRI 16n hon 5 [21], [94].

Theo két qua cua bang 3.39. cho thiy: sau 60 ngay diéu tri, chi s Al giam ¢ ca
2 nhdm so Vi trude diéu tri. Sy khéc biét trude va sau diéu tri cta 2 nhom khdng co
¥ nghia thong ké (p> 0,05). Mtc do giam Al & nhém Ha m& NK 27,57% nhé hon
mutrc do giam Al & nhom atorvastatin 28,18%. Tuy nhién sy khac biét gitta 2 nhom
khong c6 ¥ nghia thong ké (p> 0,05). Két qua nay thap hon so vai nghién ciu cua
Nguyén Thi Ngoc Chau (35,3%) [73], P4 Linh Quyén (35,5%) [75].

Chi s6 CRI ciing giam & ca 2 nhdm so véi trude didu tri. Su khéc biét trudc va
sau diéu tri ctia 2 nhom khong c6 ¥ nghia thong ké (p>0,05). Mirc d6 giam TC/HDL-C
& nhom Ha md NK 22,39% nhé hon ¢ nhém Atorvastatin 22,81%. Tuy nhién su khac
biét giita 2 nhém khong c6 ¥ nghia thong ké (p> 0,05).

Nhu vay, vién nang Ha m& NK c6 tac dung giam chi sé xo vita mach Al, CRI
tuong duong vai tac dung cua Atorvastatin.
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> Chi sé xo viva huyét twong Atherogenic Index Plasm (AIP):

Két qua cua bang 3.39. cho thay: Sau 30 ngay, 60 ngay diéu tri, chi sé log
(TG/HDL-C) giam & ca 2 nhdm so véi trude diéu tri. Su khac biét trude va sau diéu
tri rat c6 y nghia thong ké (p<0,001). Muc d6 giam log (TG/HDL-C) & nhém “Ha
m& NK” 1an luot 12 40,52% - 52,95% nho hon so véi nhdm atorvastatin 32,97% -
74,99%. Tuy nhién su khac biét gitra 2 nhom khong ¢ ¥ nghia théng ké (p> 0,05).

Nhu vay, vién nang “Ha m& NK” ¢d tac dung giam chi s6 xo vita huyét tuong
AIP twong duwong véi tic dung cua Atorvastatin trong nghién ciu. Chi sé xo vira
huyét twong AIP cd thé phan anh toan dién su can bang giita cac yéu té gay xo vita
va chéng xo vita [93],[94].

*.

% So sanh ket qua thay doi cac chi so lipid mau cua vién nang “Ha mo NK voi

cac bai thuoc khac:

Trong YHCT di c6 cac nghién ctu tac dung diéu chinh RLLM ciia mot s6 bai

thudc ¢d vi thudc la thanh phan cua vién nang “Ha md NK” nhu sau:
Bing 4.1. So sdnh tic dung diéu chinh RLLPM ciia mét sé bai thuéc YHCT

r A 0
o Bai thuéc/ Tac dung (%)
ia . i3 i3 i3 3
g ché pham Giam | Giam | Giam Tang
TC TG LDL-C | HDL-C

F;‘g]m Thanh Tung (2019) 1\ iar \inatan 2353 | 23,85 | 32,83 | 11,82
[T;Z]” Thi Hong Ngai (2018)| . 1 15ng HSN 16,6 | 246 | 165 73
D6 Linh Quyén (2019) [75] | Cao long HVT 15,8 | 20,8 23,9 17,1
Nguyén Thi Ngoc Chau . -
(2018)[73] Com ha m& mau 16,5 21,6 20,4 17,1
Db Qubc Huong . -
(2016)[71] Vién nang Lipidan | 22,1 | 25,7 24,0 17,3
Ta Thu Thuy (2016)[70] Cao long bai an 17,7 | 20,0 14,1 8,4
Nguyén Vinh Thanh Tiéu thuc hanh khi
(2017)[72] trir thap thang 18,42 | 5587 | 18,68 5.26
Truong Quoc Chinh(2015) | Bai thudc “Ha m&
79l NK” 16,55 | 32,17 | 1526 | 9,0
Pham Thuy Phuong \N/En nang “Ha m& 2313 | 17,61 2134 101
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Céc bai thude diéu tri chirng bam am ctia YHCT dugc lua chon nghién ctru
trén 1am sang & cic dang bao ché khac nhau déu c6 tac dung diéu chinh céc thanh
phan Lipid. Ty 1¢ diéu chinh cac chi sd lipid ciling trong dwong nhau. Diéu nay cho
thdy tinh twong ddng giita ching Pam 4m theo YHCT va RLLM theo YHHD va
hiéu qua diéu tri RLLM cua thuéc YHCT.

