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PAT VAN PE

R4i loan chuyén hoa lipid 1a danh tir dung dé miéu ta mot bénh man
tinh dugc dic trung boi su thay dbi cac chi s lipid trong méau. Khi cé réi
loan lipid méau ddng nghia véi viée ngudi bénh phai ganh chiu rat nhiéu yéu
t6 nguy co mic cac bénh Iy nguy hiém nhu: Vita xo dong mach, nhdi mau co
tim... Cung véi su phat trién caa cac linh vuc doi séng x& hoi, md hinh bénh
tat cling thay d6i. Theo t6 chuc y té thé gigi (WHO), ty 1& s6 ngudi méc rdi
loan lipid trén thé gisi ngay cang ting cao. Nam 2008, ti 18 réi loan lipid mau
& nguoi trudng thanh 12 39%. Trong d6, chau Au ¢ ti & dan sb rdi loan lipid
mau cao nhat vai 54%, tiép dén 1a chau Mi véi 48%. Chau Phi va Pong Nam
A ¢4 ti I& chuyén hoa lipid mau thap hon véi 22,6% va 29% va ty 1é mac roi
loan lipid mau ty 1& thuan véi mac thu nhap binh quan dau nguoi trong ca
nudcC.

Cung Vvoi su phat trién caa y hoc hién dai, y hoc ¢b truyén di va dang
khang dinh duoc minh, dong thoi co nhitng dong gop khong nhod vao cong tac
chiam soc stiic khoe cho cong ddng. Theo YHCT, cac biéu hién rdi loan lipid
mau, xo vita dong mach, thira can...duwoc miéu ta trong mot sé chang bénh do
dam thap gay nén.

Bai thubc HSN 1a mot bai thude duoc tao thanh bai sy phdi ngii cua 6
vi thubc nam c6 tac dung trir thap, hoa dam. Dé hiéu ré hon vé tac dung cua
bai thuéc HSN, ching ti tién hanh dé tai “Nghién ci#u tinh an toan, két qud
diéu tri réi loan chuyén hoa lipid mau cia bai thuéc HSN trén thuc nghiém
va lam sang” vaéi 3 muc tiéu:

1. Xac dinh doc tinh cap va ban truong dién caa bai thuéc HSN.

2. Nghién ciu tac dung diéu chinh réi loan lipid mau cua bai thuéc HSN
trén thuc nghiém.

3. Panh gia két qua diéu tri réi loan lipid mau cua bai thuéc HSN trén 1am

sang
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NHUNG PONG GOP MOI CUA LUAN AN

Y nghia khoa hoc

Nghién ctru d3 thu duoc nhitng két qua cu thé, c6 do tin cay vé tac dung
diéu chinh rdi loan lipid mau cua cao léng HSN trén thuc nghiém va 1am
sang, 1am co s& cho c&c nghién ciu tiép theo trén mé hinh 16n hon dé c6 thém
san pham c6 ngudn géc thao dugc diéu tri rdi loan lipid mau.
Y nghia thyec tién

R&i loan chuyén hoa lipid mau hién nay l1a vin dé dang duoc cac nha
nghién ctu trén thé gidi ciing nhu trong nudc quan tim dic biét. RLLPM la
yéu to nguy co dan tGi cac bién co tim mach nhu: ting huyét ap, xo vira mach,
nhdi mau co tim... Vi thé, cao long HSN duoc nghién ctu da cung cip duoc
nhitng chuang ci khoa hoc vé tac dung diéu chinh RLLPM ciing nhu tac dung
khéng mong mudn néu cé trong thuc nghiém va 1am sang.
Nhirng dong gop méi

* Cao long HSN c6 tac dung diéu chinh RLLPM trén mé hinh thyc
nghiém

- Trén md hinh noi sinh: Cao long HSN c6 tac dung diéu chinh rdi loan
lipid méau co6 chon loc trén mo hinh ndi sinh.

- Trén mé hinh ngoai sinh: Cao long HSN hai liéu: Liéu thap (liéu st
dung cho ngudi trén 1am sang) va liéu cao gap 3 liéu dung trén 1am sang déu
lam giam rd rét nong do TG sau 4 tuan va co xu hudng lam giam néng d6 TC
va LDL - C.

* Cao léng HSN c6 tac dung diéu chinh RLLPM trén 1am sang

- Sau 30 ngay diéu trj, cao long HSN lam giam 16.6% TC, giam 24.6%
TG, giam 16.5% LDL-C, tang 7.3% HDL-C, giam19.6% TC/HDL-C va giam
18.0% LDL-C/HDL-C.

- Sau 30 ngay sir dung thuéc, cao long HSN khéng gay cac tac dung phu
trén 1am sang va can l1am sang nhu thay doi chirc nang hé thong tao méau, chuc

nang gan, than & cac bénh nhan réi loan chuyén hoa lipid méu.



CAU TRUC LUAN AN

Luan &n gdom 127 trang, trong d6: Dt van dé 02 trang; Tong quan 44
trang; Chat liéu, ddi twong va phuong phap nghién ciu 14 trang; Két qua
nghién ctu 34 trang; Ban luan 30 trang; Két luan 02 trang; Kién nghi 01
trang. C6 115 tai liéu tham khao da duoc sir dung; trong d6 c6 76 tai liéu tiéng
Viét, 29 tai liéu tiéng Anh va 10 tai liéu tiéng Trung. Luan an dugc trinh bay
va minh hoa thdng qua 38 bang, 11 biéu d6, 12 hinh anh va so dd.

