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LOI CAM ON

Sau thoi gian hoc tip va hoan thanh luin van t6t nghiép, vai tat ca 1ong kinh
trong va biét on sdu sic, toi xin dugc giri 101 cam on téi Pang uy, Ban Giam ddc Hoc
vién Y — Duoc hoc ¢ truyén Viét Nam, phong Dao tao Sau dai hoc, cac B mdn, Khoa,
Phong cua Hoc vién Y — Dugc hoc cd truyén Vi¢t Nam, cung toan thé thf?ly cod giang
vién Hoc vién Y — Duoc hoc ¢d truyén Viét Nam di tao diéu kién thuén loi cho toi
trong qua trinh hoc tap va nghién ctru.

T6i xin bay to 1ong kinh trong va biét on sau sic téi TS. BSCKII. Pham Thity
Phuong, PGS.TS. Lé Minh Ha 1a nhitng nguoi thay huéng din truc tiép, ludn theo sat,
thuong xuyén giup dd, cho t6i nhiéu ¥ kién quy bau, sat thuc trong qué trinh hoc tap va
nghién ctru dé hoan thanh luan vin nay.

T6i cling xin bay té 1ong biét on téi PGS.TS. Pham Thi Van Anh cing toan thé
th?ly c0, cac anh chi k¥ thuat vién, cac em sinh vién dang nghién ctru khoa hoc tai bo
mon Dugc 1y va Trung tdm Dugc 1y 1am sang — Truong Pai hoc Y Ha Noéi da luén bén
to1, giap do toi trong qua trinh t61 thyce hién va nghién ctru.

T6i xin chan thanh cam on quy thay co trong Hoi ddng cham dé cuong, Hoi dong
cham luan vin va cac nha khoa hoc, dong nghiép di dong gop nhiing ¥ kién, kinh
nghiém quy bau dé luan vin nay hoan thién hon.

Cubi cliing t6i xin giri 101 cam on chan thanh nhat ti gia dinh va nhitng nguoi
than yéu di danh cho t6i nhitng diéu kién t6t nhat, gitip t6i yén tdm hoc tap va hoan
thanh luan van nay.

To1 xin tran trong cam on!

Tac gia lugn van

Bui Thu Uyén
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T61 1a Bui Thu Uyén, hoc vién cao hoc khoéa 16 tai Hoc vién Y — Dugc hoc )
truyén Vi¢t Nam, chuyén nganh Y hoc cd truyén, xin cam doan:

Day la luan van do ban than téi truc tiép thyc hién dudi su huéng dan cua TS.
BSCKII. Pham Thuy Phuong va PGS.TS. Lé Minh Ha.

Cong trinh nay khong tring 13p vdi bt ky nghién ctru ndo khéac da duoc cong bd
tai Viét Nam.

Céc s6 liéu, thong tin trong nghién ctru 1a hoan toan chinh xéc, trung thuc va
khach quan, da dugc xac nhan va chép thuan cua co s noi nghién ctru.

T6i xin hoan toan chiu trach nhiém trudc phap luat vé nhitng cam két nay.

Ha Noi, ngay thang nam 2025

Nguoi viét cam doan

Bui Thu Uyén
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1
PAT VAN PE
Rdi loan lipid mau 1a yéu t6 nguy co hang dau cua tién trinh xo vita mach mau va
bién ¢d mach vanh, d3 va dang la van dé st khoe duoc quan tam bac nhét trén thé gioi
vé6i ty 16 tir vong cao [1]. Tén sudt mic cac rdi loan nay dang gia ting dang ké do 16i

song hién dai (an nhi€u chat béo bao hoa, it van dong, stress,...).

Tinh trang 161 loan chuyén hoéa lipid méau duoc nhi€u nha nghién ctru trén thé gidi
dac biét quan tam, xem day 1a mot van dé quan trong cua stc khoé cong dong & moi

Quéc gia trén thé gidi [2].

Bénh tim mach do réi loan chuyén hoa lipid giy ra tén kém rat nhiéu chi phi cho
hé théng y té bao gdm chi phi diéu tri, chiam soc,... Rdi loan chuyén hoa lipid khong chi
lién quan dén bénh tim mach ma con lién quan dén cac bénh 1y khac nhu dot quy, dai

thao duong type 2,...

T6 chirc Y té Thé gigi (WHO) nhan manh rang mdi quan tdm nay khong chi d6i
véi cac nude cong nghiép phat trién ma con ddi véi cac quoc gia dang & trong thoi ky
chuyén tiép vé kinh té x3 hoi, noi dién ra sy thay d6i nhanh chong vé ché do dinh dudng

va 161 song [3].

Tai Viét Nam, xo vira dong mach véi biéu hién 1am sang nhu suy vanh, nhoi mau
co tim, tai bién mach méu ndo... hién nay c6 xu huéng ting nhanh theo toc do phat
trién cua xa hoi. Do vay, roi loan lipid mau 1a mot trong céc mbi quan tam vé stc khoe
cong dong trong thé ky 21 [4]. Hién nay y hoc ciing di c6 nhitng phat minh va nghién

ctru dé dua ra nhitng phuong phap diéu trj cling nhu ¢ thé can thiép vao bénh 1y nay.

Cung véi su phat trién cua nén y hoc hién dai (YHHD) thi nén y hoc cd truyén
cling dd va dang khang dinh duoc vi tri va vai trd cia minh trong cong tac chim soc
strc khoe cho cong dong. Trong y hoc ¢b truyén (YHCT) r6i loan lipid mau duge mé ta
trong mot s6 chimg bénh do dam thap gy ra. Hién nay, mic du c¢6 nhiéu thude ha lipid

mau dugc sur dung rong rai, nhung van ton tai mdt s6 han ché nhu tac dung phu, tuong
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tac thude, va chi phi diéu tri cao. Do d0, viéc tim kiém cac nguén thudc mai tir thién
nhién, an toan va hiéu qua, 13 mot nghién ctru dinh huéng quan trong. Trong bdi canh
hién nay, nhiéu dugc liéu déng y ngay cang khan hiém, gia thanh cao va phu thudc vao
xuét nhap khau, trong khi d6 14 bo (Folium Persea americana Mill.) 1a mot dugc liéu
s&n ¢, ré tién, tan dung duoc duogc liéu khép moi vung mién Viét Nam, duoc cho 1 ¢o
tac dung ha lipid mau. Tuy nhién, nghién ctru vé doc tinh va hiéu qua ha lipid mau cua

Ché phém 14 bo trén thyc nghiém van con han ché.

Ché pham 14 bo duoc nghién ciru bao ché thanh dang cao dic theo hudng hién dai
hoa thuéc YHCT, dat tiéu chuén co sé, 1a mot trong cac ché phém do Vién Han lam

KHCN Viét Nam chu tri.

Véi mong mudn danh gia day da vé doc tinh va tac dung diéu chinh rdi loan lipid
mau mot cach khach quan va khoa hoc ctia “Ché pham 14 bo”, chiing toi tién hanh dé
tai: “Nghién ciru djc tinh ban truong dién va tic dung diéu chinh roi loan lipid mdu
ciia “Ché pham ld bo” trén thuwe nghiém”. Dé tai duoc thuc hién véi hai muc tiéu:

1. Pdnh gid djc tinh ban truong dién cia “Ché pham ld bo” trén thwc nghiém.
2. Pdnh gid tic dung cia “Ché phdm ld bo” trén mé hinh gdy réi loan lipid mdu

noi sinh thuc nghiém
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CHUONG 1: TONG QUAN TAI LIEU
1.1. Khai niém vé lipid va chuyén héa lipid
1.1.1. Thanh phan lipid mdu

Lipid 12 nhom hop chat khong dong nhat, bao gdm chat béo, dau, séap, steroid va
cac hop chét lién quan. Diém chung cua chung 1a tinh ky nudc, khong tan hodc tan rat
it trong nudc nhung tan tot trong cac dung moi hitu co khong phan cuc. Trong co thé
ngudi, lipid déng vai trd quan trong trong cu tric mang té bao, duy trir ning luong va

tham gia nhiéu qu4 trinh sinh 1y va chuyén hoa thiét yéu [5].

Trong méau, lipid ton tai dudi dang hoa tan dic biét 1a lipoprotein (LP), tic 1a
phtic hop giita lipid va protein. Trong huyét tuong, lipid mudn luu hanh ty do thi phai
két hop véi apolipoprotein dé tao nén hat LP ¢é tinh ludng cuc, gitip van chuyén lipid

dén cac co quan dich [5].

Lipid huyét tuong & nguoi bao gdm nam thanh phan chinh: cholesteryl ester,
phospholipid, triglycerid, cholesterol tu do va acid béo tu do (Free Fatty Acid — FFA).
M&i thanh phan c6 vai trd sinh hoc riéng biét trong duy tri cAn bang lipid cua co thé
[S].

1.1.2. Phdn logi Lipid mau

Dua trén cdu triic héa hoc, c6 thé phan loai lipid thanh ba nhom chinh: lipid thuan
(simple lipids), lipid tap (complex lipids) va lipid dan xuét (derived lipids) [5]. Trong
do:

Lipid thuan: 1a céc este cua acid béo vdi cac alcol khac nhau, khong chira thém
nhém chirc khic, bao gdm glycerid, cerid va sterid. Vi chung 13 cac phan tir khong phan
cuc, nén thudng chi tan tdt trong cac dung méi hitu co khong phan cuc nhu ether,

chloroform, benzen [5], [6].

Lipid tap: 1a cac este cua acid béo va alcol, nhung c6 kém theo cadc nhom chiic

khac (nhu phosphat, base chira nito hay carbohydrate). Chiing c¢6 ciu tric da chic ning
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va ludng cuc, dong vai tro chu yéu trong cau truc mang t€ bao va trong céac hat

lipoprotein, bao gdm: glycerolphospholipid va sphingolipid [5], [6].

Lipid dan xudt: 13 cac san pham thuy phan cta lipid don gian hodc lipid phire tap,
ddng thdi bao gdm nhitng hop chét ¢ dic tinh lipid nhung khong phai este, nhu steroid
va vitamin tan trong dau. Lipid din xuat c6 thé tham gia vao nhiéu qué trinh chuyén
hoa ndi bao, dong thoi 1a ngudn gdc clia nhiéu hormon va phan tir tin hiéu quan trong
[S].

1.1.3. Céc dang lipid trong co thé
Trong co thé, lipid ton tai va tham gia vao nhiéu chirc niang khic nhau. C6 thé

chia thanh ba dang chinh:

Lipid dang dy trit: phan 16n 12 triglycerid, tich trit trong mé md dudi da va quanh
céc co quan. Dang lipid nay dong vai tro 1a ngudn ning luong 16n va hiéu qua. Khi cé
nhu cu cua co thé, cac acid béo, cac triglycerid lai dugc huy dong tir cic m6 mo dé
tham gia vao cac qua trinh chuyén héa cung cép ning luong hodc qua trinh tong hop

nén chat méi [5], [7].

Lipid dang cdu triic: 13 thanh phan chil yéu ctia mang té bao, gdm phospholipid,
cholesterol va glycolipid. Phospholipid tao nén 16p mang kép lipid, cholesterol diéu hoa
d6 1ong va do 6n dinh cia mang, con glycolipid tham gia nhan dién va truyén tin hiéu
gitra cac té bao [5], [7].

Lipid dang vin chuyén: 1a cac lipoprotein huyét tuong, duoc gan va rudt tong hop
dé van chuyén triglycerid, cholesterol va phospholipid dén cac mé. Pay 1a dang lipid
c¢6 ¥ nghia sinh 1y va bénh hoc quan trong nhat, vi dam bao sy phan phdi lipid trong
toan co thé [5], [7].

1.1.4. Céu tritc va thanh phan lipoprotein
Lipoprotein 14 phan tir ¢6 cdu tric hinh ciu dic trung, duong kinh khoang 100-

500 A, gom 2 phan: vo ua nude va nhan ky nude [5], [6].
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- Phan vo: ¢6 chiéu day khoang 1 nm, duoc td chirc theo ciu trac phan cuc véi su
hién dién ctia phospholipid, cholesterol & dang tu do va cac apoprotein, qua d6 duy tri

kha ning hoa tan cua lipoprotein trong méi truong huyét twong [6].

- Phan nhan: chira triglycerid va cholesterol este hoa khéng phan cuc, giira hai

phan 1a cholesterol tu do [6].

Peripheral apoprotein
(eg, apo C)

Free Phospholipid
cholesterol

43 ] Cholesteryl
@/ ester

N Triacylglycerol

| } 2 /
N & .
N . Core of mainly
M = }‘ = nonpolar lipids
Integral \
apoprotein Monolayer of mainly
(eg, apo B) amphipathic lipids

Hinh 1. 1. Hinh dnh phan tir Lipoprotein [5]
Duya vao ti trong bang phuong phap ly tim phan tich hodc dién di, cac LP duoc

chia thanh 5 loai chinh, cu thé nhu sau:

- Chylomicron (CM) 14 loai lipoprotein c6 kich thudc 16n nhét va ti trong thap
nhat, dugc tong hop tai rudt non sau bira an. Thanh phan chu yéu 1a triglycerid ngoai
sinh va mot luong nhod cholesterol. Chylomicron véan chuyén triglycerid tir rudt téi mo
md va co, noi enzym lipoprotein lipase (LPL) thuy phan gidi phong acid béo tu do.
Phén con lai sau khi mét bét triglycerid duoc gan thu nhan va chuyén hoéa tiép. Khi
chylomicron hodc tan du tich tu qua mic, ching c6 thé gop phan hinh thanh xo vita

dong mach [8].

- Lipoprotein ti trong rat thap (very low density lipoprotein -VLDL) duoc tong
hop tai gan, VLDL chira cha yéu triglycerid ndi sinh va mot phan cholesterol. Trong
tuan hoan, duéi tac dung cia LPL, VLDL dan mét triglycerid dé trd thanh lipoprotein
ti trong trung gian (IDL). VLDL déng vai trd van chuyén triglycerid ndi sinh tir gan
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dén cac md. Chinh vai tro nay khién VLDL chi xuét hién v&i nong do thap trong huyét

thanh khi co thé & trang thai doi [8].

- Lipoprotein ti trong trung gian (intermediate density lipoprotein - IDL) 1a san
pham trung gian trong qua trinh chuyén héa tir VLDL thanh LDL. M6t phan IDL duogc
gan thu hdi qua thu thé apolipoprotein E, phan con lai tiép tuc bi lipase gan (hepatic
lipase) thily phan dé hinh thanh LDL. IDL chira nhiéu cholesterol ester hon VLDL va

c6 tinh sinh xo vita cao néu ton tai lau trong huyét tuong [8].

- Lipoprotein ti trong thap (low density lipoprotein - LDL) hinh thanh tir IDL sau
khi mat hau hét triglycerid. Pay 1a lipoprotein mang cht yéu cholesterol va cholesterol
ester, c6 vai trd van chuyén cholesterol dén cac mo ngoai bién dé tong hop mang té bao
va hormon steroid. LDL chitra apolipoprotein B-100, 1a ligand dac hi¢u cho thu thé LDL
tai gan. Khi nong do LDL ting cao, cac hat LDL dé bj oxy hoa va lang dong trong thanh
mach, khéi phat qua trinh hinh thanh mang xo vira. Do d6 LDL con dugc goi 1a

cholesterol “xau” [8].

- Lipoprotein ti trong cao (high density lipoprotein- HDL) c6 kich thudc nho
nhat, ti trong cao nhat va chua ty 18 protein 16n hon cac loai khac. HDL duoc gan va
rudt tong hop, c6 chirc nang thu nhan cholesterol du thira tir md ngoai bién, este hoa
nhd enzym LCAT, 16i van chuyén ngugc vé gan dé thai trir. Qué trinh nay goi la van
chuyén nguoc cholesterol. Nho vay, HDL gitup 1am giam tich liiy cholesterol trong

thanh mach va c6 tac dung chéng xo vira, nén con duoc goi 1a cholesterol “tot” [8].
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Bang 1. 1. Pac tinh cua cac lipoprotein huyét thanh nguoi [6], [8]

Lipoprotein | Titrong | Puwong kinh | Ham luwgng Apolipoprotein
(g/mL) (nm) lipid chinh
Chylomicron | <0,96 100-500 Triglycerid | Apo B-48, Apo C,
ApoE, Apo Al, A-II,
A-1V
VLDL 0,96-1,006 | 30-80 Triglycerid | Apo B-100, Apo C,
ApoE
IDL 1,007-1,019 |25-50 Triglyceride, | Apo B-100, Apo C,
Cholesterol | ApoE
LDL 1,020-1,063 | 18-28 Cholesterol | Apo B-100
HDL 1,064-1,210 | 5-15 Cholesterol, | Apo A-1, A-I1, Apo
Phospholipid | C, ApoE

1.1.5. Chuyén héa lipoprotein
1.1.5.1. Chuyén héa lipid mdu ngoai sinh

Con duong ngoai sinh bat dau tir rudt non. Tai ddy, triglycerid trong thtrc an duogc
lipase cta tuy thity phan thanh monoacylglycerol va acid béo tu do. Cac san pham nay
duoc hap thu vao té bao biéu mo rudt va dugce tai este hoa thanh triglycerid. Cholesterol
cling dugc este hoa tao thanh cholesteryl ester. Nhitng thanh phan nay két hop véi
phospholipid va apoB-48, tao thanh chylomicron [8§].

Chylomicron dugc bai tiét vao hé bach huyét, sau d6 di vao tuan hoan. Khi luu
hanh trong méu, chylomicron nhan apoC-II va apoE tirt HDL. ApoC-II c6 vai tro hoat
hoa enzym lipoprotein lipase, enzym nay nam trén bé mit té bio ndi mé cia co tim, co

xuong va mo md. Lipoprotein lipase thuy phan triglycerid ctia chylomicron thanh acid
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béo tu do va glycerol. Acid béo tu do dugc mod thu nhan dé oxy hoa tao nang lugng
hoic tai este hoa du trit dudi dang triglycerid. Glycerol quay trd lai gan dé tiép tuc tham

gia chuyén hoa [8], [9].

