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PAT VAN BPE
1. Tinh cép thiét ciia dé tai
Hoi chimg chuyén hoa 1a mot chudi cac yéu td nguy co tim mach va thay
ddi chuyén hoa lién quan vdi tinh trang tang trong luong md cta co thé, trong do
RLLPM (RLLPM), réi loan chuyén hoa (RLCH) carbohydrat, tang huyét ap
(THA) va béo phi dugc coi la “bo tir chét nguoi™; d6 1a nhimg yéu t5 nguy co
hang dau gay vita xo dong mach (VXDM), bénh tim mach va dot quy.

O bénh nhan DTD 1au nam, tinh trang ting glucose méu, RLLPM (ting
LDL-C, ting triglycerid, giam HDL-C) kéo dai din dén nhiéu nhitng RLCH
dan xen |4 nguyén nhan chinh gdy VXPM va d lai nhitng hiu qua xdu déi
v&1 hé tim mach gay nén nhiéu céc bién chirng man. Do vay, cac thube y hoc
hién dai (YHHD) va y hoc cb truyén (YHCT) diéu tri DTD nhiam kiém soat
glucose mau, diéu chinh RLLPM dé c6 thé giam dugc nguy co tién trién cia
cac bién chimg va giam nguy co bénh mach vanh, han ché tac dung phu cta
thudc ngdy cang tré nén cap thiét va luon 1a vin dé quan tim hang dau cia
cac nha khoa hoc. Hién nay, nhiéu nha khoa hoc & Viét Nam cling nhu trén
thé giéi dang c6 xu hudng tim kiém va g dung cc thude ngudn goc tu nhién
c6 tac dung diéu tri PTP va han ché rdi loan lipid boi nguén duoc liéu tu
nhién rit phong pht, d& st dung va it tic dung phuy, gia thanh ré va co thé
dung trong thoi gian 1au dai.

Theo 1y ludn cua y hoc ¢b truyén (YHCT), DTD c¢6 nhiéu diém twong
ddng v6i chimg tidu khat va RLLPM twong tng voi chung dam thap Trén
lam sang thi RLLPM & bénh nhan PTP c6 nhiéu diém twong dong véi
ching tiéu khat thé c6 dam thip. Cho dén nay c6 nhiéu vi thude, bai thude
da duoc nghién ctru ing dung diéu tri chimg tiéu khat va chimg dam thap.
“Giang chi tiéu khat linh” dugc bao ché dua trén co s& bai thude nghiém
phuong “Giang chi thang” da duoc sir dung trén 1am sang dé diéu trj ching
tiéu khat c6 dam thidp (RLLPM & bénh nhan DTD). Do viy, dé c¢6 co so
khoa hoc chic chin khiang dinh hiéu qué ciing nhu tinh an toan cua bai thudc
“Giang chi tiéu khat linh”, dé tai: Nghién civu tic dung ciia ché phim
“Gidng chi tiéu khdt linh” diéu tri RLLPM trén dong vit DTP typ 2 thuc
nghiém duoc thyc hién nham cic muc tiéu sau:

2. Muc tiéu cia luén an
1. Nghién civu dpc tinh cdp va ban truong dién ciia vién nang “Gidng chi tiéu
khadt linh” trén dpng vit thuc nghiém.

2. Nghién ciru tic dung cia Vién nang “Gidng chi tiéu khat linh” trén
mot so chi so lipid, glucose va hé thong chong oxy hod trong mdau &
dong vit DTD typ 2 thuc nghiém.
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NHUNG PONG GOP MOI CUA LUAN AN

1. Gay DTD typ 2 bang ché d6 an va tiém STZ trén chudt cong trang.

2. Nghién ctu doc tinh: Véi héu uéng tdi da chudt ¢6 thé chiu dung duoc 1a
53,57g cém/1kg than trong, gip 24.8 liéu dung trén nguoi khong c6 doc tinh
cip va chua xac dinh dwoc LD50 cua GCTKL trén chudt nhit tring.
GCTKL ¢ liéu 0,54g/kg/ngay va 1,62 g/kg/ngay, ubng lién tuc trong 8
tudn khong gdy doc tinh ban truong dién trén chirc ning tao mau, chirc
nang gan, than va hinh thai gan va than tho.

3. Giang chi tiéu khat linh véi lidu uéng 840 va 1260mg/kg TT ¢ tac dung:

- Tac dung du phong va diéu tri RLLPM & chudt cong trang gy RLLPM
bang ché do an.

- Téc dung diéu tri RLLPM va ha glucose mau & chudt cong tring gay DTD typ
2 sau 30 ngay va hiéu qué rd rét hon sau 60 ngay udng thudc.

- Cai thién tinh trang chdng oxy hoa trong méau cta chudt cong tring giy
16i loan lipid mau va BTD typ 2.

BO CUC CUA LUAN AN:

Dit van dé 2 trang; Chuong 1: Téng quan 39 trang; Chuong 2: Dbi
twong va phuong phap nghién ciru 15 trang; Chwong 3: Két qua nghién ciru
40 trang; Chuong 4: Ban luan 34 trang; Két luan 1 trang; Kién nghi va dé
xuét 1 trang. ‘

Luén 4n c6 33 bang, 35 hinh, 6 biéu dd va 5 so d0, 134 tai liéu tham
khao (Tiéng Viét 55, tiéng Anh 61, tiéng Trung Qudc 18).

Chwong 1: TONG QUAN

1.1. Rdi loan chuyén hoa lipid, hoat dong gbc tw do va vira xo dong
mach trong DPTD
1.1.1. bTD

DTD 1a mot hoi chimg rdi loan chuyén hoéa véi sy ting glucose mau do
thiu tuyét ddi hodc twong dbi insulin. Sy thiéu hut insulin anh huong t6i
chuyén hoa carbohydrat, protein va lipid; gdy ra cac 101 loan hang dinh noi
mdi cua nude va dién giai. Tinh trang roi loan nay keo dai dan dén  nhitng bién
chimg & bénh nhan DTP tai nhiéu cac co quan dic biét 1a than, mét, than kinh
va mach mau.
1.1.2. Réi loan chuyén héa lipid trong PTD
1.1.2.1. Lipid va lipoprotein trong mau

Thanh phan lipid chinh trong mau 13 acid béo ty do, triglycerid (TG),
cholesterol toan phan (TC) gdm cholesterol tw do (FC) va cholesterol este (CE),
céc phospholipid (PL).
1.1.2.2. Chuyén héa lipoprotein
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LP duoc chuyén hoa theo hai con duong ngoai sinh va ndi sinh vdi su
tham gia ctia cic enzyme va protein van chuyén déng vai tro sinh 1y quan trong
trong chuyén hoa lipoprotein 12 LPL (lipoprotein lipase), HL (hepatic lipase),
LCAT (lecithin cholesterol acyl transferase) va EL (endothelial lipase).

Chylomicron: TG, TC, PL tir lipid thirc &n dugc hap thu qua niém mac
rudt non tao thanh; VLDL: Giau TG, dugc tao thanh & gan 90% va & rudt
non 10%, vao méau dén cac mo ngoai vi, ¢o vai tro vin chuyén TG ndi sinh;
IDL: Tré lai gan, gin vao cac receptor dic hiéu (ApoB, E) & mang té bao va
chiu sy tac dong cua lipase gan; LDL: La chét van chuyén chinh cholesterol
trong mau, cha yéu dudi dang CE, dén cac mé ngoai vi; HDL: Pugc tong
hop tai gan(HDL moi sinh) hogc tir su thoai giang cua VLDL va CM trong
mau. HDL ¢6 vai tro van chuyén cholesterol tir cic md ngoai vi trd vé gan,
1a yéu t6 bao vé chong VXDM.
1.1.2.3. Réi loan chuyén héa lipoprotein

Nam 1965, Fredrickson can cir vao ky thuat dién di, siéu ly tam cac
thanh phan lipid huyét thanh va phan thanh 5 typ dua trén nhiing thay doi cua
thanh phan LP. RLLPM c6 thé tién phat do di truyén hodc thir phat sau cac
bénh khac nhu béo phi, nghién rugu, nhitng réi loan ndi tiét (DTD, suy giap
trang,...), hoi chiing than hu, suy than man, sau dung kéo dai mot sb thuéc
(cac loai glucocorticoid, thude loi tiéu, .. D Ché d6 an va su rdi loan chuyén
hod lipoprotein: Ngudi ta thiy c6 mdi trong quan thuén gitra murc tiéu thu
chét béo bio hoa vdi ndng do cholesterol méau.
1.1.2.4. Réi loan chuyén héa lipid trong PTD

Céc dic diém chung nhét cta réi loan chuyén hoéa lipid trong bénh
DbTD 1a TG mau tang, HDL-C gidm va xuét hién cac ph?ln t¢ LDL nang va
nho hon (ty trong tang va kich thuéc nho hon). Ngudi ta da quan sat thiy sy
tang muc d glycosyl hoa boi phan ing khong enzym voi tat ca cac loai LP
trong tuan hoan, diéu nay co thé ciing lam tang kha ning giy VXDM.

* Réi loan chuyén héa lipid trong DTD typ 1

- Tang TG huyét twong: bat thuong phd bién nhit & bénh nhian DTD
typ 1 1a ting TG huyét tvong do ting VLDL. Giam HDL-C huyét twong
thuong gap phdi hop véi ting TG mau.

* Réi loan chuyén héa lipid trong DTD typ 2

Anh huéng ctiia DTD typ 2 trén chuyén hoa lipid va lipoprotein phirc tap
hon nhiéu vi chiu tic dong cua nhidu yéu td nhu tinh trang khang insulin, béo
phi, phuong phap diéu tri, mic d6 kiém soat glucose mau, sir dung thude diéu
tri cac roi loan phdi hop va diéu tri cac bién chimg ciia bénh BTD. Réi loan
chuyén hoéa lipid dic trung & DTD typ 2 1a ting TG, CT va giam HDL-C, va
xuét hién cic phan tir LDL ning va nho (ty trong ting va kich thudc nho hon)
trong huyét trong. Tang TG mau do ting bai tiét VLDL va sy giam hoat do
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cta enzym LPL, dic trung béi sy & dong cac phan tir tan du sau khi thuy phan
VLDL, la yéu t6 giy VXDM.

1.1.3. Stress oxy hoa é bénh PTD

1.1.3.1. Cdc dang oxy hoat djng trong co thé va qud trinh peroxi héa lipid

Cac dang oxy hoat dong bao gom goc tu do c6 oxy Iudn dugce san sinh
trong cac hoat dong sinh 1y cia co thé séng. Anion superoxid (0, ) dugc
tao nén trong qua trinh ho hap té bao 1a gbc tw do du tién, tir d6 sinh ra hang
loat cac dang oxy hoat dong khac nhu hydroperoxid (H20,), géc hydroxyl
(HO"), oxy don boi (*O,), gbc peroxyl (LOO ), goc alkyl (L), goc alkoxyl
(LO"). '0,, H,0,, HO® la nhiing chit doc ddi voi te bao vi chiing s& tin cong
cac acid béo khong bao hoa co trong lipid mang té bao gy nén _nhiing blen
d6i mang té bao va bién ddi cua nhirng phéan tir DNA, gay dot bién gen..."O,,
HO® c6 hoat tinh hoa hoc rdt manh, chang 13 thi pham chinh gay peroxi hoa
lipid mang, mot gbc HO"® s& ooxy hoa hang tram phén tir acid béo khong bao
hoa nhiéu ndi déi theo co ché day truyén trudc khi bi dap tit.
1.1.3.2. H¢ thong chong oxy héa ciia co thé

Hé thong chdng oxy hoa cua co thé co vai trd ngan nglra, chdng lai va
loai bo tac dung doc hai cua cac gbc trr do va cac dang oxy hoat dong khac.