Chuong 1: TONG QUAN

1.1. Khai niém vé lipid mau va chuyén hoa lipid mau

1.1.1. Thanh phan caa lipid:
* Khai nié¢m:

Lipid mau la nhiing thanh phan lipid c6 trong huyét tuwong, bao gom:
Cholesterol, triglycerid, phospholipid va cac acid béo tu do.
* Phan logi

Lipid gom nhiéu loai va c6 thé sap xép theo nhiéu cach, tuy nhién nguoi
ta thuong phan thanh 2 loai 16n 1a lipid thuan va lipid tap.
1.1.2. Thanh phan cia lipoprotein mau
* Khai ni¢gm

Do céac phén tir lipid khong tan trong nudc nén trong mau chung dugc
lwu thong dudi dang két hop véi cac protein dic hiéu goi 1a cac apoprotein va
tao thanh céc lipoprotein.
1.1.3. Chuyén hoa lipoprotein

Phu thudc vao ngudn géc, lipid va lipoprotein c6 con dudng chuyén hda
khac nhau:

* Chuyén hoa bang con dwong ngogi sinh: Chu trinh ngoai sinh chiém
khoang 25%, chu yéu tir thic an, thong qua LDL va cac cam thu véi

apoprotein B cia LDL & mang té bao.
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* Chuyén héa bang con dwong ngi sinh: Pudng ndi sinh chiém khoang
75%, thong qua enzym HMGCoA (hydroxyl methyl Co-A enzym) reductase.

1.2. Hdi chieng rdi loan chuyén hoa lipid
1.2.1. Khai ni¢m

R&i loan lipid méau 1a tinh trang thay doi va/hoic ting nong do cac thanh
phan lipid trong huyét thanh.
1.2.2. Phan logi

C6 nhiéu cach phan loai céc rdi loan lipid mau, ching tdi gigi thiéu phan
loai thuong dung: Phan loai caa Fredrickson. Nam 1965, Fredrickson dya vao
ky thuat dién di va siéu ly tam d3 phan loai rdi loan lipid mau thanh 5 typ, cha
yéu dua vao thanh phan lipoprotein. Nam 1970, mot nhom téc gia tach typ 1l
thanh 11, va llp, tir d6 né tré thanh bang phan loai quéc té.

Khi dé cap téi nguyén nhan gay ra tinh trang réi loan lipid méu, c6 thé 1a
do nguyén nhan tién phat (cac dot bién don hodc da gen) va do nguyén nhan
thar phat (16i song tinh tai két hop véi ché d6 an qua nhiéu thire an chira céc
acid béo no va cholesterol hozic sau mot s6 bénh khac nhu dai thao duong, suy
giap...)

1.2.3. Piéu tri

Céac phuong phap can thiép vao réi loan chuyén hoa lipid bao gom: Thay
doi 16i séng (theo khuyén céo cta nhiéu chuyén gia, thay d6i ché do an, tap
luyén va kiém soét can ning 1a nén tang caa diéu tri réi loan lipid mau. Céc
can thiép co ban nay co thé dat duoc hiéu qua & cac mie do khac nhau trén
90% s6 bénh nhan), diéu tri bang thudc (theo khuyén céo cua ESC/EAS 2016:
LDL-Cla myc tiéu chinh) va c6 mot sé6 nhom thudc co thé duoc chi dinh 1a chat
rc ché thu thé reductase, Dan xuat cua acid fibric (nhém Fibrat), nhya gan
acid mat (Bile acid sepeestrants — resin), nicotinic acid (nhdm Niacin), thuéc
trc ché hap thu cholesterol (nhém Ezetimib).

1.3. Réi loan chuyén hoéa lipid theo YHCT
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1.3.1. Chuyén héa Tan dich trong co thé
Theo YHCT, tan dich 1a tit ca c4c cht dich binh thudng trong co thé, trong d6

tan 1a chat trong, dich 1a chat duc. Tan dich 1a co so vat chat cho su séng, do dinh
dudng ctia d6 an hoa thanh, nhd sy khi hda cia tam tiéu di khip co thé, nuéi dudng

cac phu tang, co nhuc, kinh mach va bi phu.

Ngitang Lucphu Can cokinh

Thirc an T T
l Thanh

7z

Vi Phé
l Van hoa l
Ty Than
Troc l l Troc
Dai trang Bang quang
Phan Nuéc tiéu

So @6 1. 1. So @6 van hoa tan dich

Co ché bénh sinh:

- Ty la nguén sinh dam: Ty khi hu yéu khong thuc hién dugc cong ning
van hoa thiy céc khién chat thanh khong thing 1én, chét troc kho giang
xuéng, chat tinh vi cua thuy cdc khdng thé van hoa luu chuyén binh thuong,
tu lai hoa thanh dam troc gay bénh. Mat khac ty tho suy yéu khdng ché duogc
thity thap ngung dong thanh dam.
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- Thén 12 géc ciia dam: Than duong hu suy, hoa khong 1am 4m duoc
tho, thity thap va tan dich khong hoa khi duoc tran 1én thanh dam. Than am

hu ton, hu hoa ¢ ha tiéu chung bc hun nau tan dich ciing thanh dam.

- Phé khi hw suy: Mat kha ning tic giang thong diéu thuy dao, thuy dich
ngung lai thanh dam hoac phé am bét tic, Am hu hoa vuong, hu héa hun nau
tan dich cling tao thanh dam
1.3.2. Nguyén téc diéu tri

Cac chiing bénh gay nén boi dam am thuong c6 bénh co 12 ban hu tiéu
thue, nén khi diéu tri phai chi y ca tiéu va ban, tic 1a ching dam am khoéng
chi chita dam am ma phai chita ca vao goc bénh. Tly theo mtc do bénh ma 'y
hoc ¢b truyén chia thanh 3 phuong phap diéu tri dam, d6 la: Hoa dam, tiéu
dam, diéu dam.

1.4. Céc nghién ciru vé thuée YHCT diéu tri rdi loan chuyén hoéa lipid

Hién nay, trén thé gisi ciing nhu & Viét Nam da co rat nhiéu cac nghién
ctru ca trén thuc nghiém va 1am sang vé cac thudc diéu tri RLLPM. Trong do,
ké dén mot s6 vi thube nhu: Son tra, dan sam, nguu tat... hay mot s6 bai
thudc nhu: Nhi tran thang, Ban ha bach truat thién ma thang... Tuy nhién, can
tiép tuc nghién ctu va phat trién hon vé céc vi thude ciing nhu bai thube dé co
thé tim hiéu rd hon va ng dung nhiéu hon trong tuong lai.