Sau qua trinh thuy phan gan hét triglycerid, chylomicron tré thanh chylomicron
tan du. Céc hat tan du nay c6 kich thude nho hon va chura ty 1€ cholesterol cao hon so
v6i chylomicron ban dau. ApoE trén bé mat chylomicron tan du duoc thy thé dic hiéu
tai gan nhan dién. Nho do, gan thu nhan va ndi bao hda toan bd hat tan du. Lipid giai
phoéng trong gan s& duogc sir dung cho nhiéu qué trinh khac nhau, bao gém tong hop
lipoprotein méi, tong hop acid mat hodc du trit [8].
1.1.5.2. Chuyén héa lipid mdu néi sinh

Con duong ndi sinh lién quan dén lipid do gan tong hop. Gan tao triglycerid tir
acid béo ndi sinh va tao cholesteryl ester tir cholesterol. Céc lipid nay dugc két hop voi

apoB-100 tao thanh VLDL. VLDL duoc tiét vao tudn hoan va 1a ngudn cung cip

triglycerid ndi sinh cha yéu cho co thé [8].

Khi luu hanh trong mau, VLDL nhan thém apoC-II va apoE tit HDL. Sy hién dién
ctia apoC-II cho phép VLDL duoc lipoprotein lipase thuy phan. Enzym nay tiép tuc
chuyén triglycerid ctia VLDL thanh acid béo ty do. Khi lugng triglycerid trong VLDL
giam dan, cdu trac cua n6 thay doi, ddn dén hinh thanh IDL. M6t phan IDL dugc gan
thu nhan nho sy hién dién cta apoE, phan con lai tiép tuc bi thily phan béi enzym

hepatic lipase, tao thanh LDL [8].

LDL chtra ham lugng cholesteryl ester cao va la lipoprotein dong vai tro chinh
trong van chuyén cholesterol dén cac mo ngoai bién. ApoB-100 trén LDL duoc thy thé
LDL tai té bao nhan dién va hd tro qua trinh nd1 bao hoéa LDL. Sau khi LDL duogc dua
vao té bao qua co ché nodi thuc bao, cholesteryl ester bi thiy phan trong tiéu thé tao
thanh cholesterol tu do. Cholesterol nay s& dugc str dung dé tong hop mang té bao,
hormon steroid hodac dugc este hda boi enzym acyl-coA cholesterol acyl transferase

(ACAT) dé du trit [8].
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Té bao ¢ co ché diéu hoa nodi bao nham duy tri ndng do cholesterol 6n dinh. Khi
luong cholesterol ndi bao ting, t& bao giam tong hop thy thé LDL nhdm han ché thu
nhan thém LDL tir huyét twong. Pong thoi, té bao ¢ ché hoat dong ctia HMG-CoA
reductase, 1 enzym giit vai tro gi6i han tbc do trong qua trinh tong hop cholesterol.
Nho nhitng co ché ndy, con duong ndi sinh giit vai trd chu chdt trong diéu hoa

cholesterol cuia toan co thé [8].

(thisa)
Nhan cholesterol
va oxy hoa
LOL—»
, HEL- T& bao
¥
Thy thé ;
NEFA VLDL i NEFA (thira)

Mé mo

M3
Gan \ -

Mat

L=

Hap thy lipid

Chylomicron
acid béo

So @6 1. 1. Pon gian hoa s van chuyén cac lipoprotein
giira gan, ru¢t, mau va mo m&

1.2. Rdi loan chuyén héa lipid theo Y hoc hién dai
1.2.1. Dinh nghia

Réi loan lipid mau (RLLM) 14 tinh trang r6i loan cac thanh phan lipid trong huyét
tuong, bao gdm ting cholesterol toan phan, LDL-C, triglyceride hoidc giam HDL-C
[10]. C6 thé 14 tién phat (do cac dot bién gen anh hudng chuyén hoa lipoprotein) hodc
thr phat (do bat ngudn tir 16i séng khong lanh manh, bénh 1y nhu dai thao dudng hoic



do dung thuéc) [11].
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Trong cac bénh 1y vé tim mach, RLLP duoc danh gia 1a mét trong nhiing yéu td

c6 nguy co cao [12]. Viéc du phong va kiém soat RLLM 1a rat quan trong dé giam nguy

co bién chimg tim mach [13].

1.2.2. Phan loai roi loan chuyén héa lipid mdu

1.2.2.1. Phan loai theo De Gennes (1971):

Phan loai theo De Gennes 1a mgt phan loai cd dién. Tuy nhién, hién nay van dugc

ap dung rong rai trong thyc hanh 1am sang bai tinh thuc té va dé 4p dung [14]. Phan

loai nay dua chi yéu trén ndng do cholesterol toan phan va triglycerid trong huyét thanh

[15].
Phan loai RLLM Cholesterol | Triglycerid | Ty 1€ TC/TG | Lipoprotein
toan phan (TG) hoic TG/TC | lién quan
(TC)

Tang cholesterol mau | Tang cao Binh thuong | TC/TG >2,5 | LDL-C tang

don thuan

Tang triglycerid mau | Binh thuong | Tang rat cao | TG/TC >2,5 | LDL-C binh

don thuan hoac tang nhe thuong hodc
giam

Tang lipid mau hon | Tang muc d6 | Tang nhiéu TC/TG<2,5 |LDL-C tang

hop viua hon hoac tang
dong thoi

VLDL, IDL
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1.2.2.2.Phan loqi theo Fredrickson/WHQO 2002
Phén loai nay dua trén kiéu lipoprotein ting (dua dién di hodc siéu ly tim), do

Fredrickson dé xuét va sau d6 duoc WHO chap nhan [16], [17].

Bang 1. 2. Phan loai theo Fredrickson/WHO 2002

Typ Lipoprotein ting wu thé Loai Lipid ting chii yéu
I Chylomicrons TG
Ila LDL-C Cholesterol
IIb LDL va VLDL TG va Cholesterol
I VLDL va tan du Chylomicrons TG va Cholesterol
v VLDL TG
A% Chylomicrons va VLDL TG va Cholesterol

1.2.2.3.Phdn logi RLLPM theo EAS (Hiép hoi vita xo dong mach Chdu Au)
Phén loai ndy can cr vao ndng d6 TC va TG c6 trong huyét tuong [18]:

Bang 1. 3. Phan loai RLLPM theo EAS (2011)

Typ Cholesterol (mmol/L) | Triglycerid (mmol/L)
Binh thuong <5,2 <22
A 5,2-6,5 <22
B 6,5-7,8 <22
C <5,2 2,2-55
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D 52-7.8 2,2-5,5

E >7,8 >5,5

1.2.3. Nguyén nhdn

Dé xac dinh nguyén nhan gy rdi loan lipid mau, chung ta phai tim hiéu xem
tinh trang nay c6 phai do thtr phat (16i séng va ché do dn udng khong tét nhu in
nhiéu chit béo bio hoa, bénh Iy nhu dai thdo duong, suy than man, hoac st dung
thubc ¢6 lién quan), hay c6 phai 1a do tién phat nhu (d6t bién gen hodc tinh trang
gia dinh).
1.2.3.1.Cdc nguyén nhan tién phat

RLLM nguyén phat chl yéu do d6t bién gen anh huong chuyén hoa hoic loai
bo lipoprotein. Dot bién & LDLR, APOB, PCSK9 lam LDL-C tich tu; cac gen LPL,
APOAS5, APOC2, GPIHBP1 giam phén giai TG. Mot s6 dot bién anh huéng HDL,
giam van chuyén cholesterol ngugc vé gan. Két qua 1a 1am tang LDL, TG, giam
HDL, tao nguy co xo vita dong mach tur tré [19].
1.2.3.2. Nguyén nhdn thu phat

Nguyén nhan thr phat cia RLLM lién quan dén yéu t6 16i sdng, bénh 1y hoic
do dung thubc. Béo phi, 16i séng it van dong va ché do an nhiéu chat béo giy ting
TG, LDL va giam HDL. Céc bénh 1y nhu dai thao dudng, hoi ching chuyén hoa,
suy giap hodc bénh than man ciing 1am rdi loan chuyén hoa lipid, dién hinh 13 ting
TG va LDL nhé dam dic. Ngoai ra, rugu va mot s6 thubc nhu corticosteroid,
thiazide, beta-blocker ¢6 thé lam ting LDL hodc TG [20].
1.2.4. Chén dodn

Chén doan RLLM duoc thyc hién theo khuyén céo trong huéng dan chan doan va

diéu tri cac bénh Nbi tiét — Chuyén héa do BO Y té ban hanh nam 2017 [21].

Trén lam sang, RLLM c6 thé duoc nghi ngo khi nguoi bénh xuét hién mét sb biéu
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hién hodc tinh trang lién quan nhu béo phi, ban vang, hodc di co cac bién ching tim
mach va chuyén hoa, bao gém dot quy nao va bénh mach vanh. Tuy nhién, dé chan
doan xac dinh can duya trén két qua xét nghiém céc thong sb lipid mau. Mau méu dugc
léy vao budi sang, khi nguo1 bénh ¢ trang thai nhin an, nham bao dam d6 chinh xac cta
két qua. RLLM dugc xac dinh khi co6 it nhat mot trong céc ti€u chi sau:

- Tang TC: khi ndng d6 TC > 5,2 mmol/I (200 mg/dl).

- Tang TG: khi néng d6 TG > 1,7 mmol/L (150 mg/dL).

- Tang LDL-C: khi ndng d6 LDL-C > 2,58 mmol/I (100 mg/dl).

- Giam HDL-C: khi ndng ¢6 HDL-C < 1,03mmol/l (40mg/dl).

- Réi loan lipid mau hdn hop: khi dong thoi ting TG va TC.
1.2.5. Piéu tri
1.2.5.1. Nguyén tdc diéu tri

Piéu tri RLLM nham giam nguy co tim mach va diéu chinh cac thong sb lipid
bat thuong. Nguyén tic co ban 13 thay d6i 16i song nhu ché do an it chit béo bdo hoa,
tang chat xo, hoat dong thé luc thudng xuyén, kiém soat can nang, bo thudc 14 va han
ché ruou [21]. Khi muc tiéu lipid khong dat duge, st dung thude 1a can thiét véi statin
1a Iyra chon hang dau dé giam LDL-C [22]. Liéu luong va loai thudc dugc diéu chinh
theo mirc nguy co tim mach ciia timg bénh nhan véi LDL-C muyc tiéu thap hon & nhom
nguy co cao. Theo ddi dinh ky lipid mau va hiéu chinh phac do giup dat hiéu qua diéu
tri t6i wu [10].
1.2.5.2. Piéu tri cu thé
% Thay déi 16i song, sinh hoat

Theo cac nghién ciru gan ddy, viéc thay ddi thoi quen dn udng, luyén tap thé duc

va quan 1y can ning 1a nén tang cua diu trj RLLM [23]. Viéc thay d6i 16i sdng, sinh

hoat nay c6 thé dat dugc hi€u qua ¢ cac muc do khéac nhau trén da s6 cadc bénh nhan
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tham gia nghién cuu [24].

Vé ché d6 an, bénh nhan nén giam chit béo bdo hoa va cholesterol béng cach han
ché thit 6, noi tang, san pham bo sira nhiéu béo, ddng thoi ting cudng chét xo tir rau,
trai cay, ngii cdc nguyén hat va cac loai ddu dé giam hip thu cholesterol. Cac ngudn
chit béo khong bao hoa nhu dau thuc vat, dau ca giau omega-3, hat va qua bo dugc
khuyén khich. Can han ché duong tinh ché va d6 udng c6 duong. Tong ning luong nén

duogc kiém soat dé duy tri can ning hop 1y [23], [25].

Vé ché do tap luyén, hoat dong thé luc déu din dong vai tro then chdt trong viéc
cai thién lipid méu va stc khde tim mach. Tap luyén cac mon thé thao nhu aerobic, di
bo nhanh, chay nhe, boi 161 hoac dap xe it nhat 150 phl’lt/tuén, két hop tap suc bén 2-3
lan/tuan giap ting HDL-C va giam TG [23].

Bén canh d6, can bo nhiing thoi quen gy hai nhu thudc 14, han ché ruou va kiém
soat can nang. Cac nghién ctru cho thay, thudc 14 lam giam HDL-C va ting oxy hoa
LDL, ruou lam ting TG va nguy co gan nhiém md, trong khi thira can lam xau hoa céc

chi sb lipid [26].
<% Piéu tri bang thudc

Piéu tri bang thudc dugc chi dinh khi liéu phap diéu chinh 16i song khong hiéu
qua, bat dau khi cac chi sb lipid mau van bat thuong, khi nguoi bénh ¢6 nhiéu yéu to
nguy co bénh mach vanh (BMV) va lugng LDL- C trong mau cao > 4,1 mmol/l. Muc
tiéu diéu tri 1 phai 1am giam duoc LDL- C < 2,6 mmol/l [29], [30].

Thudc diéu tri rdi loan lipid médu dugc phan loai dua trén co ché tac dong lén
lipoprotein, gdm 2 nhom chinh: nhom lam giam hép thu va tang thai trir lipid va nhém
trc ché sinh tong hop lipid[31]

- Thudc tkc ché sinh tong hop lipid

o Nhom Statin [27]:

+ Co ché: Statin rc ché enzyme HMG-CoA reductase, lam giam tong hop
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cholesterol & gan. Két qua 13 gan ting biéu hién thy thé LDL dé thu nhan LDL-C tur
mau, dan dén giam LDL-C huyét thanh.

+ Ap dung diéu tri: Pay 1a nhom thudc dau tay dé ha LDL-C. Dung trong phong
ngura tim mach, bénh nhan tang cholesterol, xo vira dong mach, dai thao duong hodc
rdi loan lipid mau khac.

+ Tac dung khéng mong muén: Thudc Statin nhin chung dung nap t6t. Tuy nhién
c6 mot sb tac dung khong mong mudn co thé xay ra bao gdm kho tiéu, nhirc dau, mét
moi, dau co, hodc khop. Khi st dung lidu cao & nguoi cao tudi hay khi str dung voi
nhiéu thudc dic biét nhom Macrolid, c6 thé dan dén ting men gan va ting men co.

+ Chéng chi dinh: Bénh nhan c6 bénh gan hoat dong hoic ting men gan khong
r0 nguyén nhan. Phu nit mang thai hodc dang cho con bu.

e Ddn xudt acid fibric (fibrat) [28]:

+ Co ché: Fibrate kich hoat peroxisome proliferator activated receptor- a
(PPAR-a), dan dén ting biéu hién lipoprotein lipase, giam san xuat apolipoprotein C-
111, dong thoi tang tong hop cac apolipoprotein ciia HDL (apoA-I, apoA-II), lam giam
triglyceride huyét twong va ting HDL-C.

+ Ap dung diéu tri: Chu yéu dung trong roi loan lipid v61 TG cao, dac bi¢t khi TG
rat cao hodc trong hoi chimg chuyén héa dé giam nguy co bién ching nhu viém tuy
cp.

+ Téac dung khong mong mudn: Fibrat thuong dung nap tot. Tac dung khong mong
mudn thudng gip nhat 13 réi loan tiéu hoa, viém gan va bénh co hiém khi xay ra. Nhiing
tac dung khong mong mudn nay thuong xay ra & ngudi cao tudi, suy than, suy gan hoic
dung liéu cao.

+ Chéng chi dinh: Bénh gan hoat dong; bénh tii mat; suy than ndng. Viém tuy cép
hodic man, ngoai trir viém tuy cap do tang triglycerid mau ning; C6 tién sir di ing hodc
tang nhay cam vd&i anh sang khi s dung céc fibrat hoac ketoprofen; Phu nit mang thai

va cho con bu.
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e Acid nicotinic (niacin) [29]:

+ Co ché: Niacin 1am giam tong hgp VLDL va LDL & gan va ting HDL-C bang
cach giam bai xuat acid béo tir mé md, ddng thoi 1am cham sy chuyén héa ApoA-I
(tang van chuyén cholesterol trd vé gan) [30].

+ Ap dung diéu tri: Tang LDL-C, giam HDL-C, tang TG [31].

+ Tac dung khong mong mudn: Do bimg mit va ngira 1a tic dung khéng mudn
pho bién nhat. Gay 16i loan tiéu hoa, ting duong huyét, ting acid uric huyét.

+ Chéng chi dinh: loét da day, bénh gan man tinh, phu nir ¢6 thai.

- Thuéc lam gidm hdp thu va tang thai trir lipid

o Thuéc irc ché hdp thu cholesterol: Ezetimib

+ Co ché: Ezetimibe @c ché hép thu cholesterol tir rudt non béng cach chan
protein NPC1L1 ¢ té bao rudt, lam giam luong cholesterol vao gan [32].

+ Ap dung diéu tri: Khi LDL-C chua dat muc tiéu sau khi dung statin. C6 thé
dung don doc néu bénh nhan khong dung nap statin [33].

+ Téc dung khong mong mudn: St dung ezetimib tuwong ddi an toan, it tic dung
khong mong mudn. Gay suy giam chirc ning gan xuat hién véi ty 1¢ thap [34].

+ Chéng chi dinh: tré em < 10 tudi, nguoi giam chic nang gan [34].

. Thuéc trc ché PCSK9 [35]

+ Co ché: 1a cac khang thé don dong gan vao PCSK9 tu do, ngan PCSK9 pha
huy thu thé LDL & gan, tir d6 1am ting s6 luong LDLR va giam LDL-C rat manh.

+ Ap dung diéu tri: dugc chi dinh cho bénh nhan nguy co tim mach rit cao khong
dat muc tiéu LDL-C du da dung statin lidu t6i da, bénh nhan khong dung nap statin mirc
d6 trung binh - nang va ngudi mic ting cholesterol mau gia dinh.

+ Tac dung khong mong mudn: thudng nhe nhu phan ung tai chd tiém, nhiém
trung ho hép trén hodc dau co.

+ Chéng chi dinh: than trong & nguoi c6 tién st phan Gng ning voi khang thé

don dong, phu nit mang thai va dang cho con bu.
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1.3. Roi loan chuyén hoéa lipid mau theo Y hoc ¢6 truyén
1.3.1. Khdi niém
Trong y hoc ¢6 truyén (YHCT), cac y van c6 chua ghi nhan cum tir “ Rbi loan
chuyén héa Lipid”. Tuy nhién, quan diém chuyén mén hién nay cho rang tinh trang
RLLM nay duogc md ta trong cac chting “dam thap”, “dam am”, “dam troc”, “huyén
vung”, “dau thdng”..., [36], [37] va dugc xép vao nhom cac bénh giy ra do yéu té “dam

o
A 29

am .

Theo y hoc ¢6 truyén, chat dic 1a dam, chat trong lodng 1a 4m. Pay 1a mot trong
ba nguyén nhan gay bénh pho bién, theo phan loai cia YHCT thi dam 4m thudc nhom

bat ndi ngoai nhéan [38], [39].