* H¢ thong chong oxy hoa co bdn chit enzym : Loai nay ton tai chii
yéu trong té bao; hoat do cac enzym chdng oxy héa rat thip trong huyét
tuong, dich sinh hoc khéc nhu dich ndo tiy, bao hoat dich..

‘Superoxid dismutase (SOD - EC.1.15.1.1): Enzym nay c6 trong tit ca
cac té bao c6 chuyén hoa oxy, xuc tac sy phan huy anion superoxid.

Catalase: La enzym chdng oxy hoa dugc biét ddu tién, xtic tic phan
g phan hity hydroperoxid v6 co ¢ ndng do cao.

Glutathion peroxidase (GPx — EC.1.11.1.9): Glutathion peroxidase
(GPx) xtic tac phan tng loai bo cac peroxid hitu co va H,O, c6 ndng do thap.
GSH la glutathion dang khir, GSSG la glutathion dang oxy héa, ROOH la
peroxid hiru co hodc vo co.

* H¢ thong chéng oxy héa c6 béin chit khéng enzym.

GOm c6 3 nhém chinh 1a nhém cac polyphenol, nhom cac thiol va
nhom cac phdi tir ctia sat hay dong. Chiing hodc ¢6 san trong co thé hodc
dugc dua tir ngoai vao theo dang thie in, nuéc udng.
1.1.3.3. Stress oxy hoa ¢ bénh DTD

Cac bénh nhan DTD thuong dugc cho la chiu tic dong clia cac stress
oxy hoa. Khi ndng d6 glucose trong t& bao cao ¢ thé gay doc bang cic co
ché nhu ting chuyén hoa glucose theo con dudng polyol, glucosamin, tao
thanh cac san pham tan AGE, hién tugng glycosyl hoa khong enzym, tao
thanh va hoat ho4 protein kinase C.

* Tiang chuyén hod glucose theo con dwong Polyol
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Chuyén ho4 glucose theo con duong polyol gop phan gay ra glycosyl
hod protein khéng enzym. Khi nong d6 glucose trong té bao qua cao, aldose
reductase x@ic tic phan mg chuyén glucose thanh polyalcol sorbitol bang
cach khit nhom aldehyd cua glucose va sir dung cofactor NADPH quéa mirc
lam can kiét NADPH cua té bao, 1am giam lugng GSH.

* Hién tuwgng Gluco-oxy hod (gluco-oxidation) va su tao thanh géc tw do
va cdc sin phim tin (AGE)

Trong qua trinh glycosyl hod, su oxy hoa cta 3-deoxyglucoson thanh
glucose dang dicarbonyl san sinh ra cac gdc tw do: anion superoxid (03),

hydroxy peroxid (H202) va cac gbe tu do hydroxyl (HOe). Cac gbc ty do nay sé
mé dau mot day chuyen san sinh cac goc tw do nhidu gap boi. Hién tuong
glycosyl hoa ting khi ndng d6 glucose cao. Cac san phim glycosyl hoé c6 thé bi oxy
hoa tao céc san phim tén glycosyl (AGE) tich tu lau ngay gay ton thuong mé.

1.1.4 PTD va vira xo dgng mach

* Thé nao la vita xo dpng mach ‘

VXDM Ila bénh cia dong mach 16n va vua, thé hién bé’mg hai loai ton
thwong co ban va dic trung 1a mang vira xo rat giau cholesterol va mé xo
dugc hinh thanh & 16p ndi mac va mot phan 16p trung mac; lam hep long
dong mach, can tré mau dén nudi dudng céac té chirc. C6 nhidu yeu 6 nguy co
gy nén VXDM nhu RLCH lipid, THA, beo phi, DTD,...trong d6 61 loan chuyén
hoa lipid dong vai trd chu yéu .

* DTD va vita xo dopng mach

Déi v6i bénh nhan DT typ 2, co ché VXDM rat phirc tap. Ngoai cac
yeu t néu trén con cb sy tham gia va thic ddy qua trinh VXDM nhu THA,
nong do cao cua glucose mau, su khang insulin, gidm nhay cam insulin, C&C
san pham tan cta qua trinh glycosyl hoa,..

1.2. PTP VA ROI LOAN CHUYEN HOA LIPID THEO Y HQC CO
TRUYEN .
1.2.1. PTD theo quan niém ciia Y hoc ¢6 truyén

Y hoc ¢6 truyén khong c6 bénh danh “DTD”; nhung dbi chiéu vai cac
chung trang 1am sang, can bénh nay dugc quy vao pham vi chung “tiéu
khat”.

Chung tiéu khat cua YHCT 1a ching do rat nhiéu nguyén nhan gdy ra,
trén lam sang liy céc triéu chimng chinh nhu ubng nhiéu, an nhiéu, tiéu tién
nhiéu, gay sut, mét moi hodc nude tiéu co vi ngot goi 1a chimg “Tam da nhat
thiéu”(Noi kinh t6 vén). “Ti€u” c6 ba ham y, mét la chi thirc an nude uéng
tiéu nhanh nén mau doéi va uong nhiéu, hai 1a chi tiéu hao tan dich nhiéu lam
cho tan dich mit nudi dudng, am khong the'ing duong, héa nhiét ndi sinh, ba
1a chi hinh thé yéu gay, co nhuc teo nh&o, sit can.
1.2.1.2. Co ché bénh sinh

Theo Hai Thuong Lan Ong: "Chimg tiéu khat phan nhiéu do hoa lam
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tiéu hao chan 4m, nam chét dich khé kiét ma sinh ra" trong d6 3 tang phé, ty,
than 1a chu yeu.
Co ché bénh sinh chung tiéu khat c6 thé tom tat trong so do sau:

AMTHUC | | TON THUONG TAO NHIET ]\T&]; l'f]!{c;; L] PA

BAT TUC TY VI THUONG PHE[ | ™" L AM

TIEN THIEN NGUTANG | | AM | | PHEVI ;II;IUENTGMT/&%[_ bA
BATTUC || HUNHUQC TAO NHIET || T e THYC

HU
. . L NQI . . A .
TINHCHI | | KHiUAT | | 0 | |TY VIKHIHU| | glg\f[{ ¥{'chAHTH GAY
THAT DIEU HOAHOA | |Nuigy | THAPNHIET AT DGR MON
A - TANG CHUA

LAOLUC | | AMDICH CANTHAN| |ryir ey, cg D2

QUA PO TIEU HAO AMHU | \pigp vo NaNG | VBV

1.2.2. Quan niém ciia YHCT vé hgi chirng RLLPM
1.2.2.1. Chirng dam thdp, nguyén nhén, co ché bénh sinh
bam thap 1a san phim bénh 1y, dam 1a chit dic, thdp khong dic nhu
dam, dam thap sau khi sinh s& gay ra nhing ching bénh méi. Nguon gbe
sinh ra dam thdp do sy van hoa bat thudng cua tan dich ngung tu bién hoa
ma thanh. Binh thuong sy van hod thuy thap trong co thé dugc diéu hoa boi
3 tang ty, phé, than. Boi vay dam thap co6 lién quan dén 3 tang ty, phé, than.
Chung thudce ty 1a chimg quan trong nhit trong van dé co ché sinh chimg
dam tré. Pam thap do ty dwong mat chirc nang van hod, 1am chuyén ho4 tan
dich bi ngung tré lai thanh thap, thap thang sinh ra dam ... C6 2 loai dam:
dam hiru hinh va dam vo hinh. Pam hitu hinh 13 chat dam sinh ra tir phé,
than. Hoi ching RLLPM theo YHCT la do dam v6 hinh gay bénh. Biéu hién
trén 1am sang rat da dang. Pam thap thi nguoi béo phi, di lai nang né.
1.2.2.3. Sw twong dong gitka chirng dam thip va hoi chirng RLLPM
Cian clr trén cac biéu hién 1am sang, nguoi ta thy gitra hdi ching
RLLPM va ching dam thap c6 mot sy twong dong khd sdu sic vé bénh
nguyén, bénh sinh va nguyén tic tri lidu. Chimg dam thap phat sinh do
nhirg nguyén nhén chi yéu sau:
+ Yéu t6 thé chat do tién thién quyét dinh, thuong 1a tién thién bat tic.
+ Yéu t6 an udng: an qua nhiu cac chat cao luong, thirc in ngot béo lam
ton thuong ty vi, khién van hoa thét diéu, dam thap noi sinh ma gay bénh.
+ Yéutd it van dong thé Iuc: ndm nhiéu hai khi, ngéi nhiéu hai co nhuc. Thuong
khi dﬁn dén khi hu, thuong nhuc dan dén ty hu, ty khi hu suy ma gay ra bénh.
+ Yéu t6 tinh than (that tinh) lo nghi hai ty, gian di hai can, can mdc vuong
khéc ty tho 1am ty vi 16i loan, hu yéu, cong nang vén hod suy giam, dam troc
{r tré kinh mach ma sinh bénh. Day chinh 1a yéu 0 stress ciia YHHD.
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1.3 PIEU TRIDTD VA RLLPM THEO Y HQC HIEN PAI VA Y HQC
CO TRUYEN
1.3.1. Y hoc hién dai diéu tri PTD va RLLPM

0 bénh nhan DTD cac RLCH dan xen phuc tap trong do RLLPM vira
1a yéu t6 nguy co, vira la h¢ qua boi tinh trang thiéu insulin va tang glucose
méu bén canh d6 1a cac yéu t6 nguy co khac, do vy chién lugc diéu tri can
thiét phai song song 2 muc tiéu 1a: (1) Kiém soat glucose mau (2) Piéu tri
RLLPM.

1.3.2. Y hoc ¢6 truyén diéu tri PTD va RLLPM
1.3.2.1 Piéu tri chikng tiéu khdt

Cin cir vao co ché phat bénh trén co ban do &m hu sinh ndi nhiét, ndi
nhiét 1a ngon 1a tiéu, am hu 1a géc 12 ban, diéu tri bing thudc dwa vao 2 nguyén
tic chinh 1a "B hu" thuc chat 1a dudng 4m, bd cai hu cia than thiy, ta: cai thyc
duong nhiét cia tm hda, trir cai tdo nhiét cua truong vi. Vay chiing tiéu khat
can bd 4m hu, thanh trir nhiét, ich khi, sinh tan, hoat huyét, héa u".
1.3.2.2. Piéu tri chirng dam thép:

- Nguyén tic tri ligu: (1)Vi bénh c6 dic diém "ban hu tiéu thuc" cho nén
trong diéu tri phai chu ¥ ca tiéu, ca ban. (2) Phai chi trong phép chira dam vi
dam thép ¢6 vai tro quan trong trong co ché bénh sinh. (3) Tri dam phai chi y
nguyén tic "tri dam tién trj khi, khi thuan dam tu tiéu". Gom 3 phwong phép,
bénh nhe ding hoa dam, bénh niang dung tiéu dam, dam & mot chd khong ra
phai ding phép diéu dam. Vi dam & hoi chitng RLLPM 1a v6 hinh, luu hanh
va r dong & huyét mach nén khi ding phép hoa dam dé diéu tri nguyén nhén
sinh ra dam, 1am cho dam tu hét cht khong dung dén phép tiéu va didu dam.