1.5. Téng quan vé bai thuéc HSN trong diéu tri réi logn lipid mau

Cong dong dan toc K’Ho tai huyén Dat Té, tinh Lam Pong da st dung
nhiéu vi thudéc Nam dé diéu tri bénh béo phi, ting huyét p, bénh gan, bénh
than. Tir ndm 1991 dén thang 2005, thuc hién chuong trinh nghién ctu ké
thira cac bai thubc, cdy thudc dan toc trong diéu tri, Bénh vién Y hoc cd
truyén Pham Ngoc Thach tinh Lam Pong da ké thira va nghién cau &p dung
vao diéu tri hang chuc bai thudc hay cua déng bao dan toc, trong d6 c6 bai
thudc ha m& mau HSN gom nhiing vi thuéc Nam c6 sin & dia phuong. Pay la

mot bai thudc ké thira tir két qua cia mot nghién ctru da ¢ caa nhdm nghién
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ctru do Béc si Nguyén Thé Thinh da thuc hién dé tai co s ndm 1996 “Budc
dau danh gia tic dung cua bai thuéc HSN trong diéu tri bénh tang lipid mau”
va trén co s& ké thira tri thirc y hoc ban dia cua cong déng K’Ho., trong d6 c6
bai thubc ha m& mau HSN gdm nhitng vi thuéc nam c6 sin & dja phuong.

- Thanh phan: Ca mép 20g, L4 sen 20g, Tao méo 10g, Vo quyt 10g, Ngil
vi tir 20g, Cam thao dit 20g.

- Tac dung: Trir thap, kién ty, hoa dam la chinh, nhung ciing hd tro nang

cao chinh khi cua co thé, cai thién chirc ning cho cac tang phé, ty va than.
Chuong 2

CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. NGHIEN CUU PQC TINH

2.1.1. Chat liéu nghién ciu

* Thuéc sir dung trong nghién ciru

- Boc tinh cap: Cao long HSN 100ml dugc ¢ lai trén may cat quay, co
chan khong dudi ap suat giam duoc dich chiét ty 1& 5:1, nghia 1a 20ml/1 thang
thudc twong dwong 100g duoc liédu.

- Boc tinh ban truong dién: Cao long HSN lidu dung cho nghién ctu
duoc tinh theo liéu dung trén nguoi nhan véi hé sb 6 twong tng voi chudt
cong.

2.1.2. Poi twong nghién ciu

- Nghién ctru doc tinh cép: 100 chudt nhat tring chang Swiss, ca 2
gidng, khoé manh, trong luong 18 — 22g

- Nghién ctru ddc tinh ban truong didn: 30 chudt cdng chung Wistar, ca
hai giong, khoé manh, 16ng trang, can niang 200 + 20g.

2.1.3. Phuwong phap nghién ciru

- Nghién ctru doc tinh cip: Sir dung phuwong phap nghién ctu cua
Litchfield — Wilcoxon
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- Nghién ctru doc tinh ban truong dién: Tién hanh theo Quy ché danh
gia tinh an toan va hiéu luc thudc cd truyén theo quyét dinh 371/BYT niam
1996.

2.2. NGHIEN CUU THUC NGHIEM

2.2.1. Chat liéu nghién ciu

* Thudc sir dung trén thuc nghiém

Dung cao long HSN 1 thang twong duong 80ml cao long. Liéu ding
uéng 1 thang/ngay/ngudi trong duong 100g duoc liéu va udng thude cing thé
tich 1ml/100g chuot & tat ca cac 16.

- Thudc d6i chung: Vién nén Atorvastatin 10mg (STADA-Viét Nam).

2.2.2. Poi twong nghién ciu

- M6 hinh gay réi loan lipid méu ndi sinh: 50 chudt nhat tring, chang
Swiss, ca hai gidng, khoe manh, trong lwong 25 + 29

- M6 hinh gay rdi loan lipid mau ngoai sinh: 50 chuét céng trang chang
Wistar, 16ng tring, can ning 200 + 20g

2.2.3. Phwong phap nghién curu

- M6 hinh gay rdi loan chuyén hda lipid méau noi sinh: St dung
Poloxamer-407 cua Millar va cong su

- M6 hinh gay réi loan chuyén héa lipid mau ngoai sinh: Ap dung md
hinh caa Nassiri va cong su c¢6 diéu chinh ham lwong acid cholic va PTU.

2.3. NGHIEN CUU LAM SANG

* Chat liéu nghién cieu

- Cao long HSN duoc bao ché dudi dang cao long theo ty 1¢ 1:1

- Thude ddi chang: Vién nén fenosup lidose 160mg (Nhom fibrat).

* Poi twong nghién ciru:

Gom 150 bénh nhan duoc chan doan c¢6 hoi ching RLLPM, Tat
ca bénh nhan dén kham va diéu tri noi tri hodc ngoai tra tai khoa YHCT bénh
vién Pa khoa Ha Pong ty nguyén tham gia nghién ctu, dong y lam xét

nghiém day du, tuan tha ding phac d6 va liéu trinh diéu tri. Bénh nhan chon
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vao nghién cau phai dap ung tiéu chuan lya chon bénh nhan va loai trir cua
nghién ctu.

* Phwong phap nghién curu:

Nghién ciru thir nghiém 1am sang mé c¢6 ddi chimg, so sanh trudc
va sau diéu tri. C& mau nghién ciu 1a 150 bénh nhan dugc chia 1am 3 nhom:
Nhoém uéng cao long HSN (50 bénh nhan), mdi ngay ubng 100ml, udng 1 lan,
lién tuc trong 30 ngay; nhém uéng vién fenosup lidose 160mg x 1 vién/ngay x
30 ngay (50 bénh nhan); nhém udng két hop (50 bénh nhan) uéng 100ml cao
long HSN, ubng 1 lan va vién fenosup lidose 160mg x 1 vién, lién tuc trong
30 ngay. Tat ca cac bénh nhan duoc hudng dan &p dung ché do an cho nguoi
c6 RLLPM trong suét qué trinh nghién ciu va dya theo ly luan cia YHCT,
bénh nhan & mdi nhém duoc chia 1am 3 thé chinh thuong gap trén 1am sang 1a
bam troc « tr¢, Ty than duong hu va Can than am hu.