Sach “Noi kinh” goi 1a tich am, “kim quy yéu luoc” goi 1a dam thap [40], [41].
Nguén géc sinh ra dam 4m do su van hod bat thuong cua tan dich, tan dich ngung tu
bién hoa ma thanh. Binh thudng su van hoa thuy thap trong co thé dugc diéu hoa béi 3
tang ty, phé, than. Pam am do ty dwong mét chtrc ning van hod, lam chuyén ho4 tan
dich bi ngung tré lai thanh am thap, thap thang sinh ra dam. Binh thuong sy van hoa
thuy thap trong co thé dugc diéu hoa bdi 3 tang ty, phé, than. Boi vay dam thap co lién
quan dén 3 tang ty, phé, than. Chimg thudc ty 1 chimg quan trong nht trong van dé co
ché sinh chimg dam tré [42].

1.3.2. Nguyén nhin va Co ché bénh sinh
1.3.2.1. Nguyén nhdn

Pam am bat ngudn do rdi loan chuyén hoa thity dich trong co thé. Vi vay cac yéu
t6 1am suy giam chtrc ning khi hoa cua co thé lam rdi loan trao ddi thay dich déu lam
cho thuty dich dinh tu lai thanh ¢dm. Pam am hinh thanh lién quan dén céc tang phé, ty,
than, bang quang, tam tiéu, can, tim.... [43], [44]. Cac nguyén nhan giy ra gom:

- Do am thyc bat diéu: do tiéu thu qua nhiéu chat béo, dudng va cic moén in gidu

dinh dudng, két hop vdi viée lam dung rugu, cung &p luc cong vige tri 6¢ qua muc, gy
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ton thuong ty vi, r6i loan chuyén dich thé, dan dén su tich tu dam thép noi sinh [37],
[43].

- Do ché d6 sinh hoat: Do 16i sdng it van dong khién khi huyét luu thong kém,
gdy ra khi tré, huyét & tao diéu kién cho dam troc tich tu 1au ngdy ma gy bénh. Sach
T van thién “Tuyén minh ngii khi ludn” viét: “Ctru ngoa thuwong khi, ciru toa thuong
nhuc”. Thuong khi din dén khi hu, thwong nhuc dan dén ty hu, ty khi hu ma sinh dam
tré [37], [38].

- Do thét tinh (yéu t6 tinh than): Budn rau hai phé, lo so hai than, lo nghi hai ty,
gian dit hai can....Tinh chi v6 do déu 1am cho khi co nghich loan, kinh lac tr¢ tr¢, thuy
thap dinh luu ma thanh dam troc. Thudng gip tinh chi uat e, can khi khén ty lam ty
mét kién van, ty thd hu yéu s€ giam hodc mét kha nang van hoa thuy cdc, tan dich tu
lai thanh dam thap, dam thap & tré kinh mach ma gay bénh [38], [43].

- Do tién thién bat tic (yéu t6 thé chat): sach Linh khu thién “Tho yéu cuong nhu”
viét: “Con ngudi ta sinh ra ¢ cwong ¢ nhu, c¢6 cudng cd nhuoc, co dai o ngin, cd Am
c6 duong”. Tién thién bat tac lam cho than khi bat tic, than dwong hu khong 6n 4m
duogc ty duong, ty khong van hoa duogc thuy thap, sinh dam [45], [46].
1.3.2.2. Co ché bénh sinh [47]

- Phé khi hu suy: Mét kha nang tic giang thong diéu thuy dao, thuy dich ngung
lai thanh dam hoac phé am bat tuc, am hu hoa vuong, hu hda hun nau tan dich cling tao

thanh dam.

- Ty 12 ngudn sinh dam: Ty khi hu yéu khong thuc hién dugc cong nang van hoa thuy
cdc khién chat thanh khong thang 1én, chét troc khé gidng xudng, chat tinh vi ciia thily coc
khong thé van hoa luu chuyén binh thuong, tu lai héa thanh dam troc gay bénh. Mat khac
ty tho suy yéu khong ché duoc thuy thap ngung dong thanh dam.

- Than 1a gbc ctia dam: Than duong hu suy, hoa khong lam 4m duogc thd, thiuy
thép va tan dich khong hoa khi dugc tran 1€n thanh dam. Than am hu ton, hu hoa & ha

tiéu chung boc hun nau tan dich ciing thanh dam.
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Co ché bénh sinh ctia hoi ching RLLPM theo quan niém cia YHCT nay duoc thé

hién & so do 1.2.

Kién van
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So @6 1. 2. Co ché bénh sinh ciia hdi ching RLLPM theo quan niém cia YHCT

1.3.3. Phin logi cdc thé lim sang

Theo tai liéu cua tac gia Trinh Tiéu Du trong nguyén tac chi dao nghién ciru 1am
sang Trung — Tan duoc, chimg dam thap bao gdm cac thé 1am sang sau [48]:
1.3.3.1. Bam troc tro tré:

+ Tri€u chirng: Nguoi nang né, dau dau nang, chan tay t€ nang, co thé kém theo
tam quy, mét ngu, nhat miéng, an kém, dai tién nat dinh. Chat ludi béu, réu tron dinh,

mach hoat.
+ Phap diéu tri: Thanh hoa dam troc, ich khi kién ty.

+ Phuong diéu tri: Ban ha bach truat thién ma thang gia giam [49], [50], [51].

Ban ha 08g Tran bi 12g Phuc linh 12¢g Cam thao 04g
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Bach truat 12g Thién ma 10g Dai tdo 4¢g Sinh khuong 4g

1.3.3.2. Ty than dwong hu
+ Triéu chimg: Nguodi moi mét, lung moéi gbi mém, tai U, mit hoa, kinh nguyét khong
déu, tiéu it phu thiing,s¢ lanh, chéan tay lanh, chéng mat, di ngoai phan nat, an kém, bung

déy chuong. Chét ludi nhot, réu tréng, mach trim té [48].
+ Phap diéu tri: Kién ty ich than, trg duong thong lac

+ Phuong diéu tri: Ly trung hoan hop véi Hitu quy hoan gia giam [49], [50], [51].
Nhan sam 4 lang Thuc dia 8 lang  Tho ti tir 4 lang Duong quy 3 lang
Bach truat 4 lang  Son dugc 4 lang Ché phu tr 2 lang D0 trong 4 lang

Can khwong 4 Chich thiao 4 Caukytir4lang Nhuc qué 2 lang
lang lang

1.3.3.3.Can than am hw

+ Triéu chtng: chong mit, U tai, lung gbi moi, ngii tim phién nhiét, dao han, miéng

kho, mét ngu, hay quén, dai tién tao. Chét ludi do, it réu, mach té sac [48].
+ Phap diéu tri: Tu bo can than, dudng am thanh nhiét.

+ Phuong diéu tri: Luc vi dia hoang hoan gia giam [49], [50], [51].
Thucdia32 g Hoaison 6 g Bachlinh 12 g
Son thu 16 g Trachta 12 g Danbil2 g

1.3.3.4. Am hw dwong khang
+ Tri¢u ching: dau dau, chong mat, phién tao, dé cau grflt, mat do, miéng déng, mat

ngu, dai tién tao, tiéu tién sén do. Chat ludi dé hoac tim, réu vang, mach huyén té.

+ Phap diéu tri: Tu dudng than am, binh can tiém duong.
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+ Phuong diéu tri: Nhat quan tién gia giam [49], [50], [51].
Sa sam 12g Ky tr 24¢ Sinh dia 16g
Duong quy 12¢g Mach mo6n 12g Xuyén luyén tur 6g
1.3.3.5. Thé khi tré huyét it:

+ Tri€u chung: Nguc sudn trudng, dau co tinh chat chay, dau nhéi vung trudc tim,

tam phién bat an, ria dau ludi c6 ban ¢ hodc diém . mach trim sap.
+ Phap diéu tri: Kién ty hoa dam - hoat huyét khu .
+ Phuong diéu tri: “Qua lau gidi bach ban ha thang” hop phuong “Pao hong tir

vat thang” gia vi [49], [50], [51].

Qua lau nhan 12g  Qué chi 12g Sinh khuvong 12g  Xich thuge 12 g

Ban ha 12¢g Bach linh 14g  Paonhan 8 g Xuyén khung 12 g
Chi thyc 12¢g Hanh nhan 12g Puongquy 12g Sinhdia20g
Hong hoa 8g

1.4. Phwong phap thir nghiém ddc tinh BTD va mét s6 md hinh gy rdi loan lipid
mau theo co' ché ndi sinh trén thue nghiém.
1.4.1. Phuwong phap thir nghiém doc tinh BTD [52]

Muc tiéu: Thir nghiém ddc tinh ban truong dién duoc tién hanh sau khi dé c6 day da
dix liéu vé doc tinh cép trén dong vat thi nghiém va trong trudng hop mau thir duge du kién
str dung hoc tiép xuc kéo dai trén nguoi. Muc tiéu ciia thir nghiém nham danh gia kha niang
dung nap cia dong vat thi nghiém khi str dung 1ap lai mau thi trong thot gian dai, tir do lam
16 mirc d6 an toan ctia ché pham trudc khi ap dung trén 1am sang. Thong qua thir nghiém,
nghién ctru hudng t6i viée xac dinh muc liéu khong gy thay doi dang ké vé chirc nang sinh

ly, cau tric co quan hodc céac biéu hi¢n song co thé quan sat dugc trén dong vat thi nghiém,
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dong thoi phat hién cac biéu hién ddc tinh c6 thé xuat hién khi ding kéo dai. Ngoai ra, thir
nghiém con cung cdp thong tin vé kha ning hdi phuc cta cac ton thuong néu c6 sau khi

ngimg sir dung mau thir.

Pong vat thi nghiém va dwong dung: Thir nghiém doc tinh ban truong dién duoc
khuyén c4o tién hanh trén it nhat hai loai dong vat co6 vu, bao gém mot loai gam nham
va mot loai khong gdm nham. Tuy nhién, trong mot s6 diéu kién nghién ctru cy thé, thir
nghiém doc tinh ban trudng dién co thé duoc chép nhan khi tién hanh trén mot loai
dong vat. Chudt céng thuong duogc lua chon lam dong vat thi nghiém do phu hop véi
diéu kién nghién ciru va c6 nhiéu dir liéu tham chiéu trong doc chat hoc. Mau thir duoc
str dung theo duong dung dy kién ap dung trén ngudi, nham bao dam tinh twong dong
giita thir nghiém tién 1am sang va trén 1am sang.

Thoi gian thir nghiém: Thoi gian tién hanh thir nghiém doc tinh dai ngay trén
dong vat dugc xac dinh dya trén thoi gian du kién str dung méu thtr trén ngudi hodc
theo cac mdc thoi gian tiéu chuan. Pong thoi, thoi gian thir nghiém con phu thudc vao
muc dich cung cép dir liéu cho céc giai doan thir nghiém 1am sang. Khi can dir liéu phuc
vu cho thir nghiém 1dm sang giai doan 1 hodc 2, thoi gian thir nghiém c6 thé trong
khoang 14-28 ngay. Trong truong hop can cung cap thong tin cho thir nghiém 1am sang
giai doan 3, thoi gian thir nghiém thuong duoc kéo dai hon, trong khoang 28-90 ngay,

nham danh gia cac tdc dong doc tinh tich liiy ctia vi¢c str dung mau thtr.

Liéu thir nghiém: Thuong dugc thiét ké véi ba mirc liéu khac nhau, tién hanh
song song v&i mot nhém chimg. Mic lidu thap 1a lidu khong gay anh hudng doc tinh
trén dong vat thi nghiém; mac lidu trung binh 1 lidu ¢ thé khong giy biéu hién doc
tinh quan sat duoc hoac chi gdy anh hudng nhe; mirc lidu cao 1a liéu du kién xudt hién
cac biéu hién ngd doc trén dong vat thi nghiém. Cach thiét ké nay cho phép danh gia
moi lién quan giira lidu sir dung va dap ung doc tinh, dong thoi xac dinh gi6i han an

toan cua mau thir.

Cic chi tiéu theo doi: Theo ddi hang ngay vé tinh trang strc khoe chung, muc do
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hoat dong, kha nang tiéu thy thirc dn va nudc udng, cling nhu dic diém phan va nudc
tiéu. Cac xét nghiém huyét hoc va sinh héa mau dugc thyc hién nhim phat hién nhiing
bién ddi chirc ning cla cac co quan. Sau khi két thic thir nghiém, dong vat dugc tién
hanh phan tich mé bénh hoc dé danh gia cac thay ddi vé cu triic mo va co quan lién

quan dén viéc st dung mau thir kéo dai.

1.4.2. Mt s6 mé hinh gay réi loan lipid mdu theo co ché ngi sinh trén thwc nghiém
[53]
- Triton WR-1339:

Viéc dung toan than chit dién hoat Triton WR-1339 cho chudt nhit va chudt céng
trang nhin d6i va khong nhin d6i dan dén su ting cic nong do cholesterol va
triglycerid huyét twong. Chimg tang cholesterol ndy c6 2 giai doan. Co ché cua ting
cholesterol mau do Triton trong giai doan 1 dugc coi 1a do ting sinh téng hop
cholesterol & gan do kha nang cua Triton tac dong dén sy tiép nhan lipid huyét tuong
bo1 cac mo (Garrattini va cong su, 1959). Ba chiing minh cac thudc tac dung trén sy
sinh tong hop cholesterol noi sinh, nhu cac din xuit cua acid a-phenylbutyric c6 tac
dung trong giai doan 1 cta thir nghiém, trong khi cac thudc tac dung trén su bai tiét
va chuyén hoa cholesterol co tac dung trong giai doan 2. Thyroxin dugc ching minh
c6 tac dung trc ché giai doan 1 va thuc day nhanh giai doan 2 cia ting cholesterol mau
do Triton (Steinberg, 1962). Do d6, phuong phap nay c6 vé khong co tinh chon loc dé

nghién ctru cac thude tac dung trén sinh tong hop cholesterol.
- TWEEN 80:

Trong phuong phéap cua Kellner, Correll va Ladd, duoc &p dung va mo ta boi
Cheymol va cong su (1965), dd dung Tween 80 dé gay tiang cholesterol mau trén tho.
Tween 80 giy su ting cholesterol huyét twong nhanh, nhung trong thoi gian ngén chi

yéu do ting cholesterol noi sinh. Thé duoc cho ché d6 an thuong quy.

Trong céc thi nghiém dbi chung, tiém tinh mach cho thé 2,5 ml/kg Tween 80
(dung dich 20% trong dung dich natri clorid 0,9%), rdi mot thé tich dung moi bang
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hodc hon. Néu khong chu ¥ tiém dung dich NaCl dang truong. Tween 80, rat kich

ung ddi v6i thanh mach, c6 thé gay hoai tir tai khi tiém vao tinh mach vanh tai tho.

Néng do toi da cua cholesterol dat dugc sau 4 gi0 rudi hodc 6 gio, hiém hon sau
3 gid hodc 7 gid rudi. Thuong ldy mau trudce khi tiém Tween 80 va 4 gid rudi sau khi
tiém dé phan tich cholesterol huyét twong. Khi thir thude, sau khi da 1am thi nghiém
dot thtr nhat trén 2 16 tho, mot 16 dbi ching va mot 16 thir thude, c6 thé dé tho nghi
trong 8 dén 10 ngay, sau d6 d6i chéo cac 16 tho, 16 thtr thude thanh 16 ddi ching, va

16 d6i chtng thanh 16 thir thudc, va thir lai dot 2.
- Poloxamer 407 [54]

Poloxamer 407 (P-407) 1a mot chat hoa hoc gay ra chung rdi loan lipid mau duoc kiém
soat liéu & chudt. Poloxamer 407 (P-407) 1a chat tay rira khong ion ban dau duoc sir
dung trong cac tmg dung phan phdi thubc co kiém soat . Vao dau nhimg nam 1990,
Johnston di chtng minh rang viéc ding P-407 cho chudt ciing dan dén ting lipid mau,
sau d6 duoc phat hién 1a do trc ché lipase. Ké tir d6, hop chat nay da duoc st dung dé
gdy tang lipid mau ¢ nhiéu mo hinh chudt khac nhau.

1.5. Tinh hinh nghién ciéru thudéc YHCT diéu trj roi loan lipid mau

1.5.1. Nghién civu vi thuéc:

Céc vi thudc da duoc di sdu nghién ctru dé diéu tri réi loan lipid mau gom:

+ Me rung (Fructus Phyllanthus emblica): Cac nghién ctru trén thuc nghiém va
1am sang cho thay chiét xuat me rimg lam giam TC, LDL-C, TG, ting HDL-C, dong
thoi diéu hoa cac gen lién quan tong hop m& (SREBP-1, ACC, FAS), phan giai lipid
(ATGL, HSL, AMPKo) va chuyén hoa cholesterol (LXRo/LXRP, HMG-CoA
reductase) [55], [56].

+ Giao ¢6 lam (Gynostemma pentaphyllum): Cac nghién ctru cho thdy Giao c¢b lam
c6 tac dung diéu chinh lipid mau thong qua giam cholesterol toan phan, TG, LDL-C,
d6ng thoi cai thién nhe HDL-C. Cac gypenosides trong Giao c6 lam hoat héa AMPK,
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thuc day autophagy/lipophagy 1am giam tong hop lipid va tang biéu hién thu thé LDL,
qua d6 ho tro thanh thai LDL-C [57].

+ Khé qua (Fructus Momordica charantia): Cac nghién ctru trén thuc nghiém va
1am sang cho thay dich chiét Khé qua 1am giam TG, TC, LDL-C va lam ting HDL-C,
thong qua co ché kich hoat AMPK [58], [59].

+ Atisd (Cynara scolymus): Cac nghién ctu cho thiy chiét xuat 1am giam
cholesterol toan phan (TC), LDL-C va triglyceride (TG), ddng thoi mot sé nghién ciru
ghi nhan ting HDL-C & ngudi hodc dong vat rdi loan lipid [60]. Co ché chinh bao gém
trc ché HMG-CoA reductase dé giam tong hop cholesterol ndi sinh, tang bai tiét mat dé
thai cholesterol ngoai sinh [61].

1.5.2. Nghién civu bai thuéc:

+ Nam 2013, Nguyén Thuy Huong va cong sy d nghién ctu tac dung diéu trj rdi
loan lipid mau cua vién nén “Ha m&” gébm Ha thu 6, Nguu tit, Sa nhan, Thao quyét
minh, Son tra, Pai hoang. Két qua nghién ctru cho thdy vién nén “Ha m&” c6 tac dung

lam giam chi sb cholesterol va LDL-C [62].