- Cdc phwong phdp diéu tri co bin: c6 9 phuong phap

Hoat huyét hoa w; Tw am duong huyét; Trir dam hoa troc; Thu can binh
can; Loi thuy tham thap; Thanh nhiét gidi déc; On kinh thong dwong; Bé ich
nguyén khi:
1.3.2.3. Thé bénh két hop giiva chikng tiéu khdt trén thé trang dam thip

Trong 7 thé 14m sang ctia chimg tidu khat, 2 thé c6 nhiing biéu hién trén
lam sang ciling nhu nguyén nhén va co chélbénh sinh theo YHCT tuong tng
v6i chimg tiéu khat trén ngudi bénh c6 thé trang dam thap do 1a: Thé ty vi
khi hu va thé thap nhiét trung trg.

1.4.1 M6 hinh gay PTD thyc nghiém typ 1

Dé gay mo6 hinh DTP typ 1 & dong vat thuc nghiém, ngudi ta sir ding
cac hoa chét gay pha huy té bao P tuyén tuy. Hai thudc thudng dugce st dung
Ia alloxan va streptozotocin (STZ).

1.4.2 M6 hinh gay PTD typ 2

- Bé’mg chon loc ty nhién va lai tao giéng nhu cac ching: chudt céng

GK (Gotokakizaki), chudt cong ZDF (Zucker Diabectic Fatty), chudt nhat
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chung KK-Ay, chudt nhit Db/Db...Gan day, phuong phap chudt dugc nudi
bang ché d6 an giau lipid gay béo phi, RLLPM sau d6 tiém STZ vai cac liéu
tir 50-100mg/kg thé trong mot liéu duy nhat.
1.4.3. Streptozotocin va cac mo hinh gay PTD trén dong vat thuc nghiém

STZ c¢6 tén hoa hoc la 2deoxy-2 (3methyl-3nitrosoureido)-D-glucopyranose,
dugc phan 1ap 1an ddu niam 1960 tir Streptozotocin achromogenes. Dung
STZ nhiéu liu thap thi sy ting glucose mau xuat hién tir tir va c6 sy tham
nhiém té bao lympho & dao tuy (viém dao tuy). Dung STZ nhiéu lidu thip
dudng nhu c6 co ché bénh sinh giéng DT typ 1 & nguoi. Trong nhitng nim
gan day, STZ dugc cac nha khoa hoc trén thé giéi va Viét nam ding gay DTD
trén thyc nghiém. Nam 2000, Reed M.J. va cong su da tao ra mo hinh dong
vat DTD typ 2 & chudt cong tring bang cach tiém STZ cho chudt duge nudi
dudng bang ché do an giau chit béo gay béo phi.
1.5. Xuét xir bai thudc

Bai thudc nghién clru xudt phat tir bai thudc nghiém phuong "Giang chi
thang" duoc trich tir cudn “Thién gia diéu phuong” thanh phin gém: Dan
sdm 8g, hoang tinh 4g, ha tha 6 do 8g, trach ta 8g, son tra 6g tri ching dam
tré va gia thém vi: sinh hoang ky 8g, linh chi 8g, thién hoa phin 89, hoang
lién 4, nguu tat 6g, tri ching tiéu khat (DTD) va ich tri nhan 4g dé 6n bd ti
vi. Bai thudc cong bo kiém ta, 1dy bd lam chinh gdm: B6 khi (hoang ky), B6
huyét (Ha Thu 0), B a am, sinh tan (Hoang tinh, Thién hoa phén); Ta phép
gom: hoat huyet (nguu tit, dan sdm), thanh nhiét hoa thap (hoang lién). Cac
vi thudc hd trg gdm: Son tra tac dung tidu tich tré, hoa dam, thap o tré, giai
doc; Ich tri nhan tac dung diéu hoa ich vi, 6n 4m ty vi, gidm bét tinh lanh cia
cac vi thube khac.

CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Chit liéu va déi twong nghién ctru
2.1.1 Thudc nghién ciru: Com “Gidng chi tiéu khat linh”

Liéu ding trén ngueoi 50kg trong 30 — 60 ngay: Liéu 1: 18 vién 500mg
(9g cém)/ngz‘iy (twong duong 1 thang thudc sic udng/ngay). Liéu 2: 12 vién
500mg (6g com)/ngay

Liéu lwong thuoc uéng cho chudt nghién ciru thuc nghiém: hé s6 chuyén
doi trong duong gita nguoi va chudt cong la 1:7 thi liéu 1 ubng 1260mg/1kg
than trong/ngdy va liéu 2 udng 840mg cém /1kg than trong/ngay.

2.1.2 Poi twgng nghlen ciru
2.1.2.1 Djc tinh cap va bdn truong dién:

- Chudt nhit trang ching Swiss, hai glong, khoé manh, nang 18-229; Thé
ching Newzealand White, long tring, 2 giong, khoé manh, 1,7 - 2 2Kg.

- Hoa chat va may moéc: Kit dinh luong cac enzym va chat chuyen
hoa trong mau: ALT, AST, bilirubin toan phan, albumin, cholesterol va
Dung dich xét nghiém mau ABX Minidil LMG cta hang ABX -
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Diagnostics, dinh luong trong may Vet abc™ Animal Blood Counter. Cac
hoa chét xét nghiém va 1am tiéu ban mé bénh hoc dat tiéu chuin phong thi
nghiém truong Pai hoc Y Ha Noi.

2.1.2.3. Nghién ciru tac dung ciia thuoc

* DPng vit thwe nghi¢m: Chudt cbng tring, ching Ratus norvegicus, 2
thang tuoi, ca 2 glong, khoé manh can nang 120 + 20.

* Hoa chat: ) . )

- C4c Kit dmh luong GLU, TG, TC, LDL-C; thuoc thur chuan; Thuoc
thir kiém tra chat luong ctia hing Olympus (Nhat Ban).

- Kit dinh lugng hemoglobin; thudc thir chudn dinh lwong Hb; thudc
thir kiém tra Hb; thanh thir ACCU- CHEK® Advantage (D).

- Kit dinh luong HDL-C truc tlep, thu chuan HDL; Kit xéac dinh hoat
d6: SOD, GPx dinh lugng TAS; thudc thir chuén, k1em tra SOD, GPx, TAS
cua hang Randox (Anh). Cholesterol tinh khiét coa hang Mecrk;
Streptozotocin (STZ) cua hang Pharmacia & Upjohn.

* Trang thiet bi

May phan tich hoa sinh ty dong Olympus AU- 400 (Nhat Ban). May
dinh luong glucose mau ACCU-CHEK® Advantage cua hing Roche
Diagnostics (Ptrc). May ly tdm: Hettich-EBA 30 (Ptrc) va Hettich-EBA 21
(buc). May hat chan khong Christ (CHDC Duc). Pipet ty dong céac loai
dung tich cta hang Eppendorf (Anh) san xuit. Cac dung cy thuy tinh do cac
hang cua Thyy Dién san xuat.

2.2 phuwong phap nghién ciu

Nghlen ctru thue nghiém duoc tién hanh tai b mon bo mén Duge 1y va
bd moén Hoa - Hoa sinh Truong Dai hoc Y Ha Noi phdi hop cung khoa Hoa
sinh Bénh vién Viét Nam—Thuy Dién, Udng bi, Quang Ninh nam 2010 - 2012.
2.2.1 Nghién ctru ddc tinh cap

Xac dinh LDs ctia trén chudt nhét tring bang dudng udng theo phuwong
phap Litchfield — Wilcoxon.

2.2.2 Nghién ctru ddc tinh ban truwong dién

Céc th ciia mdi thi nghiém déu duoc chia lam 3 19, moi 16 10 con, mdi
con nhdt rleng mdt chudng. Lo ching: uong NaCl 0,9% liéu 2 mI/kg/ngay
Lo tri 1: udng Giang chi tiéu khat linh lidu 0 54g /kg/ngay (heu c6 tac dung
twong duong lidu dung trén nguoi, tinh theo hé s6 3). Lo tri 2: udng Giang chi
tiéu khat linh 1,629 /kg/ngay (gdp 3 lan 16 tri 1).

Cdc chi tiéu theo doi trudce va trong qud trinh nghién ciru: Tinh trang
chung, thé trong ctia tho; Péanh gia chirc ning tao méau (s lugng hong cau, Hb,
hematocrit, thé tich trung binh hong ciu, s6 lwong bach cau, cong thirc bach cau
va sb hr(mg tiéu cau.); Panh gi4 chirc nang gan (ALT, AST, bilirubin toan phén
albumin va CT); Panh gid chirc ndng thén (creatinin huyet thanh). Céc thong so
theo ddi dugc kiém tra vao trudc uong thudc, sau 4 tudn va sau 8 tudn udng
thude. M6 bénh hoc: Sau 8 tuan ubng thude, md tho dé quan st dai thé cac co
quan. Kiém tra ngiu nhién cau triic vi thé gan, than cta 30% s6 tho & mdi 1.
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2.2.3. Nghién ciru tac dung ctia “Giang chi tiéu khat linh” trén thuc nghiém
2.2.3.1 Khao sat tic dung ciia “Gidng chi tiéu khat linh” trén mirc glucose
mdu & chudt cong tring.

* Thir nghlem 1: Khao sat tac dung cua “Giang chi tiéu khat linh” trén
mirc glucose mau o chugt cong trang binh thuong, khoé manh.

M01 16 7 chudt, 16 chirng Cluong NaCl 0,9% liéu 1ml/100g; 16 tha 1A
va 1B ubng GCTKL heu 840mg/kg val260mg/kg TT. Chudt cho an ché do
binh thuong 12% khéu phan an 1a lipid. Ngay thir 15 ctia nghién ctru, chudt
dugc ldy mau duoéi luc doi (8h sang), dinh luong glucose trudc khi uong
GCTKL (gio 0) va sau ubng GCTKL (mdt liéu duy nhét) 2 gio, 4 va 6 gio.

* Thir nghlem 2: Khao sat tac dung cua “Gidng chi tiéu khat linh” trén
mukc glicose mau o chugt cong trang dueoc gay DTD typ 2.

M01 16 7 chudt, 16 chung C2 uong NaCl 0,9% lidu 1ml/100g, 16 thu 2A
va 2B udng GCTKL liéu 840mg/kg va 1260mg/kg Chudt 4n ché do giau
lipid (40% calo la lipid) trong su6t qua trinh thi nghlem Ngay thtr 31, chudt
tiém mang bung STZ 50mg/kg mdt liéu duy nhét gy DTD typ 2. Sau 72 gio
ldy mau dudi chudt dinh lugng ndng do glucose, > 11mmol/L dugc xem la
chugt DPTD. Sau khi gdy DTD 7 ngay, chudt dugc 14y méau dudi lic doi (8h
sang), dinh luong glucose trude khi uéng GCTKL (glo 0) va sau udng
GCTKL (mét lidu duy nhat) 2 gio, 4, 6, 8, 10, 12 va 14 gio. Nong do glucose
méu toan phan dugc dinh lwong bang k¥ thuat hoa phan tich kho trén thanh
thir st dung enzym gluco-oxydase va duoc do trén may Accu-Chek®
Advantage, hang Roche Diagnostic (Ptc).
2.2.3.3 Pdnh gid danh hwéng ciia ché dp dan giau chit béo trén cdc chi sé
lipid, trang thdi chong oxy héa trong mdu va mé bénh hoc dpng mach chii
& chugt cong tring

L6 chitng (n = 21), chudt dn v&i ché do binh thuong (12% lipid),

L6 1 (n=21), chudt an v&i ché do giau lipid (40% lipid).
2.2.3.4. Ddnh gid tic dung dw phong RLLPM ciia ““Gidng chi tiéu khdat linh”

Cung véi ché d6 an giau lipid hang ngay chudt duge du phong bang udng
GCTKL trude khi an 30 phat:

L6 2 (n=14) udng GCTKL liéu 840mg/kg/ngay.