Céc chi s6 duoc danh gia sau 30 ngay sir dung thuéc: Can nang, chi so
khdi co thé (BMI), huyét ap, cong thitc mau, thanh phan lipid méu (TC, TG,
HDL-C, LDL-C), glucose, ure, creatinin, acid uric, AST, ALT.

2.4. PIA PIEM NGHIEN CUU

Khoa YHCT - Bénh vién Da khoa Ha Pong.

2.5.PAO PUC NGHIEN CUU

Nghién ctru duoc tién hanh sau khi d& cuong nghién ctu da duoc
thong qua bai Hoi dong khoa hoc (ngay 31/01/2015), théng qua Hoi dong dao
duc (ngay 03/03/2017) va su dong Y cua cac don vi 1a co so tién hanh dé tai
nhu: Vién nghién ctu Y Duoc ¢6 truyénTué Tinh, B6 mén Dugc Iy - trudng
DPai hoc Y Ha Noi, Bénh vién Da khoa Ha Bong.

2.6. XU LY SO LIEU

S6 liéu duoc xt Iy theo thuat toan théng ké y sinh hoc véi su hd tro cua

chuong trinh phan mém Microsoft office excel, va SPSS 20.0.
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Chuong 3: KET QUA NGHIEN CUU
3.1. KET QUA NGHIEN CUU PQC TiNH CAP VA POQC TIiNH
BAN TRUONG DIEN
3.1.1. Két qua nghién ciu ddc tinh cap
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Biéu @6 3. 1. Méi lién quan tuyén tinh gida liéu lweng cia cao léng HSN

va ty 1¢ chuét chét

Xde dinh dwoc déc tinh cdp va chi so diéu tri du kién:
- LDsy = 59,58 (63,11 — 55,76) ml/kg = 297,9 ¢ duoc lidu/kg

- TI=[297.9/2] x 50] : 12 = 12,41 g duoc lieu/kg
3.1.2. Két qua nghién ciru ban trwong dién

- Mau thudc thir cao long HSN khéng gay doc tinh ban truong dién trén
chuét khi cho chuét udng liéu 12g duoc lieu/kg/ngay (lidu co tac dung tuong
duong liéu dung trén nguoi) va liéu cao gap 3 lan (liu 36g dugc
licu/kg/ngay) trong 4 tuan lién tyc.

Thay d6i vé md bénh hoc:



o Sy \"4.- ue e
Hinh 3. 1. Hinh thai vi thé gan chudt 16 Hinh 3. 5. Hinh thai vi thé than chuét 16
chieng (chudt sb 04) (HE x 400) ching (chudt s6 04) (HE x 400) Thén binh
Té bao gan binh thwong thwong

3.2. KET QUA NGHIEN CUU TAC DUNG PIEU CHINH ROI LOAN
LIPID MAU CUA BAI THUOC HSN TREN THUC NGHIEM

3.2.1. Két qua nghién ciu tac dung diéu chinh lipid mau trén mé hinh ndi

sinh

Bang 3. 7. Tac dung cia HSN [én ndng dd lipid mau & md hinh ngi sinh

o, TC TG HDL-C Non-HDL-C
L6 nghién ctu

(mmol/L) (mmol/L) (mmol/L) (mmol/L)

Lo2:Mohinh | 780+106 | 860+138 | 207017 5,73 +1,13

(n=10)

L6 3: Atorvastatin 513+£1,03 7,56 £ 2,57 190 +0.28 3,23+1,11

100mg/kg (n=10) | (] 34,23%) (1 12,09%) YRS (1 43,63%)
psolo?2 p <0,001 p>0,05 p>0,05 p <0,001

L6 4: HSN lidu 6,40 + 1,67 7,80 +2,08 2,06 + 0,39 434 +136

thap (n=10) (117.95%) | (19.3%) (1 24,26%)
psolo?2 p <0,05 p>0,05 p>0,05 p <0,05
psolo3 p>0,05 p>0,05 p>0,05 p>0,05

L6 5: HSN lidu 6,36 £ 1,38 7,53+2,63 2,02+£0,21 4,34 +1,23

cao (n=10) (] 18,46%) (] 12,44%) (] 24,26%)
psolo?2 p < 0,05 p > 0,05 p>0,05 p<0,01
psolo3 p < 0,05 p > 0,05 p > 0,05 p<0,05
psolo4 p > 0,05 p > 0,05 p > 0,05 p>0,05
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3.2.2. Két qua nghién ctru tac dung diéu chinh lipid mau trén mo

hinh ngoai sinh

N("i]]g do 5.00

mmol/L
( ) 400 - EX
3.00 HHH N\

2.00 NN

\

1.00

0.00

OMo6hinh ®Atorvastatin 10mg/kg EHSN liduthap DOHSN liéu cao

Biéu d6 3. 3.Tac dung caa cao long HSN 1én ndng dd lipid mau & md hinh

ngoai sinh sau 2 tuan

oMo hinh B Atorvastatin 10mg/kg DOHSN liéuthdp OHSN liéu cao
6.00
= 5.00 -
2 [
E 4.00 : gy
) e [--]
. 3.00 o L—H -
= B - ++40
g 2.00 -
"2 - I
1.00 . iy i
e ] - I
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Biéu d0 3. 4.Tac dung caa cao long HSN 18n ndng dd lipid mau & md hinh

ngoai sinh sau 4 tuan
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3.3. két qua nghién cru tac dung diéu chinh réi loan lipid mau cia

