KET QUA NGHIEN CUU BOC TiNH CAP VA BAN CAP
CUA THUOC LIPIDAN TREN THUC NGHIEM

PHAM VU KHANH, TONG THI TAM GIANG, LE THI HIEN

PAT VAN BPE

LIPIDAN 1a mét ché phdm Bong dugc, dugc hién
dai héa duéi dang vién nén. Cong thirc ciia thudc
LIPIDAN duwoc thanh |ap dwa trén co sé ly luan cla y
hoc cd truyén (YHCT). Day Ia bai thudc kinh nghiém
cta lvong y Nguyén Thién Tich, nguyén chd tich
Trung wong HGi Béng y, dwgc PGS TS BS Pham Vi
Khanh thira ké, da str dung diéu tri hdi chirng réi loan
lipid mau trong nhiéu nam cho két qua kha quan.

Sau khi nghién cu hién dai héa bai thudc duwéi
dang vién nén, ching téi tién hanh nghién ctwu trén
thue nghiém v&i muc tiéu: Nghién ciru déc tinh cdp
va ban cap cua thuéc LIPIDAN trén thuc nghlem
nhdm danh gia lai doc tinh sau khi da cai dang thudc.

DOI TWQNG VA PHWONG PHAP NGHIEN Cl'U

1. Nguyén liéu nghién ctru

Nguyén liéu nghién cru Ia thuéc dang vién nén
LIPIDAN duoc nghién ctru san xuét trén quy md pilot
tai Hoc vién Y - Duoc hoc ¢ truyén Viét Nam va Dai
hoc Dwoc Ha Noi. S6 16 san xuét: LPD15062008.

Thanh phan c4u tao cho mét vién thudc:

Tran bi 0,33g Ban haché | 0,33g
Bach linh 0,67g Hau phac 0,25¢g
Nam méc huwong | 0,42g Son tra 0,33g
Ngi gia bi 0,33g Sinh khwong | 0,08g
Xa tién tcr 0,33g Ta dwgc vd

Dang bao ché: thuéc dwgc san xuat dwédi dang
vién nén, déng lo thanh pham 50 vién/lo.

Lidu dung: 12 vién/ngay, chia 3 lan, udng truéc
bira an 20 — 30 phut.

2. Déi twong nghién ciru

2.1. Nghién ctru déc tinh cap: chudt nhat trang
Musmusculus ching Swiss, thuan ching, ca hai
gidéng duc va cai khoé manh, 6 tuan tudi, trong lvgng
20,0 + 2,0g.

2.2. Nghién ctru déc tinh ban cép: thd ching
Orytolagus Cuniculus, ca hai gibng dwc va cai khoé
manh, trong lwong 1,8- 2,5kg. TAt ca chudt, thd duoc
nudi trong phong thi nghiém vaéi cing diéu kién nhiét do,
dé am cua phong thi nghiém, thoi gian sang - t6i
12/12h, &n thic &n tdng hop, nwéc udng tw do (ad
libitum)

3. Phwong phap nghién ctru

3.1. Thir déc tinh cép

Xac dinh trén cac nhom chudt nhét trdng theo
duwdng udng, chudt nhat trdng nhin déi 16 gid, duoc
chia thanh 1216, mdi 16 10 con. Chudt dwoc cho uéng
thudc v&i cac liéu khac nhau tang dan, tiv liéu cao
nhat khong gay chét (g/kg) dén lidu thdp nhat gay
chét 100% chuét nhét tréng, trong cung mét thé tich
la 0,2ml thuéc/10g trong lugng co thé chudt, cho
uéng 3 1an trong 24 gi®v

Hoc vién YDHCT Viét Nam

Chuét dugc theo dai tinh trang chung trong subt 7
ngay va ty 1& chét trong 72 gid cla trng 16 d& xac
dinh liéu chét 50% (LD50).

3.2. Thir déc tinh bén cép

LIPIDAN da dwoc dw kién lidu didu tri s dung
trén nguwdi khi khéng xac dinh dwgrec LD50, nén chiung
t6i da ngoai suy tor lidu trén nguoi cho cac thw
nghiém déc tinh, c6 tham khao lidu chét 50% (LD50).

Thé dwoc chia ngau nhién thanh 3 16 khac nhau,
méi 16 12 con.

- L6 chirng udng nuwée loc

- L& ubng LIPIDAN liéu I: 2,4g/kg trong lugng co
thé tho/ngay (gép 10 1an lidu diéu tri)

- L& ubng LIPIDAN liéu II: 3 ,6g/kg trong lvong co
thé thd/ngay (g4p 15 1an lidu diéu tri)

Thudc vién duwoc nghlen nhd, lidu diéu tri cho tho
dugc pha trong cung mot thé tich 1a Sml/kg trong
lwgng co thé thd, lién tuc trong 42 ngay, tlen hanh
quan sat tat ca cac thd danh gia cac chi tiéu gém :

- Sinh ly - dwgc ly: tinh trang chung, hoat déng,
&n udng, trong luvong co the ghi dién tim.