+Nam 2017, Tran Thi Hong Ngii va cong su di nghién ctru tac dung diéu chinh
roi loan chuyén hoa lipid méu cia cao 1ong HSN gom: Cti mép, La sen, Tdo méo, VO
quyt, Ngii vi tr, Cam thao dat trén mo hinh ndi sinh. Két qua cho thay, cao 1ong HSN
co tac dung lam giam 17,79% TC, giam 12,09% TG, giam 24,26 LDL-C, tang 92,52%
HDL-C ¢ nhom st dung HSN liéu thip (24g/kg/ngdy) va giam 18,64% TC, giam
12,44% TG, giam 24,26 LDL-C, tang 88,78% HDL-C & nhom st dung HSN liéu cao
gap 3 lan [63].

+ Nam 2016, Ta Thu Thiy va Tran Quéc Binh di danh gia tac dung diéu chinh
roi loan lipid mau cua cao léng “Pai an” gém: Son tra, Bach truat, Phuc linh, Ban ha
ché, Than khc, Lién kiéu, Lai phu tir trén 1am sang. Két qua cho théy, cao long “Pai

an” lam giam nong d6 TC, TG, LDL-C lan luot 1a 17,7%, 20,0%, 14,1% LDL-C va lam



26
ting 8,4% HDL-C [64].

+ Nam 2021, Pham Thuy Phuong va cong su da nghién ctru vién nang “Ha mdo
NK” ¢6 thanh phan: Tran bi, Ban ha, Thao quyét minh, Hoe hoa, Ha kho thao, Ty giai
nam, Ré co tranh, Nguu tat, Ha diép trén dong vat gdy mo hinh RLLM néi sinh. Két
qua cho thiy, “Ha m& NK” ¢6 tic dung ha lipid mau & lidu cao (1,5 g/kg/ngay), véi su
giam dang ké cholesterol toan phan va non-HDL-cholesterol [65].

+ Nam 2022, Pham Thuay Phuong da nghién ctru vién nang “Ha md& NK”’ trén
bénh nhan réi loan lipid mau. Két qua cho thdy, vién nang “Ha m& NK” c6 tic dung
lam giam néng d6 TC, TG, LDL-C va non-HDL-C 1an lugt 14 23,13%, 17,61%, 21,34%,
26,93% [66].

1.6. Tong quan vé 1a bo

La bo (Folium Persea americana) da duoc str dung trong y hoc dan gian nhiéu
noi trén thé gi01, dac bict 1a & cac nudc Nam MY, chau Phi va chau A, nho vao cac dic
tinh chita bénh tiém nang. Vi ham luong phong phu cac hop chat hoa hoc, 14 bo ¢6
tiém ning tng dung trong nhiéu linh vyc, tir y hoc ¢b truyén dén san xuit ché pham
chtic nang va thuc pham bo sung.
1.6.1. Piic diém phdn bé ciia cdy bo

Cay bo (Persea americana) 1a mot loai cdy can nhiét déi c6 ngudn goc
tor México va Trung My, duoc phan loai thuc vat c6 hoa, hai 14 mam, ho Lauraceae
[67].

O chéau A, qua bo dugc tréng nhiéu & cac nuéc nhu Indonesia, Philippines, Trung
Quéc, Thai Lan va Viét Nam

Hién nay, cdy bo duoc trong pho bién ¢ ving Tay Nguyén (Pak Lak, Pak Nong,
Gia Lai, Kon Tum), Déng Nai, Lam Déng, Ba Ria - Viing Tau.

1.6.2. Thanh phan héa hoc va tic dung ciia ld bo

La bo (Folium Persea americana), thuong bi bo quén trong khi qua bo dugc ua


https://vi.wikipedia.org/wiki/M%C3%A9xico
https://vi.wikipedia.org/wiki/Trung_M%E1%BB%B9
https://vi.wikipedia.org/wiki/Th%E1%BB%B1c_v%E1%BA%ADt_c%C3%B3_hoa
https://vi.wikipedia.org/wiki/Th%E1%BB%B1c_v%E1%BA%ADt_hai_l%C3%A1_m%E1%BA%A7m
https://vi.wikipedia.org/wiki/H%E1%BB%8D_Nguy%E1%BB%87t_qu%E1%BA%BF
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chudng rong rai, thuc chét chira mot kho tang cac hop chét sinh hoc hoat tinh dang ké.
L4 bo 1a ngudn carotenoid, khoang chat, phenol, vitamin va axit béo néi tiéng. Tac dung
ha lipid, ha huyét ap, chong dai thao dudng, chdng béo phi, chéng huyét khéi, chéng
x0 vita dong mach va bao vé tim cua qua bo dd duoc chimg minh trong mot s6 nghién

ctru [68].
1.6.3. Mét s6 nghién ciru vé ld bo

- Nam 2007, Bartholomew IC Brai, AA Odetola, PU Agomo tién hanh nghién

ctru kha nang ha duong huyét va ha cholesterol ctia chiét xuat 1a bo, két qua cho thay:

Viéc str dung chiét xuat 14 P. americana dang nudc va methanol gy ra sy giam
glucose huyét tuong (1an lugt 1a 16% va 11%), TC (lan luot 1a 8% va 5%) va LDL-C
(1an lugt 13 19% va 20%) & nhitng con chudt dugc diéu tri so véi nhom ddi chimg tang
cholesterol mau. Ngoai ra, ndng d6 HDL-C trong huyét twong tang lan luot 1a 85% va
68% & nhirng con chudt dugc diéu tri béng chiét xuit nudc va methanol so v6i nhom
d6i chung ting cholesterol mau. Nhiing két qua nay cho thay chiét xuét 14 P. americana
dang nudc va methanol lam giam glucose huyét twong va anh huéng dén qua trinh
chuyén héa lipid & nhitng con chuét ting cholesterol méu, do d6 lam giam TC va LDL-
C va phuc hoi mitc HDL-C. Diéu nay co thé dai dién cho co ché bao vé chéng lai su

phat trién cta xo vita dong mach [69].

- Nam 2023, Li Yating, Li Qiang, Li Na, Chen Penghao, Si Xiongyuan, Tan
Huarong, Wang Xueyan tién hanh nghién ctru tac dung cua dau bo dén trong luong co
thé, cac chi s6 sinh hoa huyét thanh va chtrc ning gan & chudt béo phi. Anh huong dén
su biéu hién cua cac gen lién quan dén chuyén hoa cholesterol. Két qua cho thdy: Dau
bo lam giam trong lugng co thé va tén thuong gan & chudt béo phi, thuc diy sy bai tiét
cholesterol va axit mat, va cai thién chuyén hoa lipid mau bat thuong va suy giam chirc
nang gan, giam lang dong lipid. Dau bo c6 thé e ché mirc cholesterol trong gan cua
chudt béo phi, sinh tong hop va thuc diy qua trinh tong hop acid mat va bai tiét
cholesterol [70].


https://pubmed.ncbi.nlm.nih.gov/?term=Brai+BI&cauthor_id=17651074
https://pubmed.ncbi.nlm.nih.gov/?term=Odetola+AA&cauthor_id=17651074
https://pubmed.ncbi.nlm.nih.gov/?term=Agomo+PU&cauthor_id=17651074
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1.6.4. Nhin dinh ban dau vé tinh, vi, quy kinh ciia ld bo theo y hoc cé truyén
Hién nay, chua c6 tai li€u y hoc cd truyén chinh théng nao mo ta mot cach hé
thng vé tinh, vi, quy kinh, cong ning hay chu tri ctia 14 bo. Tuy nhién, v&i cac bo céo
vé tac dung diéu chinh rdi loan lipid mau cua 14 bo trén thuc nghiém c6 thé cung cap

co s& quan trong dé danh gia tac dung ctia dugc liéu nay tir goc d6 YHCT.

V& vi ciia 14 bo: Nghién ctru gin ddy cho thay, chiét xuat 14 bo khé c6 chira ham
luong phenolic va flavonoid twong ddi cao, véi tong phenol khoang 233-237,6 mg/g va
flavonoid khoang 40,4-48.4 % [71]. Nghién ctru cam quan d3 chi ra rang khi ham luong
phenolic cao, cac mau thuc vat thuong biéu hién do dang va cam giac chat manh hon
trong thir nghiém vi giac do tuong tac voi thu thé vi dang va protein nude bot trén ludi
[72]. Vi vay, vi cta 14 bo nhiéu kha ning 14 dang 1a chu dao, kém theo chat nhe thay vi
vi ngot. MGt sb flavonoid & dang glycoside co thé 1am vi diu hon & hau vi, nhung khong
lam mét di cam giac ding ban dau . Kiéu vi nay twong dong véi nhiéu 14 cay giau

polyphenol khac nhu 14 ché hay mot sé duoc liéu thanh nhiét.

V¢ tinh caa 14 bo: Cac nghién cuu trén dong vat thuc nghiém cho théy chiét
xudt tir 14 bo c6 kha ning chéng viém rd rét, thé hién chil yéu qua trc ché phu né trong
cac mo hinh viém cép, dic biét 13 mé hinh phu chan do carrageenan [73], [74]. Su giam
phtl phan anh viéc 1am giam céac biéu hién dién hinh ctia phan Gmg viém cap nhu sung,
nong va do, von lién quan dén gian mach, tang tinh tham thanh mach va sy tich tu céac
chat trung gian viém tai mo ton thuong. Nhimg két qua nay cho thay 14 bo c6 kha ning
diéu hoa phan Umg viém tai chd, lam diu trang thai viém cép trén thuc nghiém. Dudi
goc nhin YHCT, céc biéu hién viém cap nhu nong, sung, do thudng duoc quy nap vé
chtng nhiét, trong khi cac dugc liéu c¢6 tac dung 1am giam nhimng biéu hién nay thuong
dugc xép vao nhom cé tinh han hodc lwong. Do d6, tinh cta 14 bo nhiéu kha ning sé& 1a

han hoac luong.

Quy kinh cua la bo: Theo YHCT, quy kinh phan anh tinh tac dong c6 chon loc

cua vi thudc do6i vai mdt hodac mdt so kinh lac, tang phu nhat dinh, dugc xéac lap trén co
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so hiéu qua diéu tri vu thé va lap lai ddi v6i cac bénh 1y thudc kinh lac hoac tang phu
d6. Pdi chibu vai cac dit liéu nghién ctru hién cé, 14 bo dugc ghi nhan co nhiéu tac dung
dugc 1y nhu chéng viém, chong oxy hoa va diéu hoa rdi loan lipid mau trén cac mo
hinh thyc nghiém khac nhau [73]. Tuy nhién, cac tac dung nay mang tinh toan than,
phan bd trén nhiéu co quan va chua cho théy su uu thé rd rét hodc tinh chon loc dic
hiéu ddi véi mét kinh lac hay tang phu cu thé. Cac tac dung bao v€ gan va than duoc
bao cdo trong mot sb nghién ciru nhiéu kha ning 12 hé qua thtr phét cia hoat tinh chéng
oxy hoa va diéu hoa chuyén hoa hon 13 biéu hién cua tac dong truc tiép va chon loc 1én
chtrc ning sinh 1y cta cac co quan nay [75]. L4 bo nhiéu kha ning c6 vi dang. Dya vao
hoc thuyét ngii hanh, vi dang c6 xu hudng di vao Tam. Tuy nhién, néu chi dya vao dé
dé két luan 14 bo quy kinh Tam 1a chua du thuyét phuc, ciing nhu chua du co s¢ dé két
luan 14 bo quy kinh Ty, Phé hay Théan duya trén tac dung diéu hoa lipid. Vi vay, quy kinh
ctia 14 bo can duoc tiép tuc 1am rd thong qua cac nghién ctru duoc 1y va 1am sang trong

tuong lai.
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CHUONG 2: CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Chit liéu nghién ciru
2.1.1. Ché phidm nghién ciru

“Ché phém 14 bo” do Phong Héa duoc, Vién Hoa hoc cac hop chét thién nhién

cung cép duoc danh gia chat lugng dat tiéu chuén co s6. Cu thé:

Tén by phan dung: Than canh, 14 cdy bo (Caulis et Ramus et Folium Persea
americana Mill).

Dang bao ché: cao dic
Duy kién liéu dung trén nguoi 2g/ngay
C6 quy trinh san xuat (phu luc 1)
Pat tiéu chuan co so (phu luc 2)
2.1.2. Thuéc déi chieng: Nhém Statin (Atorvastatin 10mg)
- Thanh phan: Atorvastain vién nén 10mg
- Bi¢t duogc: Lipistad 10
- Dang bao ché: Thudc duge bao ché dang vién nén bao phim
- Quy cach dong goi: Hop 3 vi, mdi vi 10 vién
- Xuat x&: Viét Nam
- Thuong hiéu: Stellapharm
- Cong ty dang ky: cong ty 1ién doanh STADA-Vi¢t Nam
2.1.3. Nguyén vit ligu va héa chit, thiét bi nghién civu

% Hod chat va dung cu xet nghiem phuc vu cho nghién curu thue nghiém

- Kit dinh luong cic enzym va chat chuyén hoa trong méau: ALT (alanin
aminotransferase), AST (aspartat aminotransferase), bilirubin toan phan,

albumin, cholesterol toan phan, creatinin ctia hang Hospitex Diagnostics (Italy)
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va hing DIALAB GmbH (Ao), dinh lugng trén may Screen master cia hing
Hospitex Diagnostics (Italy). Cholesterol toan phan (TC), triglycerid (TG),
Cholesterol ty trong cao (HDL-C) cua cua hang Erba (Puc), dinh lugng trén may
xét nghi¢m sinh hoa ban tu dong Erba.

Dung dich xét nghiém mau ABX Minidil LMG cua hang ABX - Diagnostics,
dinh lugng trén may Vet abcTM Animal Blood Counter.

Poloxamer 407 (Sigma — Singapore)

- Atorvastatin vién nén 10mg (biét dugc Lipistad, cong ty lién doanh STADA-Viét
Nam)

- Céc hoa chat xét nghiém va lam tiéu ban mo6 bénh hoc.

% Thiét bi cho nghién ciru thuc nghiém:

Kim dau tu cho cho chudt nhat, chuot céng uéng thubc, cdc chia vach, bom
tiém 1ml, 3ml.

May xét nghiém sinh hoa ban ty dong Erba Chem 5 V3 cua Duc.

May xét nghiém huyét hoc ABX Micros ES 60 - Horiba cta Phap

May quay li tam Hettich Eba 20 ctuia Ptec.

Can phan tich LX 220A; can k¥ thuat LX 2200C Precisa ctia Thuy sy do chinh
xac 0,01gram, va 0,0001 gram.

B6 dung cu phﬁu thuat dong vat cd nho va cac dung cu thi nghi¢m khac

2.2. Pia diém va thoi gian nghién ciru

- Pia diém: Nghién ctru duogc tién hanh tai BO moén Dugc 1y —Truong Pai hoc Y

Ha Noi.

- Thoi gian: Tir thang 04/2025 dén thang 10/2025

2.3. Poi twong nghién ciru

Chuot céng tr.'flng chung Wistar, ca hai giéng, khée manh, trong luong 200 =20 g

do Hoc vién Quan y cung cép.. bong vat thi nghiém dugc nudi 7 ngay trudc khi tién

hanh nghién ctu dé thich nghi v&1 moi truong va diéu kién chan nudi cua phong thi
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nghiém. Trudc va trong subt qua trinh nghién ctru, dong vat thi nghiém dugc nudi bang
thire dn chuén, uéng nuée tu do tai phong thi nghiém cia B6 mén Dugc 1y — Trudng

Pai hoc Y Ha Noi.

Chuot nhét trrfmg chung Swiss, ca hai giéng, khée manh, trong lugng 30 £ 5¢g, cta
Vién V¢ sinh dich té Trung uwong. Pong vat duoc nudi tir 7-10 ngdy trude khi nghién
ctru va trong sudt thoi gian nghién ctru bang thire dn chudn riéng, nude udng tu do tai
phong thi nghiém ctia B6 mon Dugc Iy — Truong Pai hoc Y Ha Noi.

2.4. Phuong phap nghién ciru

Co so tinh lidu: Liéu dung du kién trén ngudi cta cao dic “Ché pham 14 bo”
duoc xac dinh dua trén cac can cu sau:

- Theo Duogc dién Viét Nam V, cac duge lidu ¢ nguén géc tur than canh, 14 thuong
duoc sir dung dudi dang thude sic véi lidu 6-30 g duoc lidu khé/ngdy cho ngudi truong
thanh, tuy muc dich diéu trj va tinh trang bénh 1y [76].

- Can cr vao quy trinh san xuét ciia ché pham trong nghién ctru, 600kg than canh,
14 bo tuoi thu duge 100 kg bot dugc liéu khd. Véi nhém duge liéu than anh, 14, hi¢u
sudt chiét thuong dao dong 10-20%, do d6 nhom nghién ctru chon hiéu suit trung binh
la 15%, tuong ung chiét xudt thu dugc khoang 15 kg cao dac tir 100kg bt dugc liéu
khé [76]. Tt ty 16 quy ddi nay, lidu stir dung twong tmg cua cao dic dao dong trong
khoang 0,9—4,5 g/ngay.

Do d6, nhém nghién ctru lya chon lidu 2,0g cao dac/ngay lam liéu dung duy kién
trén ngudi, bao dam nam trong khoang liéu hop 1y va phit hop véi dinh hudng ing dung
1am sang [77]. Liéu dung nay twong duong véi 13-14g dugce liéu kho/ngay, khoang 80g
14 tuoi/ngay. Nhu vdy, liéu dung trung binh trén nguoi la 40mg cao dic/kg thé
trong/ngay (tinh trung binh ngudi ning 50kg). Ngoai suy tir liéu ding trén ngudi sang

dong vat thuc nghiém.

- Liéu dung trén chudt nhat gip 12 1an lidu dung trén nguoi, tic 1a 0,48g cao

dic/kg thé trong/ngay.
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- Liéu dung trén chudt cong gap 6 lan, tic 1a 0,24g cao dic/kg thé trong /ngay.
2.4.1. Nghién ciru dpc tinh bdn trwong dién dwong udng trén chudt cong tring.

- Nghién ctru duoc tién hanh theo hudng din cua T6 chire Y € thé gidi vé thude co
ngudn gdc duge liéu va theo hudng dan thir nghiém tién 14m sang va 1am sang thudc dong
y, thude tir dugc liéu cia BYT va hudéng dan OECD, WHO [52], [78].