bai thuéc HSN trén 1am sang

3.3.1. Pic diém chung cia déi tweng nghién cieu

Bang 3. 10.Phan bd d¢ tudi caa cac ddi twong nghién ciu

Nhom | Cao léng HSN Fibrat Phéi hop Tong s6
(1) (n=50) (2) (n=50) (3) (N=50) (n=150)
Tuoi ; Ty lé ) Ty I8 ) Ty lé } Ty lé
So BN e So BN e So BN e So BN e
(%) (%) (%) (%)
<50 3 6% 3 6% 2 4% 8 5.3%
50-59 19 38% 12 24% 10 20% 41 27.3%
60 - 69 21 42% 23 46% 25 50% 69 46%
>170 7 14% 12 24% 13 26% 32 21.4%
X £SD 61.54 £9.9 63.88 +10.18 63.52 + 9.84
62.98 £ 9.98
p p1-2 > 0.05 p2.3 > 0.05 p1-3>0.05
3.3.2.Pic diém roi loan lipid mau
Bang 3. 14. Pic diém vé thé bénh theo YHCT
Nhom Cao léng HSN Fibrat Phdi hop Tong sb
(1) (n=50) (2) (n=50) (3) (n=50) (n=150)
Thé bénh So | Tyle | So | Tyle | So | Tyle | So | Tylé
BN | (%) | BN | (%) | BN | (%) | BN (%)
Pam troc W tré 34 68% 31 62% 30 60% 95 63.3%
Ty than dwong hw 9 18% 8 16% 9 18% 26 17.3%
Can than 4m hu 7 14% | 11 | 22% | 11 | 22% | 29 | 19.4%
p P12> 0.05 P23 > 0.05 P13> 0.05




14

3.3.3. Bién ddi céc chi s6 lipid mau trwéc va sau diéu tri

Bang 3. 20. Sw thay déi cholesterol toan phan, triglycerid caa bénh nhan

sau diéu tri

Cao léng HSN Fibrat Phoi hep
Nhom (1) (n=50) (2) (n=50) (3) (n=50)
— Muc — Muc — Muc p
Thoi diém (x isl[/)l) giam (x J‘rsﬁ) giam (x isl[/)l) giam
(mmol/l) (%) (mmolll) (%) (mmol/l) (%)
Do 6.08+0.82 5.88+0.76 6.15+0.92
P1-2> 0.05
TC Dy | 5.07+0.84 | |16.6% | 5.0240.96 | [14.6% | 5.13+0.95 | |16.5% | pp3>0.05
P1-3> 0.05
p Po-30 < 0.001 Po-30 < 0.001 Po-30 < 0.001
Do 2.97+1.25 3.31+1.30 3.28+£1.43
P1-2> 0.05
TG Dy | 2.24+0.96 | |24.6% | 2.38+1.05 | [28.1% | 2.41+1.02 | |26.5% | pa3>0.05
P1-3> 0.05
p Po-30< 0.01 Po-30< 0.001 Po-30< 0.001
Bang 3. 21. Sy thay d6i HDL-C, LDL-Cciia bénh nhén sau diéu tri
Cao léng HSN Fibrat Phéi hop
Nhom (1) (n=50) (2) (n=50) (3) (n=50)
— Muc _ Muc _ Mtc p
iz (X £SD) .. | (X £SD) .. | (X £SD) .
Thoi diem thay doi thay doi thay doi
(mmol/l) (mmol/l) (mmol/l)
(%) (%) (%)
Do 1.23+0.35 1.14+0.25 1.27+0.27
P12> 0.05
HDL-C Dy |1.324044 | 173 % |1.19+£031| 4.3% | 1372065 | 17.9% | p23>0.05
P1-3>0.05
p Po-30> 0.05 Po-30> 0.05 Po-30> 0.05
Do | 3.64+0.98 3.33+£0.99 3.50+1.14
P12> 0.05
LDL-C | Dy |3.04£0.85 | [16.5% |2.82+0.84 | |153% |2.89+0.87 | |17.4% | pp3>0.05
p1-3>0.05
p Po-30< 0.001 Po-30 < 0.01 Po-30< 0.01
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3.3.4. Panh gia hiéu qua diéu tri theo YHHD

60% -

50% -

40% A
m Phéihop

30% - B Fibrat

Cao long HSN
20% -

10% -

U% T T 1
Tot Kha Khong hiéu qua

Biéu d6 3. 10. Két qua diéu tri rdi loan lipid mau theo tiéu chuan YHHD

3.3.5.Panh gia hiéu qua diéu tri theo YHCT

50% A
45% -
40% -
35% -/

30% - m Phdi hop
25% - M Fibrat

20% - u Cao ldng HSN
15% -
10% -
5% -
0% T T T
Tét Kha Khong hiéu qua

Biéu @6 3. 11. Két qua diéu tri réi loan lipid mau theo tiéu chuan YHCT
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3.3.6. Panh gia cac tac dung khong mong muén caa thudc

Bang 3. 26. Thay ddi mét sé chi s6 huyét hoc, hoa sinh sau diéu tri

Nhom Cao léng HSN (n=50) Fibrat (n=50) Phéi hep (n=50)
(x +SD) (x +SD) (x +SD)

Chi Sé DO D3O DO D30 DO D3O
Glucose | 586:0.75 | 595:112 | 6.26t152 | 6.16+1.35 | 6.08£122 | 6.21+126
(mmOl/l) Po-30 > 0.05 Po-30 > 0.05 Po-30 > 0.05

Ure 5.22+1.34 5.45+1.07 5.56+1.11 5.52+1.40 5.49+1.4 5.66+1.26
(mmOI/I) Po-30 > 0.05 Po-30 > 0.05 Po-30 > 0.05
Creatinin | 74.0£13.65 | 76.68+11.96 | 78.88+14.12 | 785+14.83 | 75.86+13.82 | 75.74+13.57
(umol/I) Do.30 > 0.05 Po30 > 0.05 Po-30 > 0.05
Acid Uric | 372.2487.0 | 358.3:80.5 | 3795:86.9 | 354.6:101.1 | 346.24+97.6 | 337.68£99.3
(mmol/l) Po.3o > 0.05 Po-30 > 0.05 Po-30 > 0.05

AST 28.28+8.65 | 26.78+5.99 | 32.3+12.36 | 31.18+10.84 | 28.84+9.22 | 29.8+11.21

(U/L) Po-30 > 0.05 Po-30 > 0.05 Po-30 > 0.05
ALT 28.53+17.11 | 25.9+7.93 33.0+19.84 | 30.94+16.14 | 24.6+9.39 28.2+14.98
(UL) oo > 0.05 oo > 0.05 Doo > 0.0