Bang 4.1. cho thiy & dang thudc sic va dang vién nang cua “Ha m& NK” déu
¢6 tac dung diéu chinh cac thanh phén lipid. Dang thudc sic cho hiéu qua ndi troi
trong giam ty 18 TG (32,17%), con vién nang “Ha m&d NK” cho hiéu qua ndi troi
trong giam ty 1¢ TC va LDL-C véi lan lugt 1a 23,13% va 21,34%. C6 thé nhan thay
rang viéc chiét xuit cac thanh phan hoat chat chinh c6 tac dung diéu tri ha lipid mau
trong bai thudc va chuyén dang thanh vién nang cho hiéu qua kha quan hon & dang
thudc sic. Dang thudc sic s& khong cho hiéu qua 6n dinh theo timg lan sic, mat
nhiéu thoi gian cho viéc sic thudc va lugng thudc udng vao nhiéu hon trong mot
ngay. Mot sd nguoi khong udng duge ¢ dang thude sic do mui vi va lugng udng
nhiéu. Dang vién nang khac phuc duogc hoan toan cac bat cap cua thuéc YHCT,
khong mét thoi gian cho vi¢c sic thudc va tinh on dinh cua thude cao, sb lugng
thude uéng it, khong gay mui vi kho chiu, ma van dam bao dugc hiéu qua cua bai
thudc nguyén ban. Két qua nghién ctru nay ciing di gép phan ching minh viéc hién
dai hoa, chuyén dang thuéc YHCT 1a mot hudng di dung dan, gop phan bao ton va
phét trién tinh hoa thuéc YHCT.

4.3.3. Pdnh gid hiéu qua diéu tri
4.3.3.1. Pdnh gid hiéu quad diéu tri trén c&c chi sé Lipid theo YHHD.

Két qua nghién ctru theo YHHD cuia thuéc YHCT ¢6 tac dung diéu tri ching
dam thap thé hién tinh twong dong vé triéu ching, chan doan va diéu tri RLLM va
ching dam thap. Két qua caa bang 3.38. cho thay: sau 60 ngay diéu tri hiéu qua
diéu tri theo YHHD ¢ nhom “Ha md NK”: xép loai tot 1a 21,31%, xép loai kha:
63,93%, hiéu qua trung binh 13,11%, khéng hiéu qua: 1,64%; khdng c6 bénh nhan
xép loai hiéu qua xau. O nhom atorvastatin: xép loai tét: 21,67%, xép loai kha 60%,
hiéu qua trung binh 16,67%; khong hiéu qua 1,67%; khéng cd bénh nhan xép loai
hiéu qua xau. Su khac biét gitra hai nhdm khong c6 y nghia théng ké (p>0,05). Két
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qua nay thap hon so véi nghién ctu cua Tran Thi Hong Ngéi véi hiéu qua tdt 1a
58% [74], D6 Linh Quyén vai hiéu qua tét 51,7% [75]. Két qua nghién cau cho
thay hiéu qua diéu tri RLLM cua vién nang “Ha m& NK” twong duong véi Vi
Atorvastatin liéu trung binh diéu tri RLLM. Vién nang “Ha m& NK” ciing dd duoc
cac nghién ctru duoc ly cia YHHD chitng minh c6 tac dung ha lipid mau, chdng xo
vita mach [39],[43]. Cac thanh phan hoat chét chinh trong vién nang “Ha m& NK”
gom: Hesperidine; Saponin; Polysaccharide; Anthranoide; Rutin va Flavonoid
(Quercetin) ... Hesperidine da dugc minh chirng co tac dung ha Lipid mau, cai thién
c4c dau hiéu vé bénh tim, ting cuong luu thong trung gian dong chay ciia mach mau.
Thao quyét minh c6 tac dung ha lipid mau thong qua co ché Gc ché tong hop
cholesterol [110]. Quercetin trong Ha khd thao, Thao quyét minh va L& sen gilp uc
ché sinh tong hop cholesterol bang cach wc ché HMG Co-A reductase, enzym dong
mot vai trd quan trong trong viéc kiém soat nong do lipid trong huyét tuong va cac
mo khac, déng thoi lam ting sy biéu hién cta enzym C7aH ting chuyén hoa
cholesterol thanh acid mat, tir d6 1am giam noéng do TC trong mau [111]. Saponin
trong nguu tat ciing duoc nghién ciru va san xuét thanh vién Nguu tat dé diéu tri ha
Lipid mau, ngoai ra con ¢ tac dung bao vé gan [50],[51]. Rutin 1am vitng bén thanh
mach, phong chdng nhitng bién c¢d cua xo vita dong mach [67].[68].