Nghién ctru doc tinh ban truong dién trén chudt cong tring theo dudng udng
duoc tién hanh nhu sau: 30 chudt duge duoc 1am chia ngau nhién 1am 3 16, mdi 16 10
con (n=10) va duoc bé tri nhu sau:

-L6 1 (chimg sinh hoc) (n=10): udng dung méi pha thuéc 10ml/kg/ngay

-Lo tri 1 (n=10): udng “Ché pham 14 bo™ liéu 0,24 g/kg/ngay (liéu tirong dwong
V6i liéu dir kién c6 tac dung trén nguwoi, tinh theo hé sé 6).

- L6 trj 2 (n=10): udng “Ché pham 14 bo” liéu 0,72g/kg/ngdy (gdp 3 lan liéu 16 tri

1)

Chudt duoc uéng nuée hodc “Ché phém 14 bo” trong 04 tuan lién tuc, mdi ngay
mot 1an vao budi sang.

* Cdc chi tiéu theo doi truoc va trong qua trinh nghién cuu:

- Tinh trang chung, thé trong ctia chudt cong trang.

-Panh gia chirc phan tao mau théng qua sb lwong hong cau, thé tich trung binh
héng cau, ham lwgng hemoglobin, hematocrit, sb lugng bach cau, cong thuc bach cau
va s luong tiéu cau.

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

-Panh gid muc do ton thuong té bao gan thong qua dinh luong hoat d6 enzym

trong mau: AST, ALT.

- Panh gia chirc nang than thong qua dinh luong ndng do creatinin huyét thanh.
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Céc thong sb theo ddi duge kiém tra vao trude lic ubng thude, udng thude ngay
thtr 15 va udng thudc ngay thir 30.

Mo bénh hoc: Ngay thtr 30 trong qua trinh udng thude, chudt céng trang dugc méd
dé quan sat dai thé toan bo cac co quan. Kiém tra ngau nhién céu tric vi thé gan, than cua
30% s6 chudt cong tring & mdi 16.

2.4.2. Nghién ciru tic dung cia “Ché phim ld bo” trén mé hinh gay roi logn Lipid
mdu ngi sinh.

Ap dung m6 hinh gy rdi loan chuyén hoéa lipid méau noi sinh: Sir dung Poloxamer-
407 cua Millar va cong su [79].

Chuén bi dung dich P-407 2% bang cach pha 0,4g P-407 trong nudc mudi sinh 1y 0,9%
vira dt 20 mL, dé ti lanh qua dém dé lam tang do tan cua P-407.

Kim va xylanh dung dé tiém chudt duoc ngdm trong nudc da trude khi sir dung.

Chuot nhat tréng duoc chia 1am 5 16, mdi 16 10 con. Cac 16 dugc tiém va uéng
thudc nhu sau:

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

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

- L6 3 (ubng atorvastatin): Tiém mang bung dung dich P-407 2% liéu 200 mg/kg
(0,1mL/10g) va udng 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), uéng “Ché pham 14 bo” liéu 0,48g/kg/ngay (liéu twong dcong véi liéu du kién
c6 tac dung trén ngueoi, 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), udng “Ché pham 14 bo” liéu 1,44g/kg/ngay (gdp 3 lan liéu dy kién ding trén
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ldm sang).

Chudt nhit tring duoc udng nudc cit va “Ché pham 1a bo” 7 ngay lién tuc trudc
khi ti€m mang bung dung dich P-407. Sau khi dugc ti€ém P-407, chudt dugc cho nhin doi
hoan toan nhung van duoc uéng nudc tu do. Sau 24 gio ké tir khi duoc tiém P-407, tit ca
cac chuot duoc léy mau dong mach canh lam xét nghiém dinh luong TG, TC, HDL-C.
Non - HDL-C dugc tinh theo cong thirc: Non-HDL-C = TC — HDL-C (mmol/L)

2.5. So' d6 nghién ctru

[ CHE PHAM LA BO }

l

[ Nghién ctru thyc nghiém trén dong vat ]

,, l

[ Doc tinh ban truong dién ] Nghién ctru tac dung diéu chinh rdi
loan lipid mau trén moi hinh ndi sinh
bang Poloxamer - 407

y

Két luan vé doc tinh ban trudong dién va tac dung diéu chinh réi loan
lipid mau cua “Ché pham 14 bo” trén thuc nghiém

2.6. Phuwong phap danh gia
2.6.1. Pdnh gid két qud nghién ciru dpc tinh bdn trwong dién

- Tinh trang chung, thé trong ctia chudt cong tring.

-Panh gia chirc phan tao mau thong qua sé lugng hong cau, thé tich trung binh
hdng cau, ham lwong hemoglobin, hematocrit, s6 lugng bach cau, cong thirc bach cau

va sO lugng ti€u cau.
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-Panh gia chitc niang gan thong qua dinh luong mot sd chat chuyén hoa trong
mau: bilirubin toan phan, albumin va cholesterol toan phan.

-Panh gid muc do ton thuong té bao gan thong qua dinh luong hoat 46 enzym
trong mau: AST, ALT.

- Panh gia chirc ning than thong qua dinh luong ndng do creatinin huyét thanh.

Céc thong sb theo ddi duge kiém tra vao trude lic ubng thude, udng thude ngay
thtr 15 va udng thudc ngay thir 30.

- M6 bénh hoc: Ngay thir 30 trong qua trinh uéng thude, chudt cong tring duogc
mo dé quan sat dai thé toan b cc co quan. Kiém tra ngau nhién cau triic vi thé gan, than
ctia 30% s6 chudt cong tring ¢ mdi 16.

2.6.2. Pdnh gid két qua tic dung ciia “Ché phim ld bo” trén mé hinh gdy roi loan
Lipid mau ngi sinh

- Tac dung diéu chinh lipid mau ciia “Ché pham 14 bo” voi ham luong 0,48g/kg va
1, 44g/kg, tai thoi diém sau 7 ngdy ding thudc.

- So sanh tac dung hai ham lugng trén ctia “Ché pham 13 bo” véi két qua cua 10
chirng, 16 mo6 hinh P-407 va 16 ching duong.

2.7. Sai s6 va phwong phap khong ché sai s6

Trong nghién ctru nay, viéc kiém soat sai s6 dugc thuc hién nghiém ngit.

+ Pau tién, d6i twong nghién ctru (cac dong vat thi nghiém) dugc tuyén chon khat
khe, dam bao strc khoe tot va dong nhat vé cac chi sd sinh 1y.

+ Thtr hai, quy trinh thuc nghiém dugc chuan hoa chit ché, tir thoi gian tién hanh
dén cac thao tac do dac. Cac thiét bi hién dai trong phong thi nghiém dugc sir dung dé
thu thap dit li€u chinh xac.

+ Cubi cung, phan tich s6 liéu duoc tién hanh bang phan mém chuyén dung, dam

bao tinh khach quan va d¢ tin cay cao.
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2.8. Phuong phap xir Iy s6 li¢u

S liéu dugc nhap va xur Iy bang phuong phéap va thuat toan thong ké y sinh hoc
trén phan mém SPSS 20.0.

S liéu dugc biéu dién dudi dang X + SD.

Kiém dinh céac gia tri bang t-test Student; test trudc sau (Avant-apres).

Su khéc biét c6 ¥ nghia théng ké khi p <0,05.

2.9. bao dirc nghién ciru

- Thi nghiém duoc tién hanh trén mau chudt cong trang va chudt nhat trang, sd
luong t6i wu nham dam bao do tin cdy va phan tich thong ké.

- Moi truong hop chudt chét trong qua trinh lam thi nghiém (néu c6) va s6 chuot
sau khi thi nghiém hoan thanh déu duoc xur 1y theo diing quy dinh.

- Toan bd qua trinh, tur lya chon, nu6i dudng, chdm soc dén su dung dong vit,
déu nghiém tac tuan thi "Hudng din ndi dung co ban tham dinh két qua nghién ciru
tién 1am sang thudc tan duoc, thube cd truyén, vic xin va sinh phém y té cua BO Y
té”,

- Viéc han ché sd luong dong vat thi nghiém duoc uu tién hang dau. Moi thao tac

déu dugc thuc hién vt su can trong toi da, bao dam tinh khoa hoc va dao dtec.
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CHUONG 3: KET QUA
3.1. Két qua ddc tinh ban truong dién
3.1.1. Tinh trang chung va sw thay doi thé trong ciia chudt cong tring
3.1.1.1. Tinh trang chung
Trong thoi gian nghién clru:
- Chudt cbng tring & 16 chimg sinh hoc va 2 16 uéng “Ché pham 14 bo™ ca 2 liéu hoat
dong binh thuong, nhanh nhen, mét sang, long muot, an uéng tdt, phan kho.
3.1.1.2. Su thay doi thé trong chudt cong trdng

Trong luong (g)
250

200

15

10
5

Trudc udng thudc  Sau 15 ngdy uébng  Sau 30 ngdy udng
thuoc thuoc

(=]

(=]

()

()

mLoching ®Lotril =Lotri2

Biéu d0 3. 1. Anh hwéng ciia “Ché pham 14 bo” dén trong lwong chudt

Két qua & biéu d6 3.1 cho thay:

- Sau 15 ngay nghién ctru, trong lugng chudt & 16 chimg sinh hoc va 16 udng “Ché
pham 14 bo™ liéu 0,72 g/kg/ngay c6 su khac biét khong dang ké so véi trude nghién ctru
(p > 0,05), trong lugng chudt 16 ubng “Ché pham 14 bo” lidu 0,24 g/kg/ngdy ting cd ¥
nghia thong ké so vdi trude nghién ctru (p < 0,05). Sau 30 ngay nghién ciru, chudt &
cac 16 déu co sy gia tang trong luong so véi trude nghién ctu, 16 ubng “Ché pham 1a

bo” lidu 0,24 g/kg/ngay ting co ¥ nghia thdng ké so véi trude nghién ciru (p < 0,01).
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- O thoi diém sau 30 ngay, trong lugng chudt 16 ubng “Ché pham ld bo” liéu 0,24
g/kg/ngay tang cao hon 16 chimg sinh hoc va 16 udng liéu 0,72 g/kg/ngay, tuy nhién su
khac biét chua co y nghia thong ké (p > 0,05).
3.1.2. Danh gida chirc nang tao mau
Bang 3. 1. Anh huéng ciia “Ché pham 14 bo”

dén so lwgng hong cau trong mau chudt cong trang

S6 lwong hong ciu (T/1) p
Thoi gian -
5 Lo ching Lotil Loti2 (One-way
ANOVA)
Trudc udng 8,22 £0,96 8,18 £ 1,42 7,27 + 1,81 > 0,05
thube
Sau 15 ngay 8,02 £ 1,06 7,05 + 1,51 9,12+1,2 > 0,05
ubng thude
p (trudc - sau) > 0,05 < 0,05 > 0,05
Sau 30 ngay 8,07 +1,18 7,81 +£1,21 8,04 £ 0,86 > 0,05
ubng thube
p (trudc - sau) > 0,05 > 0,05 > 0,05

Két qua o bang 3.1 cho thay:
- O thoi diém sau 30 ngay nghién ctru, s lugng hong cau cta chudt 16 ching sinh hoc
va 16 udng “Ché pham 14 bo” ca 2 liéu khong khéc biét so v6i trude nghién ctru (p >
0,05).
- O cac thoi diém sau 15 va 30 ngay nghién ctru, sé luong hong ciu cia chudt cua 16

udng “Ché pham 14 bo” ca 2 lidu khong khac biét so vé6i 16 ching sinh hoc (p > 0,05).



40

Bang 3. 2. Anh hwéng ciia “Ché pham 14 bo” dén ham lwong huyét sic to trong
mau chuft cong trang

Ham lwong huyét sic t6 (g/dl) p
Thoi gian -
5 Lé chitng Lowil Lowi2 (One-way
ANOVA)
Trudc 11,48 + 1,35 11,43 + 1,74 10,36 + 2,59 > 0,05
ubng thube
Sau 15 ngay 10,71 = 1,51 9,67+2,01 11,84+ 1,4 > 0,05
ubng thube
p (trudce - sau) > 0,05 <0,05 > 0,05
Sau 30 ngay 11,06 + 1,56 10,73 + 1,69 10,94 + 1,1 > 0,05
ubng thudce
p (trudc - sau) > 0,05 > 0,05 > 0,05

Két qua & bang 3.2 cho thay:

- O thoi diém sau 15 ngay, ham luong huyét sic to ctia chudt 16 udng “Ché pham 14
bo” lidu 0,24 g/kg/ngay giam c6 nghia théng ké so véi trude nghién ctru (p < 0,05). O
thoi diém sau 30 ngdy nghién ctru, ham luong huyét sic té ciia chudt 16 ching sinh hoc
va 16 ubng “Ché pham 14 bo” ca 2 liéu khong khac biét so véi trude nghién ctiu (p >

0,05).

- O céc thoi diém sau 15 va 30 ngay nghién ctru, ham luong huyét sic t6 ciia chudt cua

16 udng “Ché pham 14 bo” c4 2 liéu khong khac biét so v6i 16 chtng sinh hoc (p > 0,05).
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Bang 3. 3. Anh huéng ciia “Ché pham 14 bo” dén chi s6 hematocrit trong mau
chu0t cong trang

Hematocrit (%) p
Thoi gian Lo chiing Lotri1 Lowi2 (One-way
ANOVA)
Trudc 42,85+ 5,59 42,79 + 7,01 37,96 + 9,85 > 0,05
ubng thube
Sau 15 ngay 40,62 + 5,92 34,76 + 7,6 45,55+ 5,73 > 0,05
ubng thube
p (trudce - sau) > 0,05 < 0,01 > 0,05
Sau 30 ngay 40,7 + 6,07 38,37+ 6,17 39,03 £ 4,7 > 0,05
ubng thude
p (trudc - sau) > 0,05 > 0,05 > 0,05

Két qua & bang 3.3 cho thay:
- O thoi diém sau 30 ngay, chi s hematocrit ctia chudt 16 udng “Ché pham 14 bo™ ca 2
lidu khong khac biét so véi trude nghién ctu (p > 0,05).
- O céc thoi diém sau 15 va 30 ngdy nghién ctru, chi sé hematocrit cta chudt ca 16

udng “Ché pham 14 bo” ca 2 lidu khong khac biét so v6i 16 ching sinh hoc (p > 0,05).
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Bang 3. 4. Anh hwéng ciia “Ché pham 14 bo” dén thé tich trung binh hong cau
trong mau chuft cong trang

Thé tich trung binh hong ciu ( f1) p
Thoi gian Lo chiing Lotril Lotri2 (One-way
ANOVA)
Trudc 52,1 £2,81 52,6 £ 1,96 52,1 +£1,45 > 0,05
ubng thude
Sau 15 ngay 50,6 + 1,84 49,34 + 1,33 50+ 1,31 > 0,05
ubng thude
p (trudc - sau) > 0,05 <0,01 < 0,001
Sau 30 ngay 50,4 +1,27 49,12 + 1,84 48,5+ 1,61 <0,05
ubng thude
p (trudc - sau) > 0,05 <0,01 <0,001

Két qua & bang 3.4 cho thay:

- O thoi diém sau 15 ngay nghién ciru, thé tich trung binh hong cau ciia chudt 16 ching
sinh hoc va 16 udng “Ché pham 14 bo” ¢ ca 2 liéu co su khac biét co ¥ nghia théng ké
so véi trude nghién ciru (p < 0,01 dbi véi 16 udng liéu 0,24 g/kg/ngay, p < 0,001 doi
v6i 16 udng liéu 0,72 g/kg/ngay), 16 udng “Ché pham 1a bo” liéu 0,72 g/kg/ngay giam
c6 nghia thong ké so véi trude nghién ctru (p < 0,001). O thoi diém sau 30 ngay, thé
tich trung binh hong cau cia chudt 16 udng “Ché pham 14 bo™ ca 2 liéu giam c6 nghia
théng ké so véi trude nghién ciru (p < 0,01 d6i véi 16 udng liéu 0,24 g/kg/ngay, p <

0,001 d6i voi 16 udng lidu 0,72 g/kg/ngay).
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- O céc thoi diém sau 30 ngdy nghién ctru, thé tich trung binh hong cau cta chudt cua
16 udng “Ché pham 14 bo lidu 0,72 g/kg/ngay c6 su khac biét so véi 16 chimg sinh hoc
(p <0,05).

Bang 3. 5. Anh hwéng ciia “Ché pham 14 bo” dén s6 lwong bach ciu trong mau
chu0t cong trang

S6 heong bach cau (G/I) P
Thoi gian Lo chitng Lotil Lotri2 (One-way
ANOVA)
Trude 9,89 + 1,8 8,31 2,87 7,25 + 2,49 > 0,05
ubng thube
Sau 15 ngay 8,8+1,97 9,38 +3,19 11,52 +2,92 > 0,05
ubng thube
p (trudce - sau) > 0,05 > 0,05 < 0,01
Sau 30 ngay 9,18+2,3 8,9+ 1,56 9,23 £2,02 > 0,05
udng thude
p (trudc - sau) > 0,05 > 0,05 < 0,05

Két qua & bang 3.5 cho thay:

- O cac thoi diém sau 30 ngay nghién ciru, s6 luong bach cau cua chudt 16 chimg sinh
hoc va 16 udng “Ché pham 14 bo™ liéu 0,24 g/kg/ngay khong khac biét so vai trude
nghién ctru (p > 0,05), 16 udng “Ché pham 14 bo” liéu 0,72 g/kg/ngdy co su khac biét

c6 y nghia so voi1 trudc nghién ciu (p < 0,05).