SL héng ciu 4,12+0.32 4.21+0.28 4.33+0.41 452+0.22 4.45+0.62 4.42+0.46

(T/I) Po-30 > 0.05 Po-30 > 0.05 Po-30 > 0.05

) 125.43 124,12 123.25 126.43 121.41 123.43

Hemoglobin | +14.21 +12.26 +14.11 +11.65 +15.15 +14.29

@ o0 > 0.05 o0 > 0.05 Poso > 0.05
ﬁé lrl]f(.’[‘g 6.23+1.23 6,34+1.31 6.73+1.23 6.84+1.62 6,49+1.72 6,53+1.13

ach cau

(G/|) Po-30 > 0.05 Po-30 > 0.05 Po-30 > 0.05

Scf) h,r(_yr)g 246.12 223.11 251.32 248.32 240.19 246.52

tieu cau +43.21 +45.28 +32.61 +40.21 +42.65 +45.76

(G/l) boso > 0.0 Doo > 0.0 D00 > 0.05
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Bang 3. 27. Mt s tac dung khdng mong muén

Cao léng HSN Fibrat Phoi hop Tong sb
Tridu chiing (n:50)Tv - (n:50)T9 - (n:502r7 - (n:lSO_I)” -
SOBN | goF | SOBN | o0F | SEBN | g | SOBN | g~
Mgt méi 1 2% 2 4% 1 2% 4 2.67%
bau co 0 0% 1 2% 1 2% 2 1.33%
Man ngira 0 0% 0 0% 0 0% 0 0%
Kho tieu 2 4% 1 2% 1 2% 4 | 267%
Ia chiy 1 29% 0 0% 1 20% 2 | 133%
Téao bon 0 0% 0 0% 0 0% 0 0%

Chwong 4: BAN LUAN

4.1. NGHIEN CUU PQC CAP
4.1.1. Nghién ciru ddc cap

Doc tinh cap LDsg cua cao long HSN 14 297,9 g duoc lidu/kg va chi s6
diéu tri dy kién TI 1a 12,41 g duoc liéuw/kg. Nhu vay pham vi an toan cua cao
long HSN 14 c6 thé chap nhan duoc véi lidu tic dung déu <1/10 LDs,. Trong
do, trén 1am sang chdng t6i str dung liéu 2ml cao long HSN/kg/ngay = 2g

dugc lidu/kg/ngay tic la cao long HSN an toan khi sir dung bang dudng udng.
4.1.2. Nghién ciru doc tinh ban truong dién

Mau thudc thir cao long HSN khéng gay doc tinh ban truong dién trén
chudt khi cho chudt udng liéu 9,6 ml/kg/ngay (liéu co tac dung twong duong
lidu dung trén nguoi) va lidu cao gap 3 lan (liéu 28,8 ml/kg/ngay) trong 4 tuan

lién tuc.

Tat ca cac chi s theo ddi vé tinh trang chung, can ning, chirc ning tao

mau, chirc nang gan, mirc do hity hoai té bao gan, chirc niang than va md bénh
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hoc gan, than déu nam trong gidi han binh thudng, khong c6 su khac biét rd

rét so vaéi 16 chirng va so véi trude nghién cuu

42.TAC DUNG PIEU CHINH LIPID MAU CUA CAO
LONG HSN TREN THUC NGHIEM

4.2.1.T4c dung diéu chinh lipid caa cao léng HSN trén md hinh gay
réi loan lipid mau ngi sinh

Trén md hinh gay réi loan lipid mau noi sinh, nhém nghién ciru da chon
licu cao long HSN 1a 24g duoc lidu/kg/ngay (lieu co tac dung tuong duong
lidu dung trén nguoi; tinh theo hé sé 12); va lidu cao hon gip 3 lan la 729
dugc lieu/kg/ngay (liéu c6 tac dung gap 3 lan liéu ding trén nguoi; tinh theo
hé sb 12).

Tuy nhién, di néng d6 TG ting cao nhung & ca 2 nhém st dung cao 1ong
HSN liéu thap, cao long HSN liéu cao déu c6 xu huéng lam giam duoc nong
d6 TG. Cao long HSN & ca 2 16 HSN liéu thap 24g duoc liéu/kg/ngay va 16
uéng HSN liéu cao 72g duoc liéu/kg/ngay lam giam céc chi sé6 TC va non-
HDL-C 1a trong duong nhau va déu lam giam co ¥ nghia thong ké so voi 16
mé hinh véi p < 0.05. Tuy nhién, tac dung lam giam nong d6 TC, TG va non-
HDL-C & ca 2 nhém st dung HSN déu yéu hon Atorvastatin 100mg/kg nhung
chua c6 sy Khac biét rd rét c6 ¥ nghia théng ké (p>0,05).

4.2.2.Tac dung diéu chinh lipid mau cia cao léng HSN trén md hinh gay
roi loan lipid mau ngoai sinh

Pé danh gia tac dung diéu chinh réi loan lipid mau trén mé hinh ngoai
sinh cua cao long HSN, nhdm nghién ciru d st dung hai liéu: Liéu thap 12g
duoc liu/kg/ngay (liéu co tac dung tuong duong liéu ding trén ngudi, tinh theo
hé s6 6) va liéu cao 36g dugc lidu/kg/ngay trong 4 tuan lién tiép.

Tur két qua cho thay, sau 2 tuan nghién ctu ndng d6 TG & cac 16 udng

Atorvastatin va cao long HSN chua c6 su thay d6i c6 y nghia théng ké vai 16
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mé hinh (p>0.05). Tuy nhién, sau 4 tuan diéu tri thi cao long HSN & ca 2 liéu
déu 1am giam rd rét nong do TG so véi 16 md hinh va su khéc biét 1a cd y
nghia théng ké (p<0.01). Béi véi cac chi sé6 TC va LDL-C thi sau 4 tuan diéu
tri, Atorvastatin lam giam rd rét nong d6 TC va LDL-C so véi 16 md
hinh(p<0.05) va cao long HSN ¢ ca 2 lidu déu c6 xu hudng 1am giam néng do
TC va LDL-C so véi 16 mé hinh va nhém dung cao long HSN liéu thap c6 tac
dung 1am giam TC va LDL-C tét hon so v&i nhém duing cao long HSN liéu cao.