L6 3 (n=14) udng GCTKL véi liéu 1260mg /kg/ngay.
2.2.3.5 Pdnh gid tic dung diéu tri ciia ““Gidng chi tiéu khdt linh” & chugt cong
tring giy RLLPM trén chi sé lipid mdu, trang thdi chong oxy hod trong mdu va
mé bénh hoc dpng mach chii ¢ chugt cé'ng trd'ng

L6 4 (n=14) va L6 5 (n=14) chudt duoc in ché do giau lipid (40%
lipid) trong su6t qua trinh thi nghiém. Tlr ngay thir 31, hang ngay trudc khi
an 30 phut chudt udng GCTKL liéu 840mg/kg/ngay va 1260mg /kg/ngay.
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2.2.3.5 Danh gid tic dung diéu tri ciia ““Gidng chi tiéu khat linh” trén céc
chi so glucose, lipid mau, trang thai chong oxy ho& mau va sw thay doi mé
bénh hoc 6 chudt cong trang gdy PTD typ 2

Céc 16 6, 7, 8 chudt dugc an ché do an giau lipid (40% lipid) trong subt
qua trinh thi nghiém. Ngay thir 31, chudt dugc gdy DTD bang cach tiém STZ
mot liéu duy nhat vao mang bung v6i heu 50mg/kg. Sau 48-72 gio 1dy méau dudi
chudt dinh luong ndng do glucose, ndng d6 glucose > 11mmol/L dwoc xem la
chudt DPTD. Chudt gdy DTD, hang ngay trudc khi an 30 phut chudt dugc ubng:

L6 6 (n=14) udng dung dich NaCl1 0,9% liéu 1ml/100gam.

Lo 7 (n=14) va L6 8 (n=14) ubng GCTKL liéu 840mg/kg va 1260mg/kg/ngay

Céc thoi diém ngay thir 31, 61, 91 cua nghién ctru (Sau 30, 60 ngay ubng
GCTKL), céc 16 chudt giét 7 chudt mdi 16, 1dy mau tim xac dinh ndng d6 TG,
TC, LDL-C, HDL-C, TAS huyét thanh va hoat 46 SOD hong cau va GPx mau
toan phan. Ngay thtr 91 cua nghién ciru, mdi 16 chon ngiu nhién 3 chudt xac
dinh m6 bénh hoc BPMC.

2.3. Cac k¥ thuat dwgc sit dung trong nghién ciru
Tién hanh tai Khoa Hoa sinh BV Viét Nam-Thuy Dién, Ubng bi.

- Ky thuat dinh lugng glucose TC, TG, HDL-C, LDL-C, TAS
huyet tuong, hoat d6 SOD hdng cu, GPX mau toan phan va THb trén
mday phan tich hoa sinh tu dong Olympus-AU 400 (Nhat Ban) bing
thudc thir cia chinh hing.

- Ky thuit mé bénh hoc: Ky thuat vi thé dugc thuc hién tai Bo mén
Giai phau bénh Truong DPHY Ha Noi.

2.4. Xir 1y s liéu

* Nghién ciru doc tinh cdp va ban truong dién

Két qua duge xir 1y thong ké theo phuong phap t — test Student va test
trude sau. SO lidu dugc biéu dién dudi dang: X + SD. Su khac biét cd y
nghia khi p < 0,05.

* Nghién citu tac dung ciia thuoc

Két qua nghién ctru dugce xir Iy bang thuat toan thong ké Y hoc, biéu dién
dudi dang gié tri trung binh, d6 Iénh chuan va gia tri trung vi. So sénh su khéc
biét gitra 2 nhoém sur dung thuét toan wilcoxon rank-sum test (Mann-Whitney).

CHUONG 3: KET QUA NGHIEN CUU
3.1. Két qua nghién ctru doc tinh cip va ban truwong dién cia gidng chi
tiéu khat linh
3.1.1 Két qua nghién ctru ddc tinh cip trén chudt nhit trang

Giang chi tiéu khat linh 53,57 gam/kg thé trong chudt, gap 24,8 lan liéu
twrong dwong dung trén ngudi (tinh chudt nhit tring hé s6 ngoai suy lidu 1a
12) nhung thudc thir khong c¢6 biéu hién doc tinh cap; chudt khong co hién
tuong gi déc biét: chudt an uéng, van dong binh thuong, chudt khong bi kho
thd, khong bi di ia, khong cd chudt nao chét. Chua x4c dinh duoc LDsy cia
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“Giang chi tiéu khat linh” trén chudt nhit tring bang dudng udng theo phuong
phap Litchfield — Wilcoxon.
3.1.2. Két qua nghién ciru ddc tinh ban truong dién trén thé
3.1.2.2. Danh gia chirc ning tao mdu
Bang 3.2. Anh huong cua Giang chi tiéu khat linh dén s6 luong hong cau, ham
luong huyét sic td, hematocrit, thé tich trung binh hong cau

L6 chuét (n=10) Loching | Lotril | Létri2
Thoi gian S6 lwgng hong cau (T/1) X+SD p(1,2)
Truéc udng thude 518+044 | 514+042 | 527+045 | >005
Sau 4 tuin udng thuéec | 529+058 | 520+038 | 538+046 | >005
Sau 8 tuin udng thuéc | 519+0,31 | 525+0,34 | 530+046 | >005
p (trudc - sau) > 0,05 >0,05 >0,05
Ham hrong huyét sic t (g/1) X<SD p(1,2)
Truéc udng thude 975+79 976+59 97,1+6,9 > 0,05
Sau 4 tuin uéng thude 98,3+10,8 97,9+8,0 97,4+6,1 >0,05
Sau 8 tuin udng thuéc | 989+6,6 98,5+5,6 98,3+4,8 > 0,05
p (trude - sau) >0,05 >0,05 >0,05
Hematocrit (L/L) X+SD p(1,2)
Truéc udng thude 31,17 +253 | 30,90 +259 | 31,41+3,01 | >005
Sau 4 tudn udng thudc | 30,97 +365 | 31,84+184 | 3232+226 | >005
Sau 8 tudn udng thudc | 31,38+279 | 32,13+356 | 3245+291 | >005
p (trudce - sau) >0,05 >0,05 >0,05
Thé tich trung binh hong cau (fL) XSD p(1,2)
Truwéc ubng thude 62,40 +259 | 62,30 +258 | 61,80 +1,48 | >005
Sau 4 tuin udng thudéc | 6250+ 1,84 | 62,80+ 155 | 61,90+1,60 | >0,05
Sau 8 tuéin udng thudée | 62,90 +0,88 | 62,30 +250 | 62,00+2,11 | >0,05
p (trude - sau) > 0,05 > 0,05 > 0,05

3.1.2.3. Ddnh gid chirc nang gan )
Béng 3.9. Anh hudng ctia Giang chi ti€u khat linh dén hoat 4o AST, ALT trong

mau tho
A Hoat do AST (U/L) X+SD
L0 (n=10) Loching | Lotril | Léotri2

Thoi gian Hoat d) AST (U/L) XD p(1,2)
Truéc uong thudce 3411+794 | 3492+582 | 3436+504 | >005
Sau 4 tuin udng thuéec | 3455+550 | 3542+536 | 3497+855 | >005
Sau 8 tudn uong thuéc | 3570+841 | 3620+535 | 3700+490 | >005

p (trude - sau) >0,05 >0,05 >0,05
Thoi gian Hoat d) ALT (U/L) XD p(1,2)
Truéc udng thudc 52,07+9,23 | 53,62+6,62 | 5290+458 | >005
Sau 4 tuin udng thuéec | 53,71+8,62 | 53,70+589 | 53,61+358 | >005
Sau 8 tudin uong thudée | 5350+4,79 | 5460+4,03 | 54,70+508 | >005

p (trude - sau) >0,05 >0,05 >0,05
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3.1.2.4. Danh gia chirc ning thin

Béng 3.14. Anh hudng ciia Giang chi tiéu khat linh dén ndng d6 creatinin trong

mau thd
Creatinin (umol/l) X+8D
Thaoi gian L6 chirng Lotril Lo tri2 p(1,2)
(n=10) (n=10) (n=10)
Trudéc udng thudc 10,3+£1,2 10,3+0,9 10,6 £0,7 > 0,05
Sau 4 tudn uéng thuc | 106+05 | 105+05 | 104+07 | >005
p(trudce - sau) >0,05 >0,05 >0,05
Sau 8 tuin udng thuoc 10,4+05 105+05 | 105+05 | >005
p (trude - sau) > 0,05 > 0,05 >0,05

3.2 Tac dung cia giang chi tiéu khat linh trén mirc glucose mau é chuot
cong trang
3.2.1 Tac dung cia Giang chi tiéu khat linh trén mirc glucose mau &
chudt cdng tring binh thwong
Bang 3.15. Tac dung cua Giang chi tiéu khat linh trén mtc glucose mau
chudt cng trang binh thudong

. Nong dé glucose mau (mmol/l) tai cac thoi diém X+SD
Lo ——— - Py =
n=7) Trudc uong Sau 2 gio Sau 4 gio* Sau 6 gio*
thudc GLU?2 p GLU4 p GLUG p
L6Cl | 571+103 | 563+097 | >005 | 553+0,97 | >0,05 | 550+0,98 | >0,05
L61A | 587+0,73 | 567071 | >0,05 | 559+0,69 | >0,05 | 548+0,72 | >0,05
L61B | 576096 | 5494089 | >0,05 | 5364090 | >0,05 | 521+0,87 | >0,05

L6 C1 uong NaCl 0,9%, 16 14 uong GCTKL 840mg, 16 1B uong GCTKL 1260mg/kg
3.2.2 Tac dung cia Giang chi tiéu khat linh trén mirc glucose mau &
chudt cong trang gy PTD typ 2

Ni‘)ng do glucose (mmol/l) =@ L6 C2: DTD + NaCl 0,9%

30 + = 1.5 2A: DTD + GCTKL 840mg

X1z L6 2B: DTD + GCTHL 1260rhg

201 X

15 -

10 - I

5 Théi diém

0 T T T T T T T ]
Oh 2h 4h 6h 8h 10h 12h 14h

Biéu do 3.1. Nong dg glucose mdu o chugt cong trang PTP typ 2 udng
Gidng chi tiéu khat linh lieu 840mg/kg va 1260mg
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3.3 Anh hudng ciia ché d9 in gidu chit béo trén cac chi b lipid va trang thai

chéng oxy hoa trong mau & chudt cdng triing

3.3.1 Anh hudéng ché @ in  giau chit béo 1én cin ning chudt cong trang
Bang 3.17 Anh huong ché d6 an giau chét béo 1én can ning chudt cong tring