- O cac thoi diém sau 15 va 30 ngay nghién ctru, sd lwgng bach cau cua chudt cia 16

udng “Ché pham 14 bo” ca 2 lidu khong khac biét so vé6i 16 ching sinh hoc (p > 0,05).
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Bang 3. 6. Anh hwéng ciia “Ché pham 14 bo” dén cong thirc bach ciu trong mau

chudt cong tring

Thoi Cong thirc bach ciu
gian
Lé6 chirng Lo il Lo tri2
p
Lympho Trung Lympho Trung Lympho Trung
tinh tinh tinh
Trudc 6,68 £ 2,03 + 5,82 + 1,42 + 4,64 + 1,49+ | >0,05
ubng 1,91 1,32 1,92 0,62 1,88 0,65
thude
Sau 15 | 6,36 = 1,33+ |6,49+23 1,62+ [697+25| 225+ | >0,05
ngay 1,71 0,55 0,55 1,79
ubng
thube
p (tr- > 0,05 > 0,05 > 0,05 > 0,05 <0,05 > 0,05
udc —
sau)
Sau30 | 6,53+ 1,43 £ 6,73 + 1,04 + 6,48 + 1,59+ | >0,05
ngay 2,09 1,07 1,34 0,31 1,73 1,21
udng
thude
p (tr- > 0,05 > 0,05 > 0,05 <0,05 <0,05 > 0,05
udc —

sau)
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Két qua & bang 3.6 cho thay:

Sau 30 ngay udng “Ché pham 14 bo”, xét nghiém danh gia cong thirc bach cu &
ca 16 tri 1 (bach cau trung tinh) (uéng “Ché pham 14 bo™ lidu tuong duong 1am sang
0,24 g/kg/ngay) va 16 tri 2 (bach cau lympho) (uéng “Ché pham 14 bo” liéu gip 3 lan
lidu 1am sang 0,72 g/kg/ngay) déu c6 su khac biét c6 ¥ nghia so véi thoi diém trude khi
ubng thudc thir (p < 0,05), khong co su khac biét co ¥ nghia thong ké khi so sanh voi
16 ching sinh hoc (p > 0,05).

Bang 3. 7. Anh hwéng ciia “Ché pham 14 bo” dén s6 lwgng tiéu cau trong mau
chugt cong trang

S6 lwong tiéu cau (G/1) p
Thoi gian Lé chitng Lowil Loti2 (One-way
ANOVA)
Trudc 528,3+ 158,84 | 607,9+162,92 | 499,7+ 104,18 > 0,05
udng thude
Sau 15 ngay 696,6 + 351,19 | 647,23 £ 187,67 | 665,13 + 181,97 > 0,05
udng thudc
p (trudc - sau) > 0,05 > 0,05 < 0,05
Sau 30 ngay 626,9 £ 183,09 | 571,12+ 159,22 | 504,75+ 119,68 > 0,05
udng thude
p (trudc - sau) > 0,05 > 0,05 > 0,05

Két qua & bang 3.7 cho thay:

- O thoi diém sau 15 ngay, so lugng ti€u cau cua chudt 16 uong “Ché pham 1a bo” licu

0,72 g/kg/ngay ting co nghia thong ké so védi trude nghién ciru (p < 0,05). O thoi diém
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sau 30 ngay nghién ctru, sé lugng tiéu cau cua chudt 16 chtng sinh hoc va 16 uéng “Ché
pham 14 bo” ca 2 liéu khong khac biét so véi trude nghién ctru (p > 0,05).

- O cac thoi diém sau 15 va 30 ngay nghién ctru, sé luong tiéu ciu cta chudt cia 16
udng “Ché pham 14 bo” ca 2 liéu khong khac biét so vé6i 16 ching sinh hoc (p > 0,05).
3.1.3. Pdnh gid mirc d¢ hiy hogi té bao gan

Bang 3. 8. Anh hwéng ciia “Ché pham 14 bo” dén hoat do AST (GOT) trong mau
chu0t cong trang

P
Thoi gian Hoat d§ AST (UI/) (One-way
ANOVA)
Lo chirng Lotril Lotri2
Trudc 79,5+19,88 | 77,2+31,97 101 +£31,5 > 0,05
ubng thude
Sau 15 ngay 93,63 +22,6 | 75,56 +10,73 78,13+ 17,2 > 0,05
udng thude
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 30 ngay 87,5+24,61 | 67,89 +16,73 | 57,63+ 13,71 <0,05
udng thude
p (trudc — sau) > 0,05 > 0,05 < 0,05

Két qua & bang 3.8 cho thay:

- O thoi diém sau 30 ngay nghién ciru, hoat d6 AST cua chudt 16 udng “Ché pham 14

bo” liéu 0,72 g/kg/ngay giam c6 nghia théng ké so véi trude nghién ciu (p < 0,05),
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hoat do AST cua chudt 16 ching sinh hoc va 16 uéng “Ché phém 14 bo” liéu 0,24

g/kg/mgay khong khac biét so vai trude nghién ciru (p > 0,05).

- O thoi diém sau 15 ngay nghién ctru, hoat do AST cua chudt cua 16 uéng “Ché phém
14 bo” ca 2 liéu khong khéac biét so véi 16 chimg sinh hoc (p > 0,05). O thoi diém sau
30 ngay nghién ctru, hoat d AST cuia chudt ctia 16 udng “Ché pham 14 bo™ liéu 0,72
g/kg/ngay khac biét c6 y nghia théng ké so v6i 16 chtng sinh hoc (p < 0,05).

Bang 3.9. Anh hwéng ciia “Ché pham 1a bo” ,dén hoat do ALT (GPT) trong
mau chugt cong trang

Hoat do ALT (UI/) p
Thoi gian Lo chitng Lotil Loti2 (One-way
ANOVA)
Trudc 57,2+18.23 | 63,6 33,14 | 57,8+19,54 > 0,05
ubng thube
Sau 15 ngay udng | 52,63 £ 10,93 | 38,23 £5,07 | 60,88 + 14,78 <0,05
thudc
p (trudc - sau) > 0,05 < 0,05 > 0,05
Sau 30 ngay udng | 55,1 £6,89 | 44,34+ 8,65 42 +9,03 <0,01
thudc
p (trudc — sau) > 0,05 < 0,05 < 0,05

Két qua & bang 3.9 cho thay:

- O thoi diém sau 15 ngay va sau 30 ngay, hoat 0 ALT ctia chudt 16 udng “Ché pham
14 bo” lidu 0,24 g/kg/ngay giam c6 nghia thong ké so voi trude nghién ciru (p < 0,05).
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O thoi diém sau 30 ngay, hoat do ALT cua chudt 16 uéng “Ché phém 14 bo” ca 2 liéu

giam c6 nghia thong ké so véi trude nghién ctru (p < 0,05).

- O thoi diém sau 15 ngay nghién ctru, hoat 40 ALT cua chudt cta 16 udng “Ché pham
14 bo™ 1iéu 0,24 g/kg/ngdy giam c6 ¥ nghia thdng ké so véi 16 chimg sinh hoc (p < 0,05).
O thoi diém sau 30 ngay nghién ctru, hoat 6 ALT ctia chudt caa 16 udng “Ché pham
14 bo” ca 2 liéu khac biét c6 ¥ nghia thong ké so véi 16 chimg sinh hoc (p < 0,05 ddi
vé6i lidu 0,24 g/kg/ngay. p < 0,01 ddi véi lidu 0,72 g/kg/ngay).

3.1.4. Danh gia chirc nang gan

Bang 3. 10. Anh hwéng ciia “Ché pham 14 bo” dén’nﬁng d6 bilirubin toan phan
trong mau chugt cong trang

Bilirubin toan phan(umol/l) p
Thoi gian Lo chitng Lowil Loti2 (One-way
ANOVA)
Trude 6,69 + 0,42 7,59 + 1,21 7,44 £ 1,36 > 0,05
udng thude
Sau 15 ngay 6,88 £ 0,5 6,83 £ 1,65 7,42 £2,06 > 0,05
udng thude
p (trude - sau) > 0,05 > 0,05 > 0,05
Sau 30 ngay 7,29 + 1,04 7,62+ 1,14 7,34 +0,72 > 0,05
ubng thube
p (trude — sau) > 0,05 > 0,05 > 0,05

Két qua o bang 3.10 cho thay:
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- O cac thoi diém sau 15 ngdy va sau 30 ngdy, nong do bilirubin toan phan cua chudt
cta 16 udng “Ché pham 14 bo” lidu 0,24 g/kg/ngay khong co su khac biét co y nghia
théng ké so véi trude nghién ciu (p > 0,05).

- O céc thoi diém sau 15 va 30 ngay nghién ctru, ndng do bilirubin toan phan cta chudt
ctia 16 udng “Ché pham 14 bo” ca 2 liéu khac biét khong ¥ nghia thong ké so véi 16
chung sinh hoc (p > 0,05).

Bang 3. 11. Anh huéng ciia “Ché phﬁn} 1a bo” dén néng d9 albumin trong mau
chugt cong trang

Thoi gian Albumin (g/dl) p
Lo chitng Lowil Loti2 (One-way
ANOVA)
Trudc 2,77 £ 0,23 3,05+£0,27 2,86 £0,5 > 0,05
ubng thube
Sau 15 ngay 2,82 +£0,23 2,65+0,32 2,73 £0,45 > 0,05
udng thude
p (trudc - sau) > 0,05 < 0,01 > 0,05
Sau 30 ngay 2,76 £ 0,46 2,62+ 0,27 2,7+0,19 > 0,05
ubng thube
p (trudc — sau) > 0,05 <0,01 > 0,05

Két qua o bang 3.11 cho thay:
- O thoi diém sau 15 ngay, nong d6 albumin ctia chudt ciia 16 udng “Ché pham 14 bo™
lidu 0,24 g/kg/ngay khéac biét co ¥ nghia thong ké so voi trude nghién ctru (p < 0,05).

O thoi diém sau 30 ngay nghién ctru, nong d6 albumin ctia chudt cua 16 uong “Ché
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pham 14 bo” lidu 0,24 g/kg/ngay khac biét c6 ¥ nghia thong ké so véi trude nghién ciu
(p <0,05).

- O céc thoi diém sau 15 va 30 ngay nghién ctru, ndong do albumin cta chudt cia 16
ubng “Ché pham 14 bo” ca 2 liéu khéc biét khong y nghia thong ké so vi 16 chtng sinh
hoc (p > 0,05).

Bang 3. 12. Anh hwéng ciia “Ché pham 14 bo” dén nong dd cholesterol trong
mau chuft cong trang

Cholesterol (mmol/l) p
Thoi gian Lo chitng Lowil Loti2 (One-way
ANOVA)
Trude 41,47 + 10,36 43,84 + 8,99 40,29 + 10,92 > 0,05
ubng thude
Sau 15 ngay 36,3 +£12,08 40,78 + 11,37 42,57+ 12,3 > 0,05
udng thude
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 30 ngay 36,58 £9,1 36,76 £ 5,91 34,08+4,3 > 0,05
ubng thube
p (trudc — sau) > 0,05 > 0,05 > 0,05

Két qua & bang 3.12 cho thay:
- O cac thoi diém sau 15 va 30 ngay, nong do cholesterol cua chudt cua 16 chimg sinh
hoc va 16 udng “Ché pham 14 bo” ca 2 liéu khong c6 sy khac biét cé y nghia théng ké

so v&i trude nghién ctiru (p > 0,05).
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- O cac thoi diém sau 15 va 30 ngay nghién ctru, ndng do cholesterol cta chudt cua 16
ubng “Ché pham 14 bo™ ca 2 liéu khac biét khong ¥ nghia thong ké so v6i 16 chiing sinh

hoc (p > 0,05).

3.1.5. Danh gia chirc nang than

Creatinin(mg/dL)
90
80

70
6
5
4
3
2
1

Trudc udng thudce Sau 15 ngay udng Sau 30 ngay udng
thudc thudc

S O O o o o o

BL6ching ®WLotril ™LOtri2

Biéu d6 3. 2. Anh huéng ciia “Ché pham 14 bo” dén nong dd creatinine trong
mau chugt

Két qua ¢ biéu dd 3.2 cho thay:

- O céc thoi diém sau 15 va 30 ngay nghién ctru, ndng do creatinin cua chudt cua 16
udng “Ché pham 14 bo” ca 2 lidu khéac biét khong c6 ¥ nghia thong ké so véi trude
nghién ctru (p > 0,05).

- O cac thoi diém sau 15 va 30 ngay nghién ctru, ndng do creatinin cua chudt cua 16

udng “Ché pham 14 bo” ca 2 lidu khéc biét khong ¥ nghia thong ké so vai 16 chtng sinh

hoc (p > 0,05).
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3.1.6. Thay doi vé mé bénh hoc

Sau 4 tuin udng thuic

3.6.1.1. Dai thé

- Trén chudt cong trang 16 chimg, khong quan sat thay co thay doi bénh 1y nao vé mat
dai thé cta cac co quan tim, phéi, gan, lach, tuy, than va hé théng tiéu hoa cua chuot.

- Trén chudt cong trang 16 uéng “Ché pham 14 bo™ ca 2 liéu, khong quan sat thdy co
thay ddi bénh 1y nao vé mit dai thé cua cac co quan tim, phéi, lach, tuy, va hé théng
tiéu hoa cua chuot.

3.6.1.2. Vi thé

- Hinh thdi vi thé gan:

L6 chudt Ton thwong Mirc do thoai hoa

M6 gan 1d ciu tric mo hoc, A 2, £

& " | 1/3 mau bénh pham ¢6 cau
viém trong khoang ctra va tiéu
thuy (tir 5 - 30%). C6 thoai hoa

hdc, thoai hoa hat (tir 5 - 30%).

truc gan thoai hoa mirc do

Lo chirng nhe
, .| 2/3 mau bénh pham c6 ca
Khong thay xo gan hodc hoai fhatt benth pham €o cau

; truc gan binh thuon
tir. Khong thdy & mét. g £

M6 gan 16 cau tric md hoc, | |3 3, panh pham c6 chu

L6 udng “Ché | khong quan sat thay hién tuong | ... gan thoai hoa mirc d6

phim 14 bo” | Xxam nhap viém. Cac té bao gan nhe
2 thoai hoa hat mirc d¢ vira (31 . . ,
licu 0,24 g/kg , | 2/3 mau bénh pham c6 cau
- 70%) chu yéu tap trung tai _
(Lo tri 1) ' ' trac gan thoai hoa mirc do
: khoang ctra va vung gifra, giam .

vira

dan dén vung trung tam ti€u
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thuy. Khong thay xo gan hoic
hoai tir. Khong thay & mat.

L6 uong “Che

pham la bo”
liéu 0,72 g/kg

(Ld tri 2)

Mo gan 13 cau trac md hoc, mod
dém xam nhap lympho bao tap
trung thanh cadc ddm nho trong
nhu mé gan. Cac té bao gan
thoai hoa hat mirc d§ vira (31
- 70%) chu yéu tap trung tai
khoang ctra va vung gitta, giam
dan dén ving trung tdm tiéu
thuy. Khong thay xo gan hoic
hoai tir. Khong thiy & mat.

3/3 mau bénh pham c6 ciu
truc gan thoai héa muc do

vua

Hinh 3. 1. Hinh thai vi thé gan chugt cong tring 16 ching

(chudt cdng tring s6 03) (HE x 400)

(HE x 400: Nhuém Hematoxylin - Eosin, d6 phéng dai 400 lan)

1: Té bao gan

Cau trisc mé hoc gan binh thuwong
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Hinh 3. 2. Hinh thai vi thé gan chudt cong tring 16 chimg
(chudt cng trang s6 04) (HE x 400)

2: Tinh mach trung tam 3: Té bao gan thoai hoa hdc murc dd nhe

Té bao gan thodi hoa hoc mirc dp nhe

Hinh 3. 3. Hinh thai vi thé gan chudt cong tring 16 tri 1
(chudt cong tring s6 146) (HE x 400)

4: Thoai hoa hat murc do vira

Té bao gan thodi héa hat mirc dj vira



Hinh 3. 4. Hinh thai vi thé gan chudt cong tring 16 tri 1
(chudt cong tring s6 148) (HE x 400)
4: Thoai hoa hat mirc do vira

Té bao gan thodi héa hat mirc dé vira

Hinh 3. 5. Hinh thai vi thé gan chudt cong tring 16 tri 2
(chudt cong tring s6 139) (HE x 400)

4: Thoai hoa hat mirc do vira

Té bao gan thodi hoa hat mirc dp viea, xam nhap viem mirc dp nhe
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Hinh 3. 6. Hinh thai vi thé gan chudt cong tring 16 tri 2

(chudt cong trang s6 140) (HE x 400)

4: Thoai hoa hat muc do vira

Té bao gan thodi héa hat mirc dj vira

- Hinh thdi vi thé thin:

Lo chugt

Ton thuwong

Mikc do thoai hoa

M6 than c6 hinh thai va cau tric
trong giéi han binh thuong.

Khong thay viém va xo hoa cau

3/3 méu bénh pham co

Lo chl'rng than binh thlI(‘)'ng
than. Khong viém thoai hoa
6ng than va mo k¢ than. Khong
théy tru than
L0 uong “ChE | 15 than c6 hinh thai va cu tric
pham Ia bo trong gi6i han binh thuong.| 3/3 mau bénh phim c6
litu 0,24 g/kg | Khong thdy viém va xo hoa ciu than binh thudng

(Lé tri 1)

than. Khong viém thoai hoa
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6ng than va mo k& than. Khong

théy tru than.

L6 uong “Che

pham 14 bo”
liéu 0,72 g/kg

(Lé tri 2)

MO thén c6 hinh thai va cu tric
trong giéi han binh thuong.
Ving vo than thiy céc tiéu cau
than, éng luon gén, 6ng luon xa
binh thuong xen k& mot s6 dam
té bao 6ng than thoai hoa nhe.
Vung tiy than co cac cdu tric
6ng gop, 6ng trung gian va éng
nhi binh thuong. M6 dém
khong c6 hién tugng xam nhap

viém.

1/3 miu bénh pham co
than binh thuong
2/3 mau bénh phiam co té

bao dng than thoai hoa nhe




Hinh 3. 7. Hinh thai vi thé thian chudt cdng tring 16 chirng
(chudt cdng trang s6 03) (HE x 400)

1: Bao Bowman 2: Ong than

Ciu triic nhu mé thin binh thwong

.