Tuy nhién, sy khac biét 1 chua c6 y nghia thong ke.

4.3.TAC DUNG PIEU CHINH LIPID MAU CUA CAO LONG HSN
TREN LAM SANG

4.3.1. Hiéu qua ciia cao léng HSN trong diéu tri roi loan chuyén hoéa lipid

mau

4.3.1.1. Tac dung cai thién cac triéu ching trén lam sang
Sau 30 ngay diéu tri, cac biéu hién cua chimg dam tré nhu: Pau dau
nang, in kém, bung diy chudng, mét moi va dic biét sé bénh nhan c¢6 mach

huyén hoat nay da giam rd rét & ca 3 nhém bénh nhan.

4.3.1.2. Tac dung cia cao léng HSN trén cac chi sé can 1am sang

* Nong d6 cholesterol:

Sau 30 ngay diéu tri, ca 3 nhom NC déu lam giam rd rét nong do TC so
V6i trude diéu tri véi p < 0.001. Trong d6, nhom HSN lam giam TC nhiéu
nhat véi 16.6% va 16.5% & nhdm phdi hop va 14.6% nhém Fibrat. Sy khac
biét 1a khong co y nghia thong ké & ca 3 nhom véi p > 0.05.
* Nong do triglycerid:

Sau 30 ngay diéu tri, ca 3 nhom NC déu lam giam rd rét nong d6 TG so
Vé6i trude diéu tri; sy khéc biét 1a ¢ y nghia théng ké khi p < 0.01. Trong do,

nhém Fibrat 1am giam 28.1% so véi 26.5% & nhom phdi hop va 24.6% &
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nhém HSN. Tuy nhién su khéc biét 1a khong c6 ¥ nghia théng ké vai p > 0.05
& ca 3 nhém.
* Nong 6 HDL-C:

Sau 30 ngay diéu tri, nhém uéng cao long HSN va phdi hop c¢6 xu hudng
tang 1én véi 7.3% & nhdm HSN va 7.9% & nhém phéi hop. G nhom Fibrat
nong d6 HDL-C trung binh & thoi diém sau 30 ngay 1a c6 xu hudng thay doi
khong dang ké. Tuy nhién sy khac biét gitra cac nhom l1a khong co y nghia
théng ké vai p>0.05.

* Nong d6 LDL-C:

Sau 30 ngay diéu tri, ndng d6 LDL-C & ca 3 nhom déu c6 xu hudng
giam. Sy thay doi 1a co y nghia thong ké (p<0.01) véi giam 16.5% & nhom
cao long HSN so véi 15.3% va 17.4% ¢ 2 nhdm Fibrat va nhém phdi hop. Su
khac biét gitta 3 nhdm nghién ciru 1a khong c6 ¥ nghia thong ké sau 30 ngay
diéu tri vai p>0.05.

4.3.2 Panh gia hiéu qua diéu tri réi loan lipid mau ciaa cao léng HSN theo
tiéu chuan ciia YHHD va YHCT
* Theo YHHD:

Sau 30 ngay diéu tri Cao léng HSN, dya theo tiéu chuan danh gia hiéu
qua cia YHHD, chiing t6i nhan thay c6 29 bénh nhéan dat két qua tot; chiém
ty 16 58% va 13 bénh nhan dat két qua kha, chiém 26%. Nhu vay, sau 30
ngay, cao long HSN cho 84% bénh nhan dat két qua diéu tri tot va kha. Két
qua nay cao hon so voi nhém st dung Fibrat 12 76% va nhém phéi hop thude
la 70% s6 bénh nhéan dat két qua tét va kha. Tuy nhién, sy khéc biét giira cac
nhom 1a khong ¢ y nghia thdng ke.

* Theo YHCT:

Sau 30 ngay diéu tri cao long HSN, dya theo tiéu chuan danh gia hiéu
qua caa YHCT, chlng t6i nhan thay c6 19 bénh nhan dat hiéu qua tét; chiém
38% va 23 bénh nhan dat hiéu qua kha, chiém 46% va 8 bénh nhan khong dat
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hiéu qua chiém 16% va khéng cd bénh nhan nao cé hiéu qua xau. Két qua nay
t6t hon két qua nhém su dung Fibrat véi 30% bénh nhan dat két qua tét, 42%

bénh nhan dat két qua khé va c6 4 bénh nhan cho két qua xau di, chiém 8%.

4.3.3. Tac dung khéng mong muén cia cao léng HSN
* V& |am sang:

Trong qua trinh diéu tri, ¢4 3 bénh nhan & nhém cao long HSN c6 biéu
hién rdi loan tiéu hoa chiém 6% va 1 bénh nhan c6 biéu hién mét moi chiém
ty 16 2%. CAc triéu chirng & mirc d6 nhe va tu khoi sau vai ngay ma khéng can
diéu tri. G 2 nhém Fibrat va nhém phéi hop mdi nhém c6 4 bénh nhan xuét
hién cac tac dung phu nhu: Mé&t moi, dau co, kho tiéu, ia chay. Ngoai ra
chung t6i chua nhan thay cac tac dung khdng mong mudn khéc trén 1am sang.
* \/é can lam sang:

Sau 30 ngay dung cao long HSN, ching ti nhan thay khong co sy thay
d6i nhiéu vé cac chi sb (chi s6 hong cau, bach cau, tiéu cau va hemoglobin)
cling nhu cac xét nghiém vé glusose, ure, creatinin, AST, ALT... Su khac biét
1a khong c6 ¥ nghia thong ké vai p > 0.05 d6i voi tat ca cac chi sd.