Lo Cin ning (g) X+8D
(n=7) Truéce thue Sau 30 ngay Sau 60 ngay Sau 90 ngay
nghiém (D31) (D61) (D91)
Chirng 1243479 1758 £16,2 2243498 275,7+19,9
Lo1 1257+127 1814 £157 2414 £157 291,4+279
p > 0,05 > 0,05 > 0,05 > 0,05

3.3.2. Aph hwdng ché d9 in giau chit béo trén cac chi sb lipid mau & chudt
cong trang ) ) ) ) )
Bang 3.18. Anh hudng ché d6 an giau chat béo trén cac chi so lipid mau chudt cong trang

N . Céc chi s6 lipid (mmol/L) X+SD HDL/L
Thei | LO TG TC HDL-C LDL-C DL
diém | N=7 T sD | TV | XsD | TV | Xssp | TV | Xasp | TV | X

Sau30 | Chimg | 081026 | 07 | 141+0,19 | 14 | 0,82+0,13 | 0,85 | 0,36+0,11 [ 033 | 244
ngdy | L61 | 1494020 [ 15 | 1,96+03 | 1,9 | 0,74+0,26 [ 0,72 | 058+0,26 | 0,53 | 142
-D31 p <0,01 <0,01 >0,05 >0,05 <0,05

Sau60 | Chimg | 0,86+0,15 | 08 | 1+005 | 14 | 0,88+0,09 | 0,88 | 0,33+0,06 [ 033 | 2,77
ngay- | Lol | 2374029 | 25 | 2,39+0,26 | 2,4 | 0,71+0,15 | 0,65 | 0,91+0,27 | 090 | 0,87
D61 p <0,01 <0,01 <0,05 <0,01 <0,01

Sau 90 | Chimg | 0944025 | 09 | 1,31+0,20 | 14 | 0,81+0,15 | 0,83 | 0,26+0,07 | 0,27 | 3,10

ngay- | L61 | 2,73+037 | 2,7 [ 3574056 | 35 | 0,70+0,14 | 0,65 | 1,66+0,62 [ 1,85 0,50
D91 p <0,01 < 0,001 >0,05 <0,01 <0,01

L6 chimg: an ché dg an 12% la lipid, 16 1: an ché dg an 40% la lipid (TV: Trung vi)

3.3.3. Anh hwéong ché dd in giau chit béo trén hoat A SOD héng ciu, GPx
mau toan phan va TAS huyét twong & chuft cong trang

Béng 3.19. Anh hudng ciia ché d6 an giau chit béo trén ndng do TAS huyét tuong,

hoat d6 SOD, GPx & chudt cong tring c6 ché do an giau lipid

Thoi Lo TAS (mmol/l) SOD (U/gHb) GPx (U/gHb) | THb (g/L)
diém | (n=7) X+sp |TV| XzsD TV | X+sp | TV | X+SD
Sau 30| Chimg | 143+0,08 147 2239+177 | 2177 | 752+74 | 745 | 155+13
ngay L61 |1,49+0,13|1,48|2290+497 | 2352 | 774 +153 | 799 | 157 + 31
(G31) > 0,05
Sau 60 Chirng | 1,54+0,11 |1,51| 2298 +181 | 2241 | 745+68 | 755 | 154 +11
ngay L61 |1,37+0,09 |1,35|2105+151 | 2110 | 620+41 | 639 | 153+ 15
(b61) <0,05 <0,05 <0,05
Sau 90 Chirng | 1,59 +0,30 |1,51|2239+135| 2309 | 765+50 | 759 158 +9
ngay L61 |1,38+0,10 |1,36| 2126 +164 | 2133 621 + 621 147 +£5
(D91) >0,05 <0,05
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L6 chimg: dn ché dg an 12% la lipid, 16 1: dn ché d an 40% la lipid (TV: Trung vi)
3.4. Tac dung du phong ciia giang chi tiéu khat linh trén cac chi s6 lipid va
trang thai chdng oxy hoa trong miu chudt cong tring
3.4.2 Tac dung dw phong ciia Giang chi tiéu khat linh trén cac chi s6 lipid
mau & chudt cong tring véi ché dd dn giau lipid.
Bang 3.21. Tac dung duy phong RLLPM cua Gidng chi tiéu khat linh trén cac chi
s lipid mau chudt cng trang sau 30 ngay nghién ctru

Lo Cic chi so lipid (mmol/L) sau 30 ngay nghién ciru (D31) HDL
2, TG __1C __HDL-C _LDLC_ | /lDL
X+8D [TV | X+SD [TV | X+8D [TV | Xs+8D |TV | X
Chimg |081+0,26| 0,7 [141+019 |14 [082+0,13 |0,85|0,36+0,11 |0,33| 2,44
L61 [149+0,20| 15 [196+029|19|0,74+0,26 |0,72058+0,26|053| 142
L62 |042+0,08| 04 |181+030)|18 |106+0,15|109|054+0,11|053| 1,99
L63 |080+0,38| 07 [129+017 | 1,3 |0,78+0,04 |0,79/059+0,15]|1,35| 141
p(1,2) <0,01 >0,05 <0,05 >0,05 >0,05
p (1,3) <0,05 <0,01 >0,05 <0,01 <0,01

Béng 3.22. Tac dung du phong ctia Gidng chi tiéu khat linh trén céc chi s6 lipid
mau chudt cong trang sau 60 ngay nghién ciru

L6 Cic chi s0 lipid (mmol/L) sau 60 ngay nghién ciru (D61) HDL/
n= __ TG ___TC __HDL-C __LDL-C LDL
X+SD | TV | Xi+SD v X1SD v X1SD v X
Chimng | 086+015| 08 | 1,005 | 14 | 088+0,09 | 0,88 | 033+0,06 | 033 | 2,77
L61 |237+029| 25 |239+0,26 | 24 | 0,71+015 | 0,65 | 091027 | 09 | 087
L62 051+0,14| 05 | 1,69+030 | 1,7 | 1,17+023 | 1,08 | 032+0,12 | 029 | 3,94
215% 70,7% ¥ 164,8% 7 35,2% ¥
Lo3 |066027] 05 [181+040 [ 19 [ 1325024 [ 1, [ 0302014 | 025 | 491
27.8% ¥ 757% ¥ 1859% 7 33,0% ¥
p(12) | <001 <0,01 <0,01 <0,01 <0,01
p(13) | <001 <0,05 <0,01 <0,01 <0,01

3.4.3. Tac dung du phong ciia GCTKL trén n(“)n,g do TAS hgyét twong, hoat d¢
SOD hong cau va GPx mau toan phan & chudt cong trang che dj in giau lipid

Bang 3.23. Tac dung du phong ciia Gidng chi tiéu khat linh trén chi sd TAS huyét tuong, hoat
d6 SOD va GPx & chudt cong tréing c6 ché d6 an giau lipid

Thoi Nhém TAS (mmol/l) SOD (U/gHb) GPx (U/gHb) | THb (g/L)
diem | (n=7) X+SD v X+SD TV | X+8D [TV | X+SD
Chirng 1,43+0,08 1,47 2239 + 177 2177 | 752 +74 | 745 | 155+ 13
sau 30 L(:) 1 1,49+0,13 1,48 2290 +497 | 2352 | 774+153| 799 | 157 +30
ngay L62 1,47 £0,15 1,43 2260 +249 | 2259 | 803+89 | 802 | 142+9
(D31) L63 140+0,11 1,44 2137 £217 2157 | 713+78 | 724 | 140+ 17
p (1,2) > 0,05 > 0,05 > 0,05
p (1,3) > 0,05 > 0,05 > 0,05
Chirng 154+0,11 1,51 2298 +£181 2241 | 745+68 | 755 | 154+ 11
Sau 60 L61 1,37 +£0,09 1,35 2105 + 151 2110 | 620+41 | 639 | 153+ 15
ngay L62 1,56 + 0,95 1,55 2212 + 325 2260 | 741+71 | 747 147+7
(D61) L6 3 1,53+0,08 1,51 2184 + 308 2216 | 724+38 | 716 | 153 +£15
p (1,2 <0,01 > 0,05 <0,01
p(1,3) <0,01 > 0,05 <0,01

L6 1 udng NaCl 0,9%; 16 2 uéng GCTKL liéu 840 mg; 16 3 uong GCTKL liéu 1260 mg (TV: Trung vi)
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3.5. Tac dung diéu tri ciia giang chi tiéu khat linh trén cac chi s6 lipid va
trang thai chong oxy hoa trong mau chuft cong trang
3.5.2 Tac dung diéu tri RLLPM ciia Glang chi tiéu khat linh trén cdc chi s6
lipid huyét twong ciia chudt cong tring véi ché dp an giau lipid.

Bang 3.25. Tac dung didu tri RLLPM cua Giang chi tiéu khat linh & chudt cong
tring sau 30 ngay diéu trj lidu 840mg va 1260mg

L6 Cac chi so lipid (mmol/L) sau 30 ngay di€u tri (D61) HDL/
n=7 __TG __TC __HDL-C _LDL-C LDL
X+SD [TV| Xi8D | TV X+SD V.| X+8D |TV | X

L61 [2,37+0,29(25]2,39+0,26| 24 |0,71+0,15| 0,65 |0,91+0,27{0,90| 0,87
L64 [2,07+050{08]176+048| 19 [0,96+0,27 | 0,96 |0,86+0,61{0,41| 1,58
L65 [090+0,05(/09|142+0,16| 15 |[0,79+0,19 | 0,79 |0,68+0,15{0.32| 1,97
p (1,4) <0,05 <0,05 >0,05 >0,05 >0,05
p(15) | <o01 <0,01 >0,05 >0,05 >0,05

L6 1 uong NaCl 0,9%, 16 4 : uong GCTKL lieu 840 mg; 16 5: uong GCTKL liéu 1260 mg

Bang 3.26. Tac dung diéu trj RLLPM cua Gidng chi ti€u khat linh ¢ chuot cbng tring sau
60 ngay diéu trj liéu 840mg va 1260mg

Lo Cac chi so lipid (mmol/L) sau 60 ngay diéu tri (D91) HDL/L
n=7l___T1G __T1C HDL-C LDL-C DL
X+SD | TV X+SD TV X+SD v X+SD v X
L61 [2,72+037]| 2,7 [ 357+0,55 | 35[0,70+0,14 [ 065 [1,66+0,62[ 1,85 | 0,50
o4 09003911 1,86%069 | 1,9 [114+0,46]1,16[038+0,14]036 | 293
33,1% ¥ 52,1% ¥ 162,9% 7 22,9% ¥
Los |1h09%038[ 111794019 [ 18 [128+0,08 [ 129[0.27%0,05] 026 [ 478
40,1% ¥ 50,1% 182,9% 7 16,3%
p (L4)| <0001 <0,01 > 0,05 < 0,001 < 0,001
p (L5)| <0001 <0,01 <0,01 < 0,001 < 0,001
p(45)] >005 >0,05 <0,01 > 0,05

L6 1 uéng NaCl 0,9%, 16 4 : uong GCTKL liéu 840 m; 16 5:

Ty
200
180
160
140
120
100

80

60 -

40
20
o

16 %

TG

TC

HDL-C

H L6 1: RLLP
B L6 4: BT 840mg GCTKL
W16 5: BT 1260mg GCTKL

LDL-C

#* :p<0,01

¥k p< 0,001

1163 Chisé
lipid

uong GCTKL liéu 1260 mg

Biéu do 3.3: Su thay doi nong do lipid huyét tuwong & chugt cong trdng gay
RLLPM sau 60 ngay diéu tri GCTKL liéu 840mg va 1260mg.