Hinh 3. 8. Hinh thai vi thé thian chudt cong trang 16 ching
(chudt cng trang s6 04) (HE x 400)
1: Bao Bowman 2: Ong than

Ciu triic nhu mé than binh thuong



Hinh 3. 9. Hinh thai vi thé than chudt cong tring 16 trj 1
(chudt cong tring s6 148) (HE x 400)
1: Bao Bowman 2: Ong than

Ciu triic nhu mé thin binh thwong

Hinh 3. 10. Hinh thai vi thé thian chudt cong tring 16 tri 1

(chudt cong trang s6 146) (HE x 400)
1: Bao Bowman 2: Ong than

Ciu triic nhu mé than binh thuong
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Hinh 3. 11. Hinh thai vi thé thian chudt cong tring 16 tri 2
(chudt cong trang s6 139) (HE x 400)

3: Té bao 6ng than thoai héa nhe

Té bao ong thén thodi hod nhe

Hinh 3. 12. Hinh thai vi thé thin chudt cdng tring 16 tri 2
(chudt cong tring s6 140) (HE x 400)

3: Té bao dng than thoai hoa nhe

Té bao ong thin thodi hod nhe
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3.2. Tac dung diéu chinh lipid mau ciia “Ché pham 14 bo” trén mé hinh roi loan
lipid mau ngi sinh

Bang 3. 13. M6 hinh réi loan lipid mau bing Poloxamer 407

Chi s6 lipid Chirng sinh hoc Mo hinh
(n=10) (X + SD) (n=10) (X + SD)
(mmol/L) (mmol/L)
TC 2,08 + 0,43 5,86 & 1,04%%*
TG 0,84 + 0,20 5,15+ 1,11%**
HDL-C 1,02 +0,19 2,30 £ 0,27%**
non-HDL-C 1,07 £ 0,32 3,56 £ 1,07%**
% p <0,001

Két qua bang 3.13 cho thay:

Tiém mang bung dung dich P-407 2% liéu 200 mg/kg (0,1mL/10g) co tic dung
gay tang lipid méau rd rét: ¢ 16 mo hinh, TG ting gap 6,2 lan; TC ting 2,8 1an; HDL-C
tang 2,3 1an va non-HDL-C tiang 3,2 1an, su khac biét 1a c6 ¥ nghia théng ké véi p <
0,001. Qua két qua nay cho thdy mo hinh gay tang lipid mau bang Poloxamer 407 d
dugc gay thanh cong.
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Bang 3. 14. Tac dung ciia “Ché pham 14 bo” 1én ndng d cholesterol toan phan
trong mau chuft nhat trang

Lo nghién ciru Nong do
(n=10) cholesterol Mitc glém SO ' .
. _ p so voilo 2 p so voilo 3
toan v6i 16 mo hinh
phan (mmol/L)
L6 2: M6 hinh 5,86 £ 1,04 - - -
Lo 3:
Atorvastatin 100 4,48 + 0,98 23,6 % p <0,01 -
mg/kg
L6 4: “Ché
pham 14 bo” liéu | 5,28 £0,55 9,9 % p>0,05 p <0,05
0,48 g/kg/ngay
L6 5: “Ché
pham 14 bo™ liéu | 5,20+ 0,91 11,3% p>0,05 p>0,05
1,44 g/kg/ngay

Két qua bang 3.14 cho thay: Nong do cholesterol toan phan cua chudt nhat tring
& 16 mo hinh va cac 16 dung thudc tai thoi diém 24 gid sau khi tiém mang bung dung
dich P-407 dé gay rdi loan lipid mau theo co ché noi sinh.

- L6 ubng atorvastatin liéu 100 mg/kg lam giam ndéng do cholesterol toan phan
so v6i 16 md hinh (giam 23,6 %), su khac biét co y nghia thong ké (p < 0,01).

- “Ché pham 14 bo” ¢ ca 2 muc lidu 1am giam ndng do cholesterol toan phan so
v6i 16 mo hinh (giam 9,9 %; 11,3%), tuy nhién, sy khac biét 1a chua c6 y nghia thong
ké (p > 0,05).
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Bang 3. 15. Tac dung ciia “Ché pham 14 bo” 1én ndng do triglycerid trong mau
chugt nhat trang

L6 nghién ciru Nong do .
Trio] . Murc gidm so 162 163
_ riglyceri _ p so voi 16 p so voi 16
(n=10) v61 10 mo hinh

(mmol/L)

L6 2: M6 hinh 5,15+1,11

Lo 3:

Atorvastatin 100 4,67 +1,05 9.4 % p>0,05

mg/kg

L6 4: “Ché

pham 1a bo” lidu | 3,98 + 1,14 22,8 % p <0,05 p>0,05

0,48 g/kg/ngay

L6 5: “Ché
pham 1a bo” lidu | 3,42 + 1,04 33,6 % p <0,01 p <0,05
1,44 g/kg/ngay

Két qua bang 3.15 thé hién:

Nong d¢ triglycerid mau ctia chudt nhét tring & cac 16 mo hinh va cac 16 dung
thudc tai thoi diém 24 gio sau khi tiém mang bung dung dich P-407 dé gay ri loan

lipid méu theo co ché noi sinh.

- L6 udng atorvastatin liéu 100mg/kg va cac 16 uong “Ché pham 1a bo” (liéu 0,48
g/kg/ngay va liéu 1,44 g/kg/ngay) lam giam ndng do triglycerid so v&i 16 mé hinh (9,4
%; 22,8 %; 33,6 %). Su khac biét 1a c6 y nghia théng ké dugc quan sat ¢ cac 16 ué)ng
CPLB ca 2 mirc liéu (p < 0,05 va p <0,01). L6 uéng CPLB liéu cao 1am giam ndng do
TG tét hon so vé6i 16 udng atorvastatin (p < 0,05). Khong c6 su khac biét vé mirc d6 tac

dung gitra 16 udng CPLB liéu thap so véi 16 udng atorvastatin.
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2.5

2
1.5
1
0

L6 chung P -407 Atorvastatin CPLB 0,48g/kgCPLB 1,44g/kg

Nt"ing do HDL-C trong huyét thanh (mmol/L)

Biéu d6 3. 3. Anh huéng ciia “Ché pham 14 bo”
dén nong do HDL-C trong huyét thanh

Két qua biéu do 3 thé hién: Nong d6 HDL-cholesterol trong mau ctia chudt nhat
trang & cac 16 md hinh va cac 16 dung thudc tai thoi diém 24 gio sau khi tiém mang
bung dung dich P-407 dé gay rdi loan lipid méau theo co ché noi sinh.

O 16 ubng atorvastatin 100 mg/kg/ngdy va cac uéng “Ché pham 14 bo” liéu 0,48
g/kg/ngay va liéu 1,44 g/kg/ngdy déu c6 xu hudng lam ting nong d6 HDL-C mau so
vo1 16 mo hinh (mtc tang 1a 6,7%; 14,5 % va 7,1 %), tuy nhién su khéac biét chua co y
nghia théng ké (p > 0,05).

Khoéng c6 sy khac biét vé mutc d6 tac dung giira 16 udng CPLB liéu so véi 16

udng atorvastatin (p > 0,05).
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Bang 3. 16. Tac dung ctia “Ché pham 14 bo” 1én ndng @9 non-HDL-Cholesterol
trong mau chuft nhat trang

Lo nghién ciru

Nong do non-

HDL-Cholesterol

Murc tang so

p so voi 16 2

p sovoilo 3

(n=10) v6i 16 mé hinh
(mmol/L)
L6 2: M6 hinh 3,56 £ 1,07
Lo 3:
Atorvastatin 100 2,02+091 43,2 % p <0,001
mg/kg
Lo 4: “Ché
pham 14 bo” liéu 2,77 +£0,70 22,1 % p>0,05 p>0,05
0,48 g/kg/ngay
Lo 5: “Ché
pham 14 bo” liéu 2,74 £ 0,66 232 % p>0,05 p>0,05

1,44 g/kg/ngay

Két qua bang 3.16 thé hién: Nong do Non- HDL- Cholesterol mau ctia chudt nhat

trang ¢ cac 16 mo hinh va cac 16 dung thudc tai thoi diém 24 gio sau khi tiém mang

bung dung dich P-407 dé gay r6i loan lipid mau ndi sinh.

- L6 udng atorvastatin liéu 100mg/kg lam giam ndng d6 non-HDL-Cholesterol

so voi 16 mo hinh, sy khac biét 13 c6 y nghia thong ké (p < 0,001).

- Cac 16 udng “Ché pham 14 bo” ¢ ca 2 mirc c¢6 xu hudng lam giam nong do non-

HDL- Cholesterol so voi 16 md hinh, tuy nhién, su khac biét 1a chua c6 y nghia thong

ké (p > 0,05).




66

CHUONG 4: BAN LUAN
4.1. Ban luin vé djc tinh ban truwong dién cia “Ché pham 14 bo”

Hién nay, mot trong nhitng nguyén nhan khién cac thudc c¢6 ngudn gbe tir duge
liéu tu nhién ngdy cang duoc quan tdm boi nhiu ngudi cho rang cac ché pham co
ngudn gdc tir ty nhién an toan. Tuy nhién, vi cic bang chimg khoa hoc hién cé cho
thay quan diém nay la thiéu co sé. Viéc sir dung theo kinh nghiém ma khong c6 hiéu
biét day du vé tiém ning gay doc cua chung c6 thé dan dén hau qua khong mong mudn.
Mot vai nghién ctru gan ddy da ghi nhan rang, cac ché pham c6 ngudn goc tir duoc lidu
van c6 thé gay doc, tham chi dan dén tu vong [80].Vi vay, trong qua trinh phat trién
thudc méi tir ngudn goc thao dugc, bat ké thude thé hién tac dung duoc 1y ra sao thi
vi¢c danh gia doc tinh trén mo hinh dong vat thuc nghiém la can thiét va can duoc tién
hanh ngay tir giai doan dau. Két qua danh gia doc tinh bude dau co vai tro quan trong
trong viéc phan loai murec do doc cua ché phém, du doan biéu hién 1am sang khi ngd doc
va dé xuét cc bién phap xtr tri pht hop. Pong thoi ciing gop phan xac dinh khoang liéu
str dung cho cac thir nghiém doc tinh va tac dung duogc 1y tiép theo, cling nhu thiét 1ap

pham vi an toan cua thuoc thir trong nghién curu.

Trong nghién ciru nay, chiing toi tién hanh xac dinh doc tinh ban truong dién cia
“Ché pham 14 bo” theo hudng dan ciia OECD va WHO. Pay 1a quy trinh dang duoc ap
dung rong rai trén toan thé gidi dé danh gia doc tinh nham nhén dién va danh gia cac
nguy co tiém an ctia ché phim c6 ngudn gdc tir ty nhién [81]. Theo quy dinh ctia Bo Y
té, hudng dan cia OECD va WHO, thoi gian danh gia doc tinh ban trudng dién dbi voi
ché pham c6 ngudn gdc tir duoc liéu thudng gap 2-3 1an thoi gian dy kién dung trén
ngudi. Tuy nhién, do han ché vé kinh phi va thoi gian nghién ciru nén trong nghién ciru
nay, chiing toi chi danh gia doc tinh ban truong dién ctia “Ché pham 14 bo” trong 28
ngay véi 2 muc lidu: liéu 0,24 g/kg/ngay (twong dwong voi lidu dy kién trén 1am sang,
hé sd quy doi 13 6) va liéu 0,72 g/kg/ngay (gap 3 lan lidu twong duong véi liéu duy kién
trén 1am sang). Cling theo OECD va WHO, dé danh gia doc tinh ban truong dién can
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dua trén céc chi tiéu: tinh trang chung va thay doi trong luong, cac chi s6 huyét hoc,
cac chi sb sinh hod danh gia chtic ning gan than, dic diém giai phau bénh [82].
4.1.1. Ban ludn vé anh hwéng ciia “Ché pham ld bo” lén tinh trang chung va sw
thay déi thé trong ciia chuét

Tinh trang chung: bao gdm hanh vi, 16ng, dn udng, hoat dong 1a nhitng diu hiéu
khong dic hiéu nhung rat nhay dé phat hién doc tinh chung. Nhiéu chat doc gay ra dau
hi¢u thay d6i hanh vi, giam an, gidm van dong, tang tiét nude bot, tiéu chay. Nhiing
dau hiéu nay 1a co s¢ dé quyét dinh theo ddi thém, thay d6i liéu hodc chim dut thir

nghiém néu thay chudt c6 biéu hién dau hodc suy sup nang [83], [84].

Thay doi trong luong co thé: 1a mot chi sb tong hop cua tinh trang dinh dudng,
hép thu, chuyén hoa va kich tng hé co quan. Giam trong luong hodc ting chim so voi
kiém soat thuong phan anh dgc tinh hé tiéu hoa, gidm an, roi loan chuyén hoa hoac doc
tinh toan than; ting trong luong bat thuong coé thé phan anh tich nude, gan to, ting m&
hoic réi loan ndi tiét. Trong lugng co thé rat dé do cho phép phat hién sém céc tac dong

c6 y nghia sinh hoc trudc khi xuat hién ton thuong mé hoc [85].

Trong sudt thoi gian nghién ctru, chudt cong tring & 16 chimg sinh hoc va hai 16
uéng “Ché phém 14 bo” hoat dong binh thuong, nhanh nhen, mét sang, 1ong muot, an
udng tot, phan kho. Khong nhan thay biéu hién bat thuong gi o ba 16 chudt nay. Khong
coO su khac biét gitra su gia tang trong lugng chudt ¢ hai 16 chudt uéng “Ché phém la
bo” va 16 chimg sinh hoc (p > 0,05). Tir d6 cho thay, “Ché pham 14 bo™ v6i hai murc
lidu 0,24 g/kg/ngay (liéu twong duong véi lidu du kién trén 1am sang) va 0,72 g/kg/ngay
(gap 3 1an liéu twong duong véi liéu du kién trén 1am sang) khong anh hudng toi tinh
trang chung va muc do gia ting trong luong chudt trong sudt thoi gian 4 tuan dung

thude.
4.1.2. Ban ludn vé anh hwéng ciia “Ché pham ld bo” lén chivc néing tao mdu

Dénh gi4 chirc ndng tao mau 1a mdt chi s6 quan trong va dugc coi 1a bat bude

trong nghién ctru doc tinh [86]. Néu thudc c6 anh hudng dén co quan tao mau thi trude
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hét cac thanh phén ciia mau s¢ bi thay doi, dic biét thuong lam gidm s6 lugng bach cau.
Sy giam sd lwong hong cau hoic hemoglobin c6 thé 1a ddu hiéu sdm vé tinh trang tc
ché tay xuong, thiéu mau tan huyét hoac mat mau kin ddo [87]. Trong khi ting bach
cau hodc thay ddi cong thirc bach cau thudng phan anh tinh trang dap Gng viém hoic
tinh trang kich hoat hé théng mién dich. Sy giam tiéu cau co thé lién quan dén doc tinh
trén tay xuong, roi loan déng mau hodc tén thuong co quan dich giy giam tiéu cau.
Nhitng bién ddi nay khong chi cho phép phat hién doc tinh sém ma con gitp dinh huéng
co ché ton thuong. Theo khuyén cao cia WHO, danh gia cang nhiéu chi s6 huyét hoc

thi doc tinh ctia thudc cang duoc danh gia chinh xac [88].

Trong nghién ctru ndy, ching toi danh gia anh huong cta “Ché pham 14 bo™ lén
chtrc ning tao mau thong qua céc chi sd: sd lugng hong cau, ham lugng hemoglobin,
hematocrit, sé luong bach cau, cong thirc bach cau va sé lugng tiéu cau. Sau 30 ngay
cho uéng thudc thir, két qua cho thay cac chi s6 huyét hoc ¢ 16 chimg sinh hoc va ca
hai 16 tri déu trong gi6i han binh thuong & cac thoi diém sau 15 ngay va 30 ngay udng
lién tuc thude thir. Nhu vay, “Ché phém 14 bo” khong thé hién doc tinh trén cac co quan
tao mau.

4.1.3. Ban ludn vé anh hwéng ciia “Ché phdm ld bo” Ién chirc ning gan, thin

Trong co thé, gan dong vai tro trung tdm trong chuyén héa va thai trir cac chat,
do d6 day 1a co quan d& chiu tic dong bat loi khi dua thude vao co thé. Viée st dung
thudc trong thoi gian nhét dinh c6 thé anh hudéng dén hoat dong sinh ly cua gan, tham
chi gay ton thuong té bao gan néu khong bao dam an toan. Vi 1y do ndy, danh gia anh
hudng ctia ché pham 1én chirc niang gan 1a mot ndi dung khong thé thiéu trong cac
nghién ctru doc tinh tién 1am sang [89]. P& danh gia muc d6 ton thuong té bao gan,
ngudi ta thuong dinh luong hoat do cila cac enzym gan dic hiéu trong huyét thanh, dic
bi¢t 1a alanine aminotransferase (ALT) va aspartate aminotransferase (AST). ALT va
AST thudc nhom aminotransferase, chii yéu dugc tap trung trong té bao gan, va khi

mang t€ bao gan bi ton hai do doc tinh hoac stress sinh hoc, cadc enzym nay s€ duoc giai
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phéng vao tuan hoan, dan dén ting ndng do trong huyét thanh. Do d6, su gia ting hoat
d6 ALT va AST duoc coi 1a mot chi dau sinh hoa quan trong phan anh tén thuong té
bao gan va murc d§ anh hudng cia tadc nhan thu nghiém 1én gan. Ngoai ra, ngudi ta con
danh gia chirc ning gan qua cac chi sd ndng do bilirubin toan phan, cholesterol toan
phan va albumin trong mau [90]. Két qua cho thdy sau 15 ngay va 30 ngay ubng “Ché
pham 14 bo”, cac chi s6 hoat 3o AST, ALT, ndng d6 bilirubin toan phan, cholesterol

toan phan va albumin trong mau déu ndm trong gidi han binh thudng.

Than 1a co quan bai tiét ctia co thé, nhu mo than rat dé ton thuong bo1 cac chét
ndi sinh va ngoai sinh. Vi vay, khi dua thudc vao co thé thude co thé gay ton thuong
than, tir 46 anh huong dén chirc nang than [89]. Creatinin 13 thanh phan dam trong méu
6n dinh nhat, hau nhu khéng phu thudc vao ché d6 an hoic nhiing thay do6i sinh 1y ma
chi phuc thudc vao kha nang dao thai ctua than. Khi cau than bi ton thuong, néng do
creatinin mau tang sém hon ure. Do vdy, creatinin méu la chi ti€u tin cay va quan trong
hon ure mau, nén hién nay dung dé danh gia va theo ddi chirc nang than [91]. Két qua
nghién ctru cho thiy ndng do creatinin trong méau chudt sau khi dung “Ché pham 14 bo”
khéng co su thay ddi khac biét voi 16 ching sinh hoc va so sanh giita hai thoi diém
trude va sau khi ubng thude thu.