Tuy nhién, day la nhirng triéu chiang chu quan cua nguoi bénh va la
nhitng triéu chiing c6 thé bi anh huong bai ché d6 an ciing nhu ché do luyén
tap, co dia va hoan canh ty nhién; vi thé can cé nhirng nghién ctu véi ¢& mau
l6n dé khao sat dugc day du va toan dién nhitng triéu chiing khdng mong

mudn cua thudc.
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Chwong 5: KET LUAN

Thuc hién dé tai luan an “Nghién cizu tinh an toan, két qud diéu tri réi
logn chuyén hoa lipid mau cia bai thusc HSN trén thuc nghigm va lam

sang”, ching toi c6 cac két luan sau:

1. V@& dpc tinh
* Péc tinh cdp:
Xde dinh dwoc déc tinh cdp va chi so diéu tri du kién:
- LDso = 59,58 (63,11 — 55,76) ml/kg = 297,9 g duoc licu/kg
- T1=[297.9/2] x 50] : 12 = 12,41
Trong 46, trén lam sang chung t6i st dung licu 2ml cao long
HSN/kg/ngay = 2¢g duogc li¢u/kg/ngay tac la cao long HSN an toan khi st

dung bang dudng udng.

* Bdn trwong dién:

- MAu thudc thir cao long HSN khong gay doc tinh ban truong dién trén
chuét khi cho chuét udng liéu 12g duogc lieu/kg/ngay (lidu co tac dung tuong
duong liéu dung trén ngudi) va lidu cao gap 3 lan (liéu 36g duogc

liéu/kg/ngay) trong 4 tuan lién tuc.

2. V@& tac dung diéu chinh rdi loan lipid mau ciaa cao l6ng HSN trén thuc
nghiém
* Trén mo hinh ngi sinh

- Cao léng HSN c¢6 tac dung diéu chinh rdi loan lipid méau c6 chon loc:
giam 17.79% CT, giam 12.09% TG, giam 24.26 LDL-C, tang 92.52% HDL-C
& nhom st dung HSN liéu thap (24g duoc liéu/kg/ngay) va giam 18.64% CT,
giam 12.44% TG, giam 24.26 LDL-C, tang 88.78% HDL-C & nhém st dung
HSN liéu cao gap 3 lan (72g duoc liéu/kg/ngay).
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* Trén mo6 hinh ngogi sinh:

- Cao long HSN ¢ licu twong duong lam sang lam giam r0 rét nong do
triglycerid so véi 16 mé hinh. Cao l6ng HSN & liéu cao gap 3 1am sang lam
giam rd rét ndng do triglycerid, 1am tang rd rét ndong dd6 HDL-C so véi 16 md
hinh. Khéng lam giam néng d¢6 TC va LDL-C.

- Cao léng HSN ¢ ca 2 liéu khong lam ting hoat do enzym gan AST va

ALT trong méau chuét sau khi udng lién tuc 4 tuan

3. Vé két qua diéu tri réi loan lipid mau caa cao léng HSN trén 1am sang

- Sau 30 ngay ding thuéc cao long HSN liéu 100ml/ngay c6 tac dung
diéu chinh réi loan lipid mau & nhitng bénh nhan RLLPM: Giam 16.6% TC,
giam 24.6% TG, giam 16.5% LDL-C, ting 7.3% HDL-C, giam19.6%
TC/HDL-C va giam 18.0% LDL-C/HDL-C.

- Hiéu qua diéu tri RLLPM cua cao long HSN theo tiéu chuan YHHD:
Pat két qua tot 58%, kha la 26%, khong hiéu qua 1a 10% va hiéu qua xau la
6%.

- Hiéu qua diéu tri caa cao long HSN theo thé bénh cia YHCT, nhém st
dung cao long HSN cho ty 18 bénh nhan dat hiéu qua tét va kha o thé bénh
Pam troc @ tré tot hon & thé bénh Ty than dwong hu va Can than 4m hu.
Trong d6, nhom sir dung cao long HSN dat hiéu qua tt va kha chiém 88.2%
& thé bénh Dam troc @ tré

- Sau 30 ngay sur dung thubc, cao long HSN khéng gay cac tac dung phu
trén 1am sang ciing nhu cén 1am sang nhu thay doi chirc ning hé thdng tao

mau, chtrc nang gan, than & cac bénh nhan réi loan chuyén héa lipid mau.



24

KIEN NGHI

- Tur két qua nghién ctru doc tinh cdp cho thidy LDsy = 297,9¢ dugc
lisu/kg va TI= [297,9/2] x 50] : 12 = 12,41, ching t6i dua ra kién nghi can
nghién ctru 10 thém doc do vi thudc nao?

- Puoc 1am ddc tinh ban truong dién 2, 3 thang vi bénh nhan RLLPM
thuong phai ding thudc kéo dai 1-3 thang lién tuc.

- Nghién cuu tac dung giam xo vita mach mau vai cao long HSN trén
thuc nghiém va lam sang.

- Luan &n con nhiéu han ché vé sb lugng bénh nhan nghién ctu va dia
diém nghién cau, nén tiép tuc nghién ctu trén 1am sang véi sé luong bénh
nhan 16n hon, tai nhiéu bénh vién va trén moi ving mién dé cho ra két qua
thuyét phuc hon nira.

- Nghién ctiu chuyén dang vién nang dé bénh nhan dé sir dung va thoi

han str dung kéo dai.



DANH MUC CONG TRINH NGHIEN CUU CUA TAC GIA PA CONG
BO CO LIEN QUAN PEN PE TAI LUAN AN

1. Tran Thi Hong Ng&i, Nguyén Vin Khiém, Nguyén Thi Bich Ngoc
(2016). Panh gia tac dung diéu tri rdi loan lipid mau caa cao long HSN trén
|am sang tai Bénh vién Thanh Nhan. Tap chi Y hoc thuc hanh. S 1023, tr.50-
52.

2. Tran Thi Hong Ngai, Nguyén Duy Thuan, Nguyén Thé Thinh (2017).
Nghién ctu tac dung diéu chinh réi loan chuyén hoa lipid mau trén mé hinh
noi sinh. Tap chi Y duoc ¢ truyén Viét Nam sé 10/2017, tr.30-34.