17

3.5.3. Tac dyng caa diéu tri cia Giang chi tieu khat linh trén nf”)ng do TAS
huyét twong, hoat do SOD hong cau va GPx mau toan phéin & chudt cong
trang RLLPM
Bang 3.27. Téc dung diéu trj cta Giang chi tiéu khét linh trén nong do TAS huyét
tuong, hoat do SOD va GPx ¢ chudt cong trang c¢6 ché do an giau lipid

Théi didm Nhém '[AS (mmol/l) S_OD (U/gHb) G_PX (U/gHb) THtl(g/L)
(n=7) X+SD TV X+SD TV | X+8p | TV X
Chimg | 1,59+030 | 1,51 | 2239+135 | 2309 | 765+50 | 759 | 158+9
L61 | 1,38+010 | 1,36 | 2126+164 | 2133 | 621+ |621| 147+5
ngsg;ggu Lo4 | 141+073 | 1,39 | 2220+124 | 2180 | 754485 | 726 | 154+ 13
ri (Do1) | 05 | 143+012 | 137 | 2168+360 | 2217 [714+100 | 723 155+ 14
p (14) >0,05 >0,05 <001
b (L5) >005 >005 <005

L6 1 uong NaCl 0,9%, 16 4 uong GCTKL liéu 840 mg; 16 5 uong GCTKL lieu 1260 mg
3.6. Tac dung ciia giang chi tiéu khat linh trén cac chi s6 glucose, lipid va

trang thai chéng oxy hoa trong mau & chudt cong tring gy PTD typ 2

3.6.3 Tac dung ciia Giang chi tiéu khat linh trén cac chi sé glucose va lipid
mau ¢ chudt cong tring giy PTD typ 2

Bang 3.30. Tac dung cua Giang chi tiéu khat linh trén ndng d6 glucose mau
chudt cong tring DT sau 30 va 60 ngay diéu tri

Lo ] Nong d6 Glucose (mmol/L) ]

n=7 Sau_30 ngay diéu tri (D61) _ Sau 60 ngay diéu tri (D91)
X+SD v XSD TV % s0 véi 16 6

L61 5,63+1,15 5,6 5,57 £ 0,96 54
LO6 16,35+1,43 16,5 17,70 £1,64 174
L6 7 13,20 £2,16 13,5 14,13 £ 0.90 14,7 79,8% ¥
L6 8 12,51 +1,76 12,8 12,01 £2,45 12,8 67,8% ¥
p(6,7) <0,01 <0,01
p(6,8) <0,01 <0,01

L6 1 va 6 uong NaCl 0,9%, 16 7 uong GCTKL liéu 840mg; 16 8 uong GCTKL liéu 1260mg
Bang 3.31. Tac dung cua Giang chi ti€u khat linh trén nong d9 lipid mau
chudt cong trang DTD sau 30 ngay dicu tri (D61)

L6 Cic chi sb lipid sau 30 ngay diéu tri (mmol/L) HDL/L

ne7 TG __TC HDL-C _LDL-C DL
XzSD [TV | X4SD | TV | X480 | TV | X480 | TV X

L61 |2,37+0,29 | 2,5 | 2,38+0,26 | 2,4 | 0,71+0,15 | 0,65 | 0,91+0,27 | 0,91 | 0,87
L66 | 2524037 | 2,1 [7,32+1,08 | 75 | 0,47+0,08 | 05 | 2,72+0, | 2,88 | 0,18
L67 |1,19+0,25 | 1,3 | 452+0,38 | 4,7 | 0,7620,11 | 0,79 | 2,33+0,22 | 243 | 0,33
L68 | 1,02+40,24 | 1,0 | 3,730,556 | 3,8 | 0,85+0,13 | 0,83 | 1,98+0,26 | 1,97 | 0,43
p(6,7) < 0,001 <0,01 <0,01 > 0,05 <0,01
p(6,8) | <0,001 < 0,001 <0,01 <0,05 <0,01
p(7,8) > 0,05 <0,05 > 0,05 < 0,05 <0,05
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L6 1 va 6 uong NaCl 0,9%, 16 7 uéng GCTKL liéu 840mg; 16 8 uong GCTKL liéu 1260mg
Bang 3.32. Tac dung ciia Giang chi tiéu khat linh trén néng d9 lipid mau
chuét cong trang DTD sau 60 ngay dieu trj (D91)

R Cic chi so lipid sau 60 ngay di€u tri (mmol/L) HDL/L
'—_07 TG TC HDL-C LDL-C DL
- X+sD | TV | X+sp | TV | X+sp | TV X+sD | TV | X
L61 |[2,72+0,37 | 2,7 [3,57+0,55 | 35 |0,70+0,14 | 0,65 | 1,66+0,62 [1,85 | 0,50
L66 | 2,67x0,22 | 2,7 |8,90+0,92 | 8,8 | 0,59+0,18 | 0,57 | 2,84+0,24 |2,81| 0,21
L67 | 1,0620,17 | 1,0 |4,70+0,41 | 4,8 | 0,87+0,16 | 0,89 | 2,42+0,18 | 2,45| 0,36
39,7% ¥ 52,8% ¥ 1475% 7 85,2% ¥
L68 |0,96+0,15 | 0,9 |3,57+0,61 | 3,4 | 0,92+0,11 | 0,96 | 1,80+0,34 | 1,89 | 0,52
36,0% ¥ 40,1% ¥ 155,9% 7 63,4% ¥
p(6,7) | <0,001 <0,01 <0,01 <0,05 <0,01
p(6,8) | <0,001 < 0,001 <0,01 <0,01 < 0,001
p(7,8) | >0,05 <0,05 >0,05 <0,01 <0,05

L6 1 va 6 uong NaCl 0,9%, 16 7 uong GCTKL liéu 840mg; 16 8 uong GCTKL liéu 1260mg

Ty & %

180
160
140
120
100
80
60
m
20
o

u156:0TD

516 7: DTD4GCTKL 840mg.
# L8 8: DTD+GCTKL 1260mg.

i o g
= s
\“

HDL-C LDL-C

lipid

Biéu dé 3.5: Sy thay doi nong do llpld huyét twong & chudt cong tring gay TP typ

2 diéu tri GCTKL liéu 840mg va 1260mg

3.6.4. Tac dung cia Giang chi tiéu khat linh trén hoat do SOD hong ciu,

GPx mau va TAS huyet twong & chudt cong tring PTP ty

p2

Béng 3.33. Tac dung dicu tri cia Glang chi tiéu khat linh trén nong do TAS huyét

tuong va hoat 46 SOD, GPx & chudt cong tring DTD typ 2
Thoi Nhom TAS (mmol/l) SOD (U/gHb) GPx (U/gHb) | THb (g/L)
diém (n=7) X£SD TV | X:SD TV | X+8D | TV | X4SD
Ching | 159+0,30 | 1,51 | 2239+135 | 2309 | 765+50 | 759 | 158+9
Sau 60 L6 6 1,36 +0,13 | 1,39 | 2066 £185 | 2249 | 613 +56 | 618 | 159+ 17
nga?gfudiéu L67 142+0,17 | 1,32 | 2221 +£142 | 2006 | 715+45 | 710 | 163 +14
tri (D91) L6 8 146+0,10 | 1,47 | 2234+165 | 2192 | 709+47 | 712 | 166+15
' p (6,7) >0,05 >0,05 <0,01
p (6,8) >0,05 >0,05 <0,01

= S
Hinh 3.15: Hinh thai vi thé DMC chugt I6 6
RLLP gay DTP sau 90 ngay nghién curu (HE x

L6 6 uong NaCl 0,9%, 16 7 uong GCTKL lieu 840mg; 16 8 uong GCTKL liéu 1260mg

3.7. Anh hlrﬁ'ng cia giang chi tiu khat linh trén sy thay dbi mé bénh hoc
cua chugt cong trang
3.7.1. Hinh thai vi thé dong mach chi cia chudt cong trang thuc nghi€ém

Hinh 3.17: Hznh thaz vi thé DMC chugt 16 8

PTD sau 60 ngdy diéu tri GCTKL 1260mg/kg
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400) (sung phong rdi rac té bao ngi mo) (HE x 400) (khong thdy ton thwong)
CHUONG 4: BAN LUAN

4.1 Pgc tinh cép va ban truong dién cia gidng chi ti€u khat linh
4.1.1 Dc tinh cap cia GCTKL trén chudt nhit trang

GCTKL cho chudt nhit tring udng t1 nong do tbi da va thé tich t6i da ma
chudt cé the chiu dung dugc la 53,57 g com/kg TT chudt va khong co chudt
khéng chet khéng thay co bleu hlen ddc tinh cap, vi vay khong thé xac dinh
duoc liéu chét 50% (LDso). Néu so voi heu dung trén ngum la 1 thang/ngay
tuong duong v6i9g com/ngay thi voi liéu t6i da trén da gap 24,8 1an liéu dung
trén ngudi (tinh chudt nht trang hé s6 ngoai suy liéu 1a 12).

4.1.2 Pgc tinh ban trlro'ng dién

*Anh huong ciia Gidng chi tiéu khat linh vdi trong lwong co thé tho:

* Anh hu’ong cua Gzang chi tiéu khat linh dén hé thong tao mau, chitc
nang gan. chirc nang than cua tho: Tho udng thube lién tuc trong 8 tudn véi cac
hgu 0,54¢g /kg /ngay va lidu 1 ,62¢g /kg/ngay (twong duong v6i licu cho nguoi va
gap 3 lan liéu thuong dung cho nguoi) cling khong gy thay doi co y nghia ve
tinh trang chung, chiic phén tao mau va vé cac chirc phan h(’)a sinh cla gan, than.
4.2 Anh hudng cia ché do an glau llpld trén cic chi s0 lipid mau va trang
thai chong oxy hoa trong mau & chudt cong trang

Sau 30 ngay thue nghiém, so véi 16 chirmg nong d6 TG tang, gip 1 ,84, TC
tang 1,39 1an va ty 1¢ HDL-C/LDL-C giam dang ké (p<0,05). Két qua thay 10
hon & ngay thir 60 va 90 cua thuc nghlem cac chi so TG, TC, LDL-C tang dan
theo thoi gian. Dac biét la LDL-C ¢ D61 tang 2,76 lan va ¢ D91 tang 6,38 lan.
LDL-C la cholesterol xAu, nong do LDL-C tang cao trong méu la yéu t t6 nguy co
gy XVDM. Mot sO nghlen clru clia céc tac gia trong va ngoai khac déu c6 nhan
xét Chung la ché d6 an giau chat béo gay tang 10 rét nong d6 TG, TC va LDL-C
trong mau chudt lac doi. Chudt dugc nudi boi ché do an glau lipid c6 su gidm
nhay cam véi insulin va chi can mot lidu thap STZ cling du gay DTD.

Sau 90 ngay nghlen ctru, ndng do TAS huyét tuong, hoat d6 SOD va GPx
hong ciu glam 0 v6i 16 chung thi chi ¢6 su khac biét & hoat 46 GPx gidm hon
16 chirg véi p<0,05.