biéu nay s€ la minh ching cho vi¢c hi¢n dai hoa thudc YHCT theo phuong
phap chiét xuat ham luong hoat chat chinh c6 tac dung diéu tri trong dugc liéu, gop
phén giam tai khdi lugng thude uéng cho nguoi bénh, tién loi, dé sir dung.
4.3.3.2. Pdnh gid hiéu qua diéu tri theo YHCT:

Thudc YHCT sau khi duoc hién dai héa c6 tac dung trén cac triéu chiing cua
YHCT hay khdng, cé giit dugc tinh ning tac dung cua bai thuéc goc hay khong la
cau hoi dugc dat ra cho nhém nghién curu.

Két qua bang 3.31. cho thiy téng diém trung binh theo tiéu chuan trong nguyén tic
chi dao 1am sang Trung — Tan duoc (Trung Qudc —2002) ¢ nhém “ Ha m& NK” giam
79,73% sau 30 ngay, tiép tuc giam 89,86% sau 60 ngay cao hon so véi nhom Atorvastatin
giam 50,44% sau 30 ngay, tiép tuc giam 74,10% sau 60 ngay. Mac giam c6 ¥ nghia thong
ké véi p<0,001. Sy khac biét giita hai nhém c6 ¥ nghia théng ké véi P< 0,001.
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Két qua cua bang 3.32. cho thay: sau 60 ngay diéu tri hiéu qua diéu tri theo
YHCT & nhém “Ha m& NK”: xép loai tét 1a 44,26%, xép loai kha: 49,18%, hiéu
qua trung binh 6,56%, khong c6 bénh nhan xép loai khdng hiéu qua. Két qua nay
cao hon so v&i nhom atorvastatin véi xép loai tét: 16,67%, xép loai kha 40%, hiéu
qua trung binh 43,33%, khong cé bénh nhan xép loai khéng hiéu qua. Su khac biét
gitta hai nhém c6 ¥ nghia thong ké (p<0,05). Két qua nay twong dwong vai nghién
ctru cua DS Linh Quyén vai hiéu qua tét 38,3%, xép loai kha: 61,7% [75], cao hon
nghién ciu cia Nguyén Thi Ngoc Chau véi hiéu qua tot kha 1a 75% [73]. Piéu nay
cho thay tac dung giam rd rét cac triéu ching co ning cua vién nang “Ha m& NK”,
so sanh véi atorvastatin 10mg/ngay, tic dung cua vién nang “Ha m& NK” ¢6 phan
vu viét hon véi biéu hién 1am giam cac triéu ching co nang thuong gap trén bénh
nhan RLLM nhu: hinh dang ludi béu, réu ludi trang dinh nhét, mach hoat, dau dau,
chéng mat, chan tay té bi, mét moi, tréng nguc, mat nga. Pay 1a cac triéu ching
dién hinh cta thé dam troc trd tré ma vién nang “Ha m& NK” vai tac dung kién ty,
Iy khi, hoa dam, trir thap 14 rat phd hop véi diéu tri thé bénh nay.
4.3.3.3. Pdnh gid két qua diéu tri theo phan loai RLLM va mét s6 yéu té lién quan.

% Theo tiéu chi lién quan dén huyét ap va xo vita déng mach: O bénh nhan c6
tang huyét &p, tién ting huyét ap, chi sé lipid trung binh ting cao hon va hiéu qua
diéu tri thap hon so véi bénh nhan khong c6 tang huyét ap.

Biéu d6 3.11 cho thay: Bénh nhan ting huyét 4p va tién ting huyét 4p & nhom
diung “Ha m& NK” hiéu qua kha tot 82,22%, hiéu qua trung binh 15,56%, khong
hidu qua 2,22%); O nhém dung Atorvastatin hiéu qua kha tét 86,67%, hiéu qua
trung binh 13,33%, khong c6 ai khong dat hiéu qua diéu tri.