4.1.4. Ban ludn vé anh hwéng ciia “Ché pham ld bo” Ién cdu tritc dai thé va vi thé
gan, thdn

Theo hudng dan caia WHO, giai phau dai thé va vi thé gan than 1a chi s6 bat budc
khi danh gia doc tinh ban trudng dién. Ngoai ra, xét nghiém vi thé con 1a tiéu chuan
vang dé danh gia ton thuong 2 co quan chinh chiu trach nhiém chuyén hoa va thai trir
thudc 13 gan va than [89]. Trén tat ca chudt nghién ctru, khong quan sat thay co thay
d6i bénh 1y nao vé mit dai thé cia cac co quan. Két qua giai phau bénh cho thay co ton
thuong ciu trac vi thé gan cta chudt & mic d6 vira va ton thuong cau tric vi thé than
& mirc d6 nhe, tuy nhién chua lam anh huéng dén cac chi sé chirc ning gan va than trén

xét nghiém sinh hoa.
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Két qua nghién ctru cta chung toi ciing phtt hop véi mot sé két qua nghién ciru
tinh an toan ctia Ché pham 14 bo di dugc cong bd trén thé gidi. Theo cong bd cua
Kamagate M va cong su, trong nghién ctru doc tinh cap, chiét xuat 14 bo dung nap tot
& muc liéu 2 g/kg trén chudt cong trang, tuy nhién, doc tinh nhe trén gan dugc quan sat
thdy trén chudt cong tring [92]. Trong mot nghién ciru cia Yakubu MA va cong su,
doc tinh ban truong dién cua Ché pham 14 bo dugce danh gia ¢ mirc lidu tir 400 — 1600
mg/kg udng lién tuc trong 28 ngay. Két qua nghién ctru cho thay tén thuong gan va
than duoc phét hién ¢ 16 dung Ché pham 14 bo liéu cao, trong khi cac chi sb sinh hoa
khéng c6 su thay d6i dang ké [93]. Dya trén cac cong bd vé doc tinh cua Ché pham 14
bo c6 thé thady nguyén nhan dan dén doc tinh trén gan va than trong cac nghién ctru thuc
nghiém 14 chua rd. Theo mot bai viét tong quan ctia Juma I (2025), trong 14 bo ¢6 mot
hop chat co thé gdy doc tinh 1a persin, mot chét tan tét trong lipid, c6 thé dan dén ton
thuong cac co quan nghiém trong khi dung mot luong 16n 14 bo. Do vay, day co thé 1a
nguyén nhan dan dén doc tinh trén gan va than cta Ché pham 14 bo trong nghién ctru
nay [90]. Mot s6 ché pham tiém ning trong diéu chinh RLLM c6 nguén gbc tir dugc
liéu khi nghién ctru doc tinh ban truong dién ciing ghi nhan két qua twong tu. Theo
Pham Thuay Phuong va cong sy, vién nang “Ha m&d NK” voi liéu 0,75 g/kg giy ton
thuong té bao gan [94]. Két qua nay cho thay, cac ché pham c6 ngudn goc duogc licu
khong dong nghia vai tuyét déi an toan.

4.2. Ban luén vé tac dung ciia “Ché pham 14 bo” trén mé hinh gy rdi loan lipid
mau noi sinh

Céac mo hinh gay rdi loan lipid méu ndi sinh duoc str dung phd bién nham tai tao
tinh trang tang lipid huyét tuong ma khong can ap dung ché do n giy xo vita. Ba tac
nhan dugc dung nhiéu nhat hién nay gdm Triton WR-1339, Tween 80 va Poloxamer
407. Mic du cung muc dich 1am tang lipid mau nhung cac tac nhan nay khac nhau vé
co ché tac dong, muc do 6n dinh ctia md hinh, ddc tinh va kha nang mo phong sinh ly

bénh rdi loan lipid mau [95], [96].
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Triton WR-1339 1a tic nhan kinh dién, hoat dong chu yéu thong qua rc ché manh
LPL, tr d6 1am giam thanh thai lipoprotein giau TG va gay tang TG nhanh sau tiém.
Tuy nhién, mé hinh nay thé hién nhiéu han ché. Triton gdy doc tinh gan — than, phan
mg viém hé théng va stress oxy hoa, 1am ting nguy co gay nhiéu két qua khi danh gia
tac dung cua thudc d6i voi chuyén hoa lipid. Ngoai ra, muc ting lipid do Triton gy ra
bién thién 16n giira cac ca thé, 1am giam kha ning tai lap. Triton ciing khong tao dugc
su tang dong thoi va kéo dai ca TG va TC khién mé hinh nay kém phu hop trong cac
nghién ctru doi hoi danh gia toan dién rdi loan lipid mau. Vi céc 1y do nay, Triton WR-
1339 ngay cang it dugc uu tién sir dung trong nghién ctru thuc nghiém [97].

Tween 80 ciing dugc sir dung nham gy rdi loan lipid mau ndi sinh, nhung hiéu
qua khong 6n dinh va co ché tac dong khong dic hiéu. Tween 80 c6 thé anh hudng cdu
triic mang té bao va thay doi tinh chat van chuyén cia lipoprotein, tir d6 gy ting lipid
murc d6 nhe dén trung binh. Tuy nhién, mic tang lipid thuong thap, kho du doan va kha
nang tai lap mo hinh khong cao. Tween 80 cling khong tao dugc sy gia tang 1o rét cac
phan doan lipoprotein giau nguy co xo vira nhu VLDL va LDL, khién gia tri mo hinh
han ché trong nghién clru co ché bénh sinh va thir nghiém can thi€p. Do vay, Tween 80

nhin chung khong phai lua chon t6i uu cho nghién ctru dugce 1y hién dai [98].

Chung t61 lya chon tac nhan P-407 b1 tdc nhan nay dugc xem 1a phu hop hon
nhd kha ning gay ting lipid manh, 6n dinh va doc tinh thap. P-407 1a polymer khong
ion hoa thudc nhom poloxamer, it gdy ton thuong mé va it tac dong khong mong mudn
so v6i Triton [99]. Sau tiém, P-407 gay rdi loan lipid mau thong qua nhiéu co ché cling
lac: (1) tre ché hoat tinh LPL hon 90%, lam giam thanh thai triglyceride va gay tich tu
nhanh VLDL va chylomicron; (2) &c ché hepatic lipase va dong thoi tang hoat tinh
LCAT va CETP, lam tang hinh thanh cac lipoprotein giau cholesterol ester va TG; (3)
tac dong lén diéu hoa ndi sinh, bao gom ting hoat tinh HMG-CoA reductase va giam
biéu hién LDL receptor, tr d6 lam tang TC va LDL. Do do, P-407 tao dugc md hinh
tang lipid mau ddng thoi & ca TG va TC, dic biét ting manh VLDL va LDL 14 cac phan
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doan dac trung cua r6i loan lipid ndi sinh [96]. Néng dé TG sau khi tiém P-407 tang
qua cao (> 4,52 mmol/L) nén cong thitrc Friedewald khong con da do tin cdy dé tinh
toan chi sé LDL-C [100]. Vi vy, trong nghién ctru nay, chi s6 LDL-C d duoc thay thé
bang non-HDL-C

Trong nghién ctru ndy, chung toi chon atorvastatin 1a mot thude e ché HMG-
CoA reductase 1am thudc chimg duong vi kha ning lam giam cholesterol ndi sinh va
tang cuong thanh thai LDL-C; trong mé hinh rdi loan lipid néi sinh do P-407, hau qua
taing TG va VLDL xuét hién rat nhanh va muc d6 ting rat 16n, do d6 nhiéu nghién ctru
thuc nghiém chon dung atorvastatin & liéu cao dé dam bao hiéu ung dugc lyc 10 rét
trong khung thoi gian thi nghiém. Liéu 100 mg/kg dugc chon béi cac 1i do: (1) di dugc
str dung lam chun trong nhiéu bao céo thuc nghiém va cho hiéu qua ha TC/TG dang
ké trén mo hinh P-407; (2) khac biét dugc dong gitta chudt va ngudi nén doi hoi lidu
16n hon dé dat ndong d6 tac dong twrong duong; (3) atorvastatin c¢é bién an toan du rong

& chudt dé chap nhan dung liéu nay trong nghién ctru ngin han [101], [102].

Két qua cho thay, “Ché pham 14 bo” & ca 2 muc liéu liéu 0,48 g/kg/ngay (twong
duong véi lidu du kién dung trén 1am sang) va 1,44 g/kg/ngdy (gp 3 lan lidu tuong
duong liéu du kién trén 1am sang) lam giam co y nghia thong ké nong d6 TG so voi 16
mo hinh trén chudt nhét trang gy mé hinh r6i loan lipid mau bang P-407. Dac biét, 16
udng “Ché pham 14 bo” liéu 1,44 g/kg/ngay 1am giam ndng d6 TG tt hon 16 udng
atorvastatin (p < 0,05), trong khi liéu 0,48 g/kg/ngay khong c6 su khac biét (p < 0,05)
cho thy tac dung nay phu thudc vao lidu. “Ché pham 13 bo” ¢ ca 2 mirc liu 1,44
g/kg/ngay va lidu 0,48 g/kg/ngay c6 xu hudng lam giam ndng do cholesterol toan phan
va nong d6 non-HDL cholesterol; dong thoi c6 xu hudng lam ting nong d6 HDL-C so
v6i 16 mo hinh trén chudt nhit trang gdy mo hinh réi loan lipid mau bang P-407. Nhu
véy, “Ché pham 14 bo” thé hién tac dung diéu chinh RLLM trén mé hinh gdy RLLM

noi sinh.
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Két qua nghién ctru cta chung toi ciing phtt hop véi mot sé két qua nghién ciru
hiéu qua diéu chinh rdi loan lipid mau ctia “Ché pham 14 bo” da dugc cong b trudc
d6. Theo béo céo ctia Kolawole va cong su trong nghién ciru tac dung diéu chinh
RLLM, chiét xuit methanol tir 14 bo & murc lidu 20 mg/kg va 40 mg/kg dd lam giam
TC, TG va LDL-C va ting HDL & chudt bi tang lipid do ché d6 an giau cholesterol
[103]. Brai va cong su dd nghién ctu tac dong cua chiét xuét 14 bo dang nudc va dang
methanol 1én tong luong TC, LDL-C va HDL-C ¢ chudt. Két qua cho thay chiét xuat
14 bo dang nudc va dang methanol 1am giam giam TC (lan luot 13 8% va 5%) va LDL-
C (lan luot 12 19% va 20%) va lam ting ndng d6 HDL-C trong huyét trong (1an luot
85% va 68%) [104]. Kouamé va cong sy cling c6 nhitng bao céo tuong tw ho quan sat
thay chiét xuat 1a bo diéu chinh thanh phan lipid ctia chudét mac bénh tiéu duong, dua
noéng d6 TC va HDL-C vé muc binh thuong, dong thoi lam giam néng d¢6 TG, VLDL-
C, lipoprotein toan phan, LDL-C va AIP [105]. C4c diém tuong dong cu thé giita nghién
ctru clia chung t6i va nhimng béo cio trudc bao gdm: xu hudng thay doi lipid giéng nhau
(giam TC, TG, LDL-C va ting HDL-C), tinh phu thudc li¢u (liéu cao thé hién tac dung
t6t hon lidu thap), thoi gian diéu tri ngan déu du dé tao ra thay doi lipid c6 y nghia. Tuy
nhién, van can phai than trong khi so sanh két qua bdi mo hinh gay ting lipid khac nhau
dan dén co ché bénh sinh khong giong nhau, dang chiét xuat va liéu ciing khong dong
nhat. Bén canh d6, két qua nghién ctru ctia chung toi ciing phu hop voi mot sb két qua
nghién ctru hiéu qua diéu chinh RLLM ctia ché pham c6 ngudn gde tir duge lidu khac.
Pham Thity Phuong va cong sy di nghién ctru tac dung diéu chinh RLLM cua vién
nang cimg “Ha m& NK” trén dong vat thuc nghiém. Két qua cho thay, vién nang cimg
“Ha m& NK” ¢ 2 murc liéu 0,25 g/kg/ngdy va 0,75 g/kg/ngiy lam giam dang ké LDL-
C trong huyét thanh trén mé hinh RLLM ndi sinh [65]. Mic du khéc biét vé thanh phan
dugc liéu, tuy nhién, két qua nay cho thay rang cac ché pham ha lipid mau c6 ngudn

gbc tir duge liéu c6 tiém ning trong diéu tri RLLM.
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4.3. Ban luin vé tac dung ciia “Ché pham 14 bo” theo y hoc ¢6 truyén

RLLM trong YHHD va ching dam am trong YHCT c¢6 nhiéu diém tuong dong
vé nguyén nhan, biéu hién va dinh huéng diéu tri. V& nguyén nhan, RLLM thudng lién
quan dén ché d6 an giau nang luong, dac biét 1a an nhiéu do6 ngot, dan dén thira can,
béo phi va rdi loan chuyén hoa lipid; 16i sng it vin dong 1am ting nguy co ting can va
khang insulin; cing thing tinh than kéo dai anh huéng dén qua trinh diéu hoa chuyén
hoa; qua trinh 130 hoa 1am suy giam chirc ning chuyén hoa cia co thé; va yéu té di
truyén déng vai trd nén tang. Tuong tng v4i d6, theo YHCT, cac yéu té nhu am thuc
bat diéu gy ton thuong Ty, lam thap tré hoa dam; thoi quen it van dong duge mo ta
qua cac khai niém “ctru ngoa thuong khi, ctru toa thuong nhuc”; tinh chi uit két 1am
ton hai chirc nang tang phu; tudi cao dan dén suy giam thién quy va cong ning tang
phi; cing véi tinh trang tién thién bét tac déu 1a nhimng cin nguyén quan trong hinh
thanh ching dam am. Vé biéu hién 1am sang, nguoi mac RLLM thudng c6 tang lipid
mau, thira cin, béo phi, ting huyét ap va nguy co cao mic cac bénh 1y tim mach, trong
khi ngudi thude thé dam thap trong YHCT thudng biéu hién cam giac ning né, huyén
vung, tAm quy va cac roi loan chirc ning toan than. Trén co s nhimng diém tuong dong
do, dinh hudéng diéu tri cua hai hé théng y hoc déu nhan manh vai tro cua viéc diéu
chinh ché d6 an udng, sinh hoat va luyén tap; trong d6 YHHD sir dung cac bién phap
thay doi 161 song két hop thudc diéu hoa chuyén hoa, con YHCT ch trong cac phuong
phap kién van tang phu, trir dam thap, phdi hop véi luyén tap khi cong dudng sinh va

str dung céc vi thude phu hop.

Tu két qua nghién ctru va nhiing nhan dinh ban dau vé tinh, vi, quy kinh cua 14
bo ¢6 thé duogc suy luan 1a bo 1a mét dugc liéu hoa dam, co vi déng, tinh han hoac
lwong. Theo YHCT, vi dang thudc tinh ha, c6 khuynh hudng lam giang va lam kho,
nhd d6 c6 kha ning pha tré va tiéu két. Trong bénh 1y dam am, dic biét 1a dam két ton
lwu 14u ngay, dam thuong gy tré ngai cho su van hanh cua khi va thay dich, ddn dén

tinh trang & tré kéo dai. Vi ddng véi dac tinh giang ha va hoa két c6 thé gop phan lam
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tiéu trir cac yéu td o tré ndy, tir d6 hd trg qua trinh tiéu dam va phuc hoi su van hanh
binh thudng cua khi hda trong co thé. Tinh han hodc luvong ¢ tac dung chu yéu 1 thanh
giai nhié¢t ta va 1am diu cac phan tng bénh 1y do nhiét gay ra. Khi nhiét ta dugc thanh
trr, moi1 trudong bénh 1y thuan 191 cho sy hinh thanh va ton luu ctia dam cling dugc cai
thién, qua d6 hd trg gian tiép cho qua trinh hoa dam. Cach suy luan nay vira tuan thu
nguyén tic 1y — phap — phuong — duogc vira cung cap co sd 1y luan viing chac dé nghién
ctru va img dung 14 bo trong diéu tri chimg dam thap va réi loan lipid mau, mo ra hudéng

nghién ctru mdi cho YHCT két hop 1y ludn hién dai.

Céc nghién ctru hién tai chi ra ring thé dam thap khong chi 1a mot khai niém
trong YHCT ma con c6 méi lién hé rd rang voi roi loan chuyén hoa, trong d6 c6 RLLM.
Diéu nay phan anh rang cac biéu hién 1am sang ctia chimg dam thip nhu tich tu thap,
roi loan van hanh thity dich c6 thé twong Gng véi nhitng bat thuong chuyén hoa quan
sat duoc trong khoa hoc hién dai bao gém tang TG, TC, LDL-C, giam HDL-C [106].
Nguoc lai, tir géc nhin dugc 1y, nhitng dugc lidu ¢6 tiém ning diéu chinh RLLM nhu

14 bo ciing ¢ thé ¢ co ché trir dam am trong YHCT.
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KET LUAN
5.1. Két luan vé ddc tinh ban truong dién cia “Ché pham 14 bo”

“Ché pham 14 bo” liéu 0.24g/kg/ngay va lidu cao gip 3 lan 1am sang 0.72g/kg/ngay
chua xac dinh dugc doc tinh ban trudng dién trén chudt cng tring bang dudng udng.
5.2. Két luan vé tac dung diéu chinh réi loan lipid mau ciia “Ché pham 14 bo”
trén mé hinh gay roi loan lipid mau theo co ché ndi sinh

“Ché pham 14 bo” & ca 2 muc lidu 0,48g/kg/ngay va liéu 1,44g/kg/ngay lam giam
c6 ¥ nghia thong ké nong do triglycerid so voi 16 mo hinh trén chudt nhét tring gdy mo
hinh réi loan lipid mau bang P-407.

“Ché pham 14 bo” & ca 2 muc liéu 0,48g/kg/ngay va lidu 1,44g/kg/ngdy co xu
huéng 1am giam nong do cholesterol toan phan va nong d6 non-HDL cholesterol; dong
thoi c6 xu huéng lam ting ndng d6 HDL-C so v6i 16 mé hinh trén chudt nhét tring gay

mo hinh r6i loan lipid mau bang P-407.
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KHUYEN NGHI
Dua trén két qua thu thap duogc trén dé tai cua chung t61, nhom nghién ctru kién
nghi:
- Thuc hién thém trén cac md hinh nghién ctru doc tinh thoi gian dai hon dé danh
gia va nhan dinh chinh xac hon ddi v6i san pham nghién ctu.
- Panh gia thém tac dung diéu chinh rdi loan lipid mau cta “Ché pham 14 bo” trén

mo hinh gay rdi loan lipid mau theo co ché ngoai sinh.
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