4.4 Tac dung cua giang chi tiéu khat linh trén cac chi s0 lipid mau & chudt
cong trang gy roi loan lipid va PTD typ 2

4.4.1 Tac dung du phong ctia Giang chi tiéu khat linh ¢ chugt cong trang co
ché d9 in giau llpld

O cac 16 chudt duoc uéng GCTKL du phong liéu 840mg/kg/ngay (IO 2)va
liéu 1260mg/kg/ngay (Io 3) lién tuc trong 60 ngay cung voi ché d6 an giau lipid
ngay tir ngay dau tién, nong d6 TG, TC va LDL-C huyet tuong tai thoi diém sau
30 ngay da dugc cai thi¢n 10 rét va thap honcody nghla thong ké so véi 16 chuot
khong udng GCTKL, nong d6 TG cua cac 16 chudt udng GCTKL tro vé murc
binh thuong tuong tw 10 chirg. Sau 60 ngay, tinh trang RLLPM trAm trong hon
rat nhiéu & 10 1 chudt dn ché do giau lipid, thé hién boi nong do cua cac chi so
lipid huyét tuong tang rét cao (trir HDL- C); trong khi d6 nong dg cua céc chi sO
lipid huyét twong & cic 16 chudt dugc udng GCTKL du phong
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840mg/kgTT/ngay va 1260mg/kg/ngay tuy ¢ mirc cao hon binh thuong nhung
déu thap hon c6 ¥ nghia so voi 16 1. Diéu nay cho thay GCTKL c6 tac dung du
phong han ché RLLPM kha tot trén chudt cong trang. Tuy nhién sy khac biét
gnra hai 16 chudt dung liéu 840mg/kgTT/ngay va 1260mg/kgTT/ngay khéng co
v nghia véi p>0,05. Tac dung diéu chinh cac chi s0 lipid huyet tuong cua
GCTKL khong phu thudc vao lidu lugng. Nhur vay, dé du phong RLLPM c6 the
chi can cho chudt uong GCTKL liéu 840mg/kg/ngay (hoac licu thap hon, cin
tham do thém) da c6 tac dung tot. Vi ché d6 an hang ngay duoc bd sung them
Giang chi ti€u khat linh c6 tdc dung du phong hiéu qua RLLPM.

4.4.2 Téc dung diéu tri ciia Giang chi tiéu khat linh & chudt céng tring giy
RLLPM

Tac dung diéu trj coa GCTKL ¢ chudt cbng tre"lng c¢6 RLLPM dugc danh
gia sau 30, 60 ngay diéu tri uéng GCTKL (ttrc ngay thir 61 va 91 cta nghlen
ctru), ndng do TG, TC va ty 1¢ HDL-C/LDL-C déu tang it hon so v6i 16 1 gay
RLLPM khéng duoc ubng GCTKL va su ' tdng it nay ¢ y nghia théng ké voi
p<0,05. So sanh voi nghlen clru cia Nguyen Quang Trung BCLD trong diéu tri
RLLPM trén chuft cong trang cho thdy: GCTKL cho két qua kha quan hon,
ndng d6 TG & chudt udng GCTKL (giam con 40,1%) glam tot hon & chudt uong
BCLD (giam con 64%; 65%); nong d0 TC cua chudt uong GCTKL (gidm con
52,1%; 50,1%) glarn tot hon so voi chudt uéng BCLD (giam con 68%; 4%)
nong do LDL-C cuia chu6t ubng GCTKL (glam con 22,9%; 16,3%) cling glam
tot hon so véi chudt uong BCLD (gidm con 56%; 57%). Ngoai ra, GCTKL c6
tac dung lam tang nong do HDL-C huyet tuong chudt (64,7%; 85 9%) Tuy
nhién chi cin ding liéu 840mg/kgTT la da c6 tac dung c6 hi¢u qua t6t vi su khac
bi¢t gitra hai nhom dung hai licu khong ¢6 y nghia thong ké vai p>0,05.

4.4.3 Tac dung diéu tri RLLPM ciia Giang chi tiéu khat linh & chudt cong
trang gay TP typ 2

Nghién ciru cho thdy diéu tri RLLPM bang GCTKL trén chuot cong tring
gay BDTD typ 2, ¢6 hi¢u qua tr ngay thar 30 sau dleu tri v6i hai lieu 840
mg/kg/ngay va 1260 rng/kg/ngay thé hién boi sy ting ndng d6 TG, TC va LDL-
Cithoncoy nghla thong ké & 16 7 va 8 so voi 16 1 (16 chudt bi RLLPM khong
udng GCTKL) va déc bi¢t so v6i 16 6 (16 chu¢t RLLPM + DTD khong uong
GCTKL) v6i p<0,01. Tuy nhién, so sanh tai thoi diém ngay thir 30 va 60 sau
diéu tri, 16 chudt uéng GCTKL lidu 1260mg/kg/ngay chi so TC, LDL-C lan luot
gidm con la 40,1%, 63,4%, glam t6t hon 16 chuot udng GCTKL liéu
840mg/kg/ngay (giam con 52,8% va 85,2%) voi p<0,05.

Mot di€u dang quan tam I GCTKL g6p phan ha mirc glucose méau ¢ chudt
DTD. Nhu vay, GCTKL vira c6 tac dung diéu chinh nong do glucose mau vira
€6 tac dung dieu chinh r01 loan céc chi s6 lipid mau, ndi cach khac GCTKL hira
hen ¢6 tic dung hd tro tot diéu tri bénh Iy DTb. Co the do mirc 4 RLLPM &
chudt DTD cao hon chuét c6 RLLPM don thuan nén can dung GCTKL liéu cao
1260mg/kg/ngay dé dat hiéu qua didu tri t6t hon so véi viéc ding liéu
840mg/kg/ngay
4.4.4 Ly giai tac dung voi thanh phén llpld mau cia Giang chi tiéu khat linh

Theo y hoc ¢6 truyén, Linh chi ¢ tac dung giai doc, tiéu dam, loi niéu, ich
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vi, bd khi huyet Dan sam tac dung truc huyet u, hoat huyet thong kinh, thanh
tAm trir phién; Nguu tht tic dung hoat huyét, tan w, thanh thap nhiét, thanh huyet
nhiét; Ha Tha 6 d6 tdc dung bo can than, twr 4m duong huyét; Trach ta c6 tac
dung loi thuy thim thap, thanh nhiét duong tiét niéu, thanh thip nhiét ¢ dai
truong va can; Hoang ky tac dung 6n bo ty duong, smh tan, chi khat, loi niéu,
tiéu viém; Hoang lién tac dung ta hod, tao thap... Vi vay bai thudc co tac dung
tiéu thuc, trir dam thép, diéu tri RLLPM hiéu qua

Nh1eu cac ngh1en ciru y hoc hién dai cling minh chimng vé thanh phén cac
hoat chat trong céc vi thuoc va tac dung diéu tri RLLPM.

Bang phuong phap sic ky long hiéu nang cao (Phu luc 4) da xac dinh duogc
hoat chit acid oleanolic véi ham lwong 1 O2lmg/ lg com va hoat chét
tanshinone 115 véi ham lugng 0,032 mg/lg com co trong Giang chi tiéu khat
linh. Acid oleanolic duoc chirng minh d6 1a mét chit trc ché manh mé& cta qua
trinh viém té bao, tic dung lam giam su hinh thanh cholesterol va ting bai tiet
cholesterol. Tanshinone I1A - hop chat niy co thé thiic day hoat dong chong
viém, Chong oxy hoa, va gy doc té bao,g1am VXDM do tic ché yéu t ting
truong tiéu cau, Gre ché sy di chuyén ciia cic t& bao co tron ¢ 16p trung mac ra
16p ndi mac cua thanh DMC la nguyén nhan chinh gady VXDM.

Mot sb cac hoat chat khac nhu emodin, astragaIOSId IV ciing dugc xac
nhn c6 mit trong thanh phan clia thudc tac dung e ché qué trinh peroxy lipid.
Chung t6 GCTKL tac dung diéu tri RLLPM va chéng VXBM, tic ché hap thu
cholesterol, tang tong hop cholesterol & gan, ddng thoi tang dao thai cholesterol
qua cac axid mat, lam tang trc ché qua trinh peroxy Ilpld Miit khac ciing co thé
Giang chi ti€u khat linh cung lam giam LDL- C do gia tang vi€c san xuat protein
thy thé ( LDL- receptor) ¢ gan.

4.5 Tac dung cia Giang chi tiéu khat linh trén ndng d glucose mau chudt
cong trang

4.5.1 Anh hudng cia Glang chi tiéu khat linh trén mirc glucose mau chugt
cong trang binh thuong va chudt giy PTD typ 2.

* Thir nghiém 1 trén chuot binh thuong:

Thta ngh1em cho thay G1ang chi tiéu khat linh khong anh huong dén mirc
glucose mau ¢ chut cong trang binh thuong Két qua nay cting phu hop v mot
sO tac gia ngh1en clru tac dung ha glucose mau ctia mot so thudc y hoc ¢o truyen
Nghién ctru cia Nguyén Quang Trung trén bot, chiét 14 dau, nghlen ctru cua Tran
Thi Chi Mai trén polyphenol che xanh va nhiéu cac nghlen ctu khéc nira cling
¢6 két qua thude y hoc ¢d truyén it gy anh hudng dén nong d6 glucose méau trén
chudt khoé manh binh thudng.

* Thir nghiém danh gia tic dung ha glucose mau cua Gidang chi tiéu
khat linh 6 chudt DTD typ 2

Panh gia hiéu qua ha glucose mau cua GCTKL ¢ chuot cong tring gy
DTD typ 2, bang 3.16 cho két qua thiy véi ca hai 16 chudt uong hai liéu GCTKL
840 va 1260mg/kg TT, tac dung ha glucose huyet rat tot. O cac 16 dugc gy
RLLPM va DTD thi GCTKL ca lidu 840 mg va 1.260 mg/kg TLCT déu ¢ tac
dung glam nong do glucose méu, hi¢u qua ngay trong 2 g1o dau (glam con 53%)
sau uong thude mirc giam tiép tuc va manh nhat Ia sau udng thudc tir 4-6 gio vé
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t6i chi sb ctia chudt binh thuong GCTKL liéu 1.260 mg/kg c6 tic dung g1am
glucose mau nhanh va xuong thap hon (giam con 53%) so sanh v&i nghién ciru
ciia Pham Thi¢n Ngoc, Nguyen Quang Trung chudt PTD duoc udng bot chiét 14
dau liéu 600 mg/kg gio thir 2 giam con 58,9%. Thoi diém nong dd glucose mau
xudng thap nhat & chudt uéng GCTKL la vao gio thir 6 sau uong (22, 9%) va
tang cao trd lai vao gio thir 12 sau uong, la twong duong véi ngh1en clru cta
Pham Thién Ngoc chudt ubng bot ch1et 14 dau liéu 600 mg/kg ndng do glucose
méu ciing giam thip nhit sau 6h sau udng (22,7%).