Bénh nhan khong ting huyét 4p, & nhom ding “Ha md NK” hiéu qua kha tot
la 93,57%, hiéu qua trung binh 6,25%; O nhom ding Atorvastatin hiéu qua khé tét
14 6,67%, hiéu qua trung binh 26,67%, khong hiéu qua 1,67%.

Tang huyét 4p 1a mot yéu t6 nguy co gy tir vong hang dau trén toan thé gidi.
C6 t6i 79% nhitng ngudi ting huyét ap co rdi loan lipid mau. Xo vita dong mach co
thé 1am hep dong mach than, day co thé 1a nguyén nhan gay tang huyét ap hodc lam
nang thém cac trudng hop di cé ting huyét ap tir trude d6 [25] [26]. Tang huyét ap
va VXDPM thuong phdi hop, thic ddy nhau clng phéat trién 1am cho cac dién bién
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lam sang ngay cang phuc tap: ting huyét ap 1am tén thuong té bao ndi mac thanh
mach, 1am ting tinh thdm cua thanh mach dbi véi cac lipoprotein mau, lam ting su
phét trién VXDM dan dén céc bién ching nhdi mau co tim, tai bién mach méu néo,
thiéu nang vanh [26]. Vi vay khi RLLM duoc kiém soat déng nghia XVDM va HA
cling dugc kiém soat theo.

< Hiéu qua diéu tri theo De Gennes:

Biéu d6 3.12. cho thiy: Bénh nhan ting TC don thuan c6 hiéu qua khé tét cao
vai 94,44% & nhom “Ha md NK” cao hon so v6i nhdm Atorvastatin 85,71%. Hiéu
qua trung binh & nhom “Ha m& NK” la 5,56% va nhom Atorvastatin 14,29%. Bénh
nhan ting Triglycerid don thuan cho hiéu qua kha tot 1a 75% cao hon so véi nhom
ding Atorvastatin (68,42%). Hiéu qua trung binh 12 25% thdp hon nhém dung
Atovastattin (26,32%). Tuy nhién cd 1 bénh nhan chua dat duoc dich diéu tri & nhom
ding Atorvastatin (5,62%). O bénh nhan ting lipid mau hdn hop, ty 1& hiéu qua khé
t6t twong ddi cao véi 88,64% & nhom dung “Ha md NK”, 87,50% & nhém dung
Atorvastatin. Hiéu qua trung binh ¢ hai nhom lan luot 12 9,09% va 12,50%. C6 1
truong hop khong dat dich diéu tri & nhom dung “Ha md NK”. Két qua ndy tuong voi
nghién ciru cua Tran Thi Hong Ngéi [73], P4 Linh Quyén [75] nhung thap hon so véi
nghién ciru cuia BS Qubc Huong (97,8%) [71]. C6 thé Iy giai trong nghién ctu chi lya
chon mét thé RLLM thé dam troc tré tré duy nhat dé diéu tri bang vién nang “Ha m&
NK”, mot ché pham thudc c6 tac dung tét véi thé dam thap tro tré trén 1am sang.
4.3.4. Pdnh gid tic dung khong mong muon.
4.3.4.1. Danh gid tdc dung khéng mong muédn trén cdc chi sé cdn ldm sang

Paénh gia tac dung khdng mong muébn ciia vién nang “Ha md NK” trén can 1am
sang thdng qua cac xét nghiém danh gia chirc ning tao méau (sd luong hong cau,
ham lwong hemoglobin, bach cau, tiéu cau) va cac xét nghiém danh gia chirc ning
gan, than nhu AST, ALT, ure, creatinin.

* Chi sé huyét hoc:
Két qua cuia bang 3.41. cho thiy: sau 60 ngay diéu tri, cac chi s6 huyét hoc: hong

cau, bach cau, tiéu cau, hemoglobin, hematocrit, cong thirc bach cau & ca 2 nhém thay
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d6i khong c6 ¥ nghia théng ké (p>0,05). C6 thé so b danh gia vién nang “Ha md NK”
khéng 1am anh hudng dén cac chi sb huyét hoc cia mau ngoai vi & nhém nghién ciu.
* Chi sé sinh hoa:

Theo két qua cua bang 3.42: sau 60 ngay diéu trj, cac chi sb sinh hoa: Glucose,
ure, creatinin, AST, ALT & ca 2 nhom thay doi khong co ¥ nghia théng ké (p>0,05).
Nhém Ha m& NK c6 chi s6 AST, ALT giam nhiéu hon so véi nhém Atorvastatin, tuy
nhién su khac biét khong co ¥ nghia thdng ké véi p>0,05.