452 Tac dung diéu tri trén chi so glucose mau ciia Giang chi tiéu khat linh
sau 30 ngay va 60 ngay uong thuoc

Sau 30 ngay va 60 ngay udng thuoc nong do glucose huyét thanh cua
chuot 16 7 va 16 8 (hai 16 chudt DTD uong GCTKL) giam c6 y ngh1a théng ké so
voi 16 6 (chuot DTD khong duoc uong GCTKL) tai thoi diém ngay thir 60 sau
diéu tri nong do glucose huyét thanh giam 1an lugt con 1a 79,83% va 67,85% so
voi ngay thir 30 sau diéu tri. Nong do glucose mau va HDL-C c6 mirc do thay
ddi chiéu hudng t6t nhu nhau véi hai lidu GCTKL (p>0 05). So sanh voi két qua
cta Nguyen Quang Trung, thi BCLD c¢6 tac dung giam sau 30 ngay va 60 ngay
1a 71% va 77% thi két qua nay cling tuong duong nhau. GCTKL c6 tac dung
giam ndng do glucose mau & chudt gdy RLLPM va DTD thyc nghiém, nhung
khong lam giam glucose mau ¢ chu¢t khong bi BTD.
4.5.3 Ly gidi tac dung ha glucose mau cua Giang chi tiéu khat linh

Theo 1y luan cua y hoc ¢b truyén, Linh chi tac dung tiéu dam, loi niéu, ich
vi; Hoang ky tac dung on bd ty duong, sinh tan, chi khat; Hoang l1en tac dung ta
hoa tao thap; Hoang tinh tac dung bo phé sinh tan, tri ty vi hu nhuoc, phé khi
hur; thién hoa phan tac dung sinh tan, chi khat gidang hod , nhuén téo, bai thung,
ticu thiing; vi Vay bai thudc c6 tac dung tri chirg tiéu khat Nhung nghlen cliiu
vé thanh phan va tac dung clia cac vi thudc trong bai ciing 1y gidi cho tac dung
ha glucose mau trong DTD typ 2 cua Giang chi tiéu khat linh.
4.6 Tac dung cia giang chi tiéu khat linh trén trang thai chong oxy hoa
mau ¢ chut cong trang
4.6.1 V@ tac dung didu tri ciia L Gidng chi tiéu khat linh trén trang thai chong
oxy hoa trong mau & chuot cong trang giy RLLPM

Cdc I6 chugt dwoc uong dy phong GCTKL

Nong do TAS huyét tuong va hoat 46 SOD hdng céu cta ca hai 16 chuot
duoc uong GCTKL du phong liéu 840mg/kg/ngay (16 2) va liéu
1260mg/kg/ngay (16 3), sau 60 ngay thi sy khéc biét lai co y ngh1a thong ké voi
p<0,01 va p<0.05. Day ciing 1a do anh hudng cla ché d6 an giau chat béo t6i
trang thai chéng oxy hoa trong mau.

Céc 16 chuét dwoc diéu tri bang GCTKL sau 30 ngay gay RLLPM

Hoat d6 GPx méu toan phan sau 30 ngay diéu tri (ngay thir 61 ctia nghién
ctu), 16 diéu tri lidu 840mg/kg/ngay va liéu 1260mg/kg/ngay khong c6 su khac
biét véi 16 ching (p>0 05). Lo khong duoc diéu tri, hoat d6 GPx  gidm nhiéu hon
so voi 16 chimg va sy khac biét véi p<0,05 (Bang 3.27). Nguyén Quang Trung
(2008), tim hiéu tac dung cia bot chiét 1a dau (BCLD) trong du phong va diéu
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tri trén trang thai chong oxy hod mau & chudt cong tring ndng d6 TAS huyét
tuong, SOD hong cau ¢ nhom uong BCLD giam it hon nhém RLLPM khong
uong BCLD va déu giam so v6i nhom chu‘ng chudt an ché do binh thuong
p>0,05. Ve tac dung diéu tri hoat do GPx méu toan phén sau 30 ngay diéu tri céc
nhom diéu tri bang BCLD va khong diéu tri déu tang (p>0 05). bén ngay d1eu
tri thor 60 (ngay thir 91 cua nghién cu’u) hoat @9 GPx ¢ nhom khong dugc dicu
tri giam va su khac biét cung khoéng co y ngh1a théng ké (p>0 05) Két qua nay
ctia Nguyén Quang Trung cling phu hop voi nghién ctru nay v€ tac dung cua
GCTKI trén trang thai chong oxy hoa mau ctia chudt RLLPM.

4.6.2 Vé tac dung didu tri ciia Glang chi tiéu khat linh trén trang thai chong
oxy hoa trong mau ¢ chuot cong trang giy DTD typ 2

DTD c6 su roi loan chuyen héa glucid, lipid va tang hoat dong cua cac gbe
tw do, co thé ngudi bénh chiu dung nhiéu stress oxy héa co thé nguo1 binh
thuong Su gia ting cac stress oxy hoa co thé cam ung su tong hop céc enzym
chéng oxy hoa hoic gia ting hoat tinh xuc tdc cua cac enzym nay dé ngan ngura
hoat dong cta cac goc tu do. Tuy nhién trong nghién ctru, hoat 40 SOD hong
cau khong co sy khac biét gitra cac 16 p>0,05.

4.6.3 Ly giai vé tac dung ciia Giang chi tiéu khat linh trén trang thai chéng
oxy hoa trong mau

Mot sO cac nghién ciru voi Linh chi (Ganoderma lucidum), Hoang ky
(Radix astagah) Hoang lién (Rhizoma Coptidis) ... cho thiy tac dung chéng
oxy hoa cua cac vi thudc.

Hoat chit tanshinone IIA duoc dinh lugng trong Giang chi tiéu khat linh
cho thdy co thé c6 tac dung chong oxy hod. Tanshinone IIA cling da dugc
nghién ctru 0 tac dung thuc day hoat dong chéng viém, chdng oxy hoa, va
chdng doc te bao, va cling nhu tao ra qua trinh apoptosis.

4.7 Ban vé tac dung cia gidng chi tiéu khat linh va mgt s0 bai thudc y hoc
¢6 truyén trong diéu tri PTP ¢6 RLLPM

bTb typ 2 thu’ong di kem véi RLLPM, vong sodn bénh 1y nay gay nhiing
bién chung va dién bién bénh tat cang phirc tap. Diéu tri RLLPM cén song song
voi viée kiém soat glucose mau. G1ang chi ti€u khat linh gdm c6 nhiéu vi 0 tac
dung vira ha glucose mau, vua c6 tdc dung dleu chinh lipid méu va chéng oxy
hoa nhu Pan sam, Linh chi, Hoang ky, Ngu’u tat Nhiéu nghién ctru tac dung kep
cta cac vi nay cling da dugc phén tich ¢ cac phén ban luan trén va kiém ngh1em
phan tich vé thanh phan c6 trong com Giang chi tiéu khat linh (phu luc 3) ciing
ly gidi hi€u qua di€u chinh lipid mau dong thoi ha glucose méu cua Giang chi
tiéu khat linh trong diéu tri DPTD c6 RLLPM. Mbt s6 bai thudc da duogc chu’ng
minh tac dung thong qua cac nghién ciru sau day cang cho Chung ta thay 10 hon
uu thé cua sy phdi ngil cac vi thude theo bién chu’ng luén tri cua y hoc c6 truyen
trong diéu tri DTD ¢0 RLLPM nhu céc nghlen clru vé "Bai thudc Luc vi dia
hoang hoan", bai thuoc " B6 dwong hoan ngii thang ‘cho thay tic dung cai thién
tinh trang benh nhén tiéu dudng, ting cudng kha ning dé khang, giam lipid mau.

4.8 Ban vé liéu dung cuia giang chi tiéu khat linh
Trong nghién ctru niy chon hai lidu ding trén chudt cong dé thyc nghiém:
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Liéu 1: 1260mg /kg than trong/ngay tuong duong voi liéu cho mot ngudi
ning 50kg dung trén 1am sang la 1 thang/ngay L1eu 2: 840mg/kg thén
trong/ngay (bang 2/3 liéu 1). Chon 2 heu nghlen cliru nham muc dich danh gia
tac dung cua thudc trén thuc nghiém dé c6 thé giam liéu thudc da chiét xuat so
voi lidu thudc thang hay khong? Ket qua cho thay du Ia tac dung dy phong hay
diéu tri RLLPM trén chuot cong trang thi cling chi can dung liéu
840mg/kgT T/ngay la du dé co hiéu qua tot ¢ ca tc dung du phong va tac dung
diéu tri khi thuc nghiém trén chudt cong tring.

KET LUAN
1. béc tinh cdp va bdn truong dlen ciia Giang chi'tiéu khat linh

+ GCTKL véi lidu udng t01 da ma chudt c6 thé chiu dung duoc la
53 57g cdm/1kg than trong chudt, gap 24,8 liéu dung trén ngudi khong co doc
tinh cap va chua xdc dinh duge LDsg cua Giang chi ti€u khat linh trén chudt
nhét tring bang duong udng theo phuong phap Litchfield — Wilcoxon.
GCTKL & lidu 0,54g/kg/ngay va 1 62g/kg/ngay, udng lién tuc trong 8 tudn
khong giy doc tinh ban truong dién trén chirc ning tao mau, chirc ning gan,
than va hinh thai gan va than tho.

2. Tac dyng ciia Gidng chi tiéu khdt linh trén chudt cong tring gay roi logn
lipid mau va dai thao dwong typ 2 thuc nghigm:

2.1 GCTKL duong uong ¢6 tdac dung dir phong va diéu tri réi loan llpld mau &
chugt cong trang gdy roi loan lipid mau sau 30 ngay va hiéu qua vo rét hon
sau 60 ngay:

+ GCTKL dy phong lidu 840mg/kg va 1260 mg/kg/ngay sau 60 ngay
c6 tac dung giam cac chi sb lipid mau con 21,5% va 27,8% (TG), 70,7% va
75,7% (TC), 35,2% va 33% (LDL-C), ting 164,8% va 185,9% (HDL-C).

+ GCTKL diéu tri liéu 840mg va 1260mg/kg/ngay sau 60 ngay co tac
dung giém cac chi sb lipid mau con 33,1% & 40.1% (TG), 52,1% va 50,1% (TC),
22.9% va 16,3% (LDL-C), tang 162,9% va 182.9% (HDL-C).

+ Téac dung dy phong va diéu tri 16i loan lipid mau ciia GCTKL lidu
840mg va 1260mg/kg/ngay 1a nhu nhau.

2.2 GCTKL du"ong uong co tac dung ha glucose mau, diéu chinh RLLPM sau 30
NQAY VA hiéu qud ré rét hon sau 60 ngay diéu tri & chudt cong trdang PTP tjp 2
thue nghiém:

+ GCTKL 11eu 840mg va 1260mg/kg/ngay sau 60 ngay diéu tri c6 tac
dung glam cac chi sd con: 79,8% va 67,8% (Glucose), 39,7% va 36%(TG)
52,8% va 40,1% (TC), 85,2% va 63,4% (LDL-C), tang 147% va 155,9%
(HDL-C) huyet thanh. GCTKL liéu 1260mg/kg/ngay c6 tac dung hi¢u qua
hon so véi liéu 840 mg/kg/ngay trén céc chi so; Glucose, TC, LDL-C va tac
dung nhu nhau trén cac chi s6 TG, HDL-C huyét thanh.

2.3 Tac dung trén trang thai chéng oxy hod & chudt cong trdng roi loan lipid
mdu va dai thao duong typ 2 thuc nghiém:

+ Hoat d0 GPx mau ¢ chudt r6i loan lipid mau va chuft dai thao
duong dugc diéu tri & heu 840mg va 1260mg/kg/ngay giam it hon so voi cac
chuot khong dwoc didu tri, su khac biét véi p <0,05 va p<0,01.
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