C6 thé so bd danh gia vién nang “Ha md NK” khong 1am anh huéng dén mot s6
chi sé sinh héa co ban ciia mau ngoai vi & nhdm nghién ciu.

4.3.4. 2. Pdanh gid cac yéu to bat lgi trén 1am sang

-Pé danh gia tic dung khong mong mudn cta vién nang “Ha md NK” trén 1am
sang, chung toi 1ap phiéu theo ddi cac bién cb bat loi co thé xay ra trén 1am sang
trong qué trinh uéng thuéc nhu day bung, man ngira, réi loan tiéu hoa, dau co va
triéu chtng bat thuong khac co thé xay ra.

- Trong 60 ngay udng thudc c6 02 ngudi bi rdi loan tiéu héa mirc d6 nhe, tai
thoi diém dung thudc 5 ngay va 11 ngay, nguyén nhan do ubéng nudc mia va in
canh c4. Sau 01 ngay bénh nhén tré vé binh thudng va khong phai dung thude gi. 01
nguoi bi ddy bung, kho tiéu nguyén nhan do nem chua vao budi tbi tai thoi diém
Ds7. Nguoi bénh duoc theo ddi va khong st dung thude gi, hét day bung vao sang
hom sau. Khong c6 bénh nhan nao bi méan ngira, dau co... hay céc tac dung khdng

mong mubn Khac.
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KET LUAN

Tir cac két qua nghién ctu trén thyc nghiém va 1am sang cia vién nang “Ha
m& NK” trong diéu tri RLLM, nhém nghién ciu rdt ra mot sé két luan:

1. Vién nang “Ha m& NK” chwa xdc dinh dwgc djc tinh cip, ban truong dién va co
tac dung diéu chinh RLLM , chdng xo vira mach trén thyc nghiém:

1.1. Vién nang “Ha mé NK” chwa xdc dinh dwoc dgc tinh cdp va LDs, trén chugt
nhdt tréing dwong uong :

O liéu 17,85 gam/kg, liéu gap 35,41 lan lidu dang du kién trén ngudi nhung chua
xac dinh dugc doc tinh cap trén chudt nhét, theo dudng udng (Tinh ngudi 16n trudng
thanh 50kg, hé s6 ngoai suy trén chudt nhat 12, lidu t6i da 2,1 gam/ngay/nguoi).

Chua xéac dinh dugc LDsg trén chudt nhat trang cia vién nang “Ha md NK”
trén dudng uong.

1.2. Vién nang “Ha mé NK” chwa xdc dinh dwoc déc tinh bdan trwong dién trén
chugt céng trdng.

Vién nang “Ha m& NK” liéu tuong duong liéu dy kién 1am sang (0,259 /kg/
ngay) va liéu cao gap 3 lan du kién 1am sang (0,75g/kg/ngay) udng lién tuc trong
thoi gian 12 tuan trén chudt cong tring chua xac dinh duoc doc tinh ban trudng dién.
1.3. Vién nang “Ha mé NK” c0 tac dung diéu chinh chi sé Lipid trén md hinh
ngi sinh va ngogi sinh thgc nghiém.

- “Ha md NK” liéu 0,5g/kg/ngay (liéu twong duong liéu dy kién ding trén 1am
sang trén nguoi - 4 vién/ngay) cé xu hudng 1am ting nong d6 HDL-C, khdng c6 tac
dung diéu chinh réi loan lipid mau: TC, TG, non-HDL-Cholesterol trén chudt nhat
trang gay mo hinh réi loan lipid mau bang P-407.

- “Ha m& NK” liéu 1,5g/kg/ngay (liéu gap 3 liéu du kién ding 1am sang trén
ngudi- 4 vién/ngay) cé tac dung lam giam nong do TC va non-HDL-C, ddng thoi c6
xu hudng 1am tang ndng d6 HDL-C, khong c6 tac dung diéu chinh TG trén chuot
nhat trang gay mo hinh réi loan lipid méau bang P-407.

- “Ha m& NK” & ca 2 liéu 0,25g /kg/ngay (liéu twong dwong lidu du kién ding
lam sang trén ngudi- 4 vién/ngay) va 0,75g/kg/ngay (lidu gap 3 liéu du kién 1am
sang-4 vién/ngay) c6 tac dung diéu chinh RLLM trén mé hinh ngoai sinh ¢ chuot
cdng trang thdng qua tac dung giam chi s6 LDL-C twong dwong voi Atorvastatin
10mg/kg. C6 xu hudng lam giam Tc va tang HDL- C.,
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1.4. Vién nang “Ha mé NK” cé tic dung diéu chinh RLLM va gidm xo vitza mach
mau trén thé thuc nghiém.

- “Ha m& NK” liéu 0,126g/kg/ngdy (twong duong lidu dy kién I1am sang - 4
vién/ngay) va liéu 0,378g/kg (gap 3 liéu du kién 1am sang- 4 vién/ngay) co tac dung
giam TG trén tho sau 4 tuan, 8 tuan nghién ctitu c¢6 ¥ nghia thong ké (p < 0,01 va p <
0,001); lam ting HDL-C trén tho sau 4 tuan nghién ciru c6 ¥ nghia théng ké (p<0,01 va
p<0,05) twong duwong véi Atorvastatin 2,4mg/kg/ngay.

- “Ha m& NK” liéu 0,126g/kg/ngay (twong dwong liéu dy kién 1am sang-4
vién/ngay) c6 xu huéng giam hinh thanh xo vita trén tho sau 8 tuan nghién ciu.

- “Ha m& NK” liéu 0,378g/kg/ngay (gap 3 liéu du kién 1am sang- 4 vién/ngay)
khong c6 tac dung giam hinh thanh xo vira trén tho sau 8 tuan nghién cau.

2. Vién nang “Ha m& NK” ¢6 tac dung diéu chinh RLLM trén nguoi c6 rdi loan
lipid mau va khong gy tic dung khong mong muon trong qua trinh diéu tri:

- Sau 60 ngay diéu tri vién nang “Ha m& NK” 525mg liéu 6 vién/ngay c6 tac
dung giam 23,13% nong do CT, giam17,61% nong d6 TG, giam 21,34% LDL-C va
tang 1,91% HDL-C tuong duong véi nhoém dung Atorvastatin 10 mg giam 20,55%
ndéng d6 CT; giam 19,23% ndng do TG, giam 11,82% ndéng d6 LDL-C, va ting
6,21% HDL-C. Lam giam chi sb xo vira mach Al: 27,57%, CRI: 22,39%, va chi $b
xo vita huyét tuong AIP: 52,95% twong duong véi nhom Atorvastatin 10 mg: Al
28,18%, CRI: 22,81%, va AIP: 74,99% .

- Hiéu qua diéu trj theo YHHD ¢ nhom dung vién nang “Ha md& NK” dat hiéu
qua t6t 21,31%, kha chiém 63,93%, hiéu qua trung binh 13,11%, khong hiéu qua
1,64% tuong duong nhém dung Atorvastatin 10 mg dat hiéu qua tdt 21,67% va hiéu
qua kha chiém 60%, hiéu qua trung binh 16,67%, khong hi¢u qua 1,67%.

- Vién nang “Ha m& NK” cai thién t6t triéu ching thé dam thap trd tré theo YHCT
v6i hiéu qua diéu tri tot 44,26%:; hiéu qua kha 49,18%, hiéu qua trung binh 6,56% véi
tong diém trung binh giam 89,86% cao hon so véi nhdm Atorvastatinvéi hiéu qua diéu
tri tot 16,67%:; hiéu qua kha 40%, hiéu qua trung binh 43,33% véi tong diém trung binh
giam 74,10% , su khac biét c6 ¥ nghia thong ké vai p < 0,05.

- Khong thay tac dung khong mong muén trén 1dm sang va mot s chi s6 can 1am

sang trong qua trinh nghién ctru.
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- Két qua nghién ctru trong luan an cho thiy vién nang “Ha m& NK” 1a thubc
thir ¢4 ngudn gbe duge lidu co tinh an toan cao trén thuc nghiém va trén 1am sang,
co tac dung tbt trong diéu tri r6i loan lipid méu, dang vién nang dé sur dung. Nhém
nghién ctru xin dwa ra mot sb kién nghi:

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

- Nghién ciru 1am sang vé tac dung diéu tri hoi chung RLLM ddi véi cac thé

I&m sang khac cia YHCT.
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