- Huyét hoc: hong cau hemoglobin, bach cau,
cdng thtrc bach cau, tiéu ciu.

- Sinh héa: AST, ALT, bilirubin, ure, creatinin.

- M6 bénh hoc: vao ngay thi 42 théd dwoc phau
thuat, quan sat hinh anh dai thé gan, lach, than. Sau
d6 sinh thiét cac tang d& nghién ctu hinh anh mé
bénh hoc clia tat ca cac thé thuc nghiém (voi tat ca
cac mau).

* Thoi didm xét nghiém: I4y mau xét nghiém cac
chi sé sinh héa, huyét hoc, ghi dién tim tai 3 thdi diém:
xuét phat diém, sau 3 tuan, sau 6 tudn nghién ctu.

4. Phwong phap xtr ly s6 liéu

Theo phuwong phap thong ké sinh -y-dugc hoc béng
chuong trinh Epi-info 6.04 clia To chirc Y té thé gidi.

KET QUA

1. Déc tinh cap. Bang 1. Két qua nghién ctru doc
tinh c&p clia LIPIDAN
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Nhom | SO | Mic lisu | SO chudt theo dai trong 72h

mau (g/kg) 24h | 48h | 72h | Sodng
1 10 4,0 0 0 0 10
2 10 6,0 0 0 0 10
3 10 8,0 0 0 0 10
4 10 10,0 0 0 0 10
5 10 12,0 0 0 0 10
6 10 14,0 0 0 0 10
7 10 16,0 0 0 0 10
8 10 18,0 0 0 0 10
9 10 20,0 0 0 0 10
10 10 22,0 0 0 0 10
11 10 24,0 0 0 0 10
12 10 26,0 0 0 0 10
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_Sau khi cho chuét thi nghiém udng LIPIDAN dén murc liéu cao nhat co thé 1a 26g/kg thé trong chudt nhét
trang, tat ca chudt thi nghiém & cac 16 déu an, udng, di lai, hoat ddng binh thuwd'ng. Theo dbi sau 72 gi& khong

c6 chut thi nghiém bj chét.
2. Doc tinh ban cap

Bang 2. Anh hudng clia LIPIDAN dén trong lugng cac 16 thd trudc, trong va sau udng LIPIDAN

TLCT (kg) Chirng L6 nghién clru p
n=12 2,4g/kg/24h (n = 12) 3,6a/ka/24h (n = 12)
Thoi gian X+SD (1) X+SD (2) X+SD (3)
Trwdce thi nghiém (a) 2,08+ 0,20 2,05+ 0,27 2,02+0,14 p> 0,05
Sau 3 tuan (b) 2,16+ 0,15 2,27+ 0,12 2,25+0,12
Sau 6 tuan (c) 2,52+ 0,19 2,50+ 0,18 2,48+ 0,11
p pb-a < 0,05;pc-b < 0,05; pc-a < 0,05
Bang 3. Anh huéng clia LIPIDAN dbi véi dién tim ctia thd & dao trinh DI
Thoi didm L6 nghién ctru
Chi tiéu x&t nghiém Chiing (n = 12) 2/4g/kg/24h(n = 12) | 3,6g/kg/24h (n = 12) p
' X+SD (1) X+SD (2) X+SD (3)
Tin sb Trwéec thi nghiém (a) 224,14 + 16,04 218,02 + 14,24 221,14 + 22,18 p2-1>0,05
(chu Sau 3 tuan (b) 225,37 + 18,96 224,78 + 11,24 225,12 + 16,07 p3-1>0,05
ky/pht) Sau 6 tuan (c) 218,02 + 12,48 224,41 £ 12,92 227,23 £+ 10,62 p3-2 >0,05
p pc-a > 0,05, pb-a > 0,05; pc-b > 0,05
Trwdce thi nghiém (a) 5,08 + 0,40 547 +0,48 5,60 + 0,64 p2-1>0,05
Bién dé Sau 3 tuan (b) 4,98 +£ 0,34 5,04 + 0,66 518 +0,42 p3-1>0,05
(mV) Sau 6 tudn (c) 4,90 + 0,23 4,98+0,72 5,04 + 0,49 p3-2 >0,05
p pc-a > 0,05, pb-a > 0,05; pc-b > 0,05
Séng bat thuong Khéng | Khong | Khéng
Bang 4. Anh hudng ciia LIPIDAN ddi véi sb lwong HC, Hb, Hct thé
Thoi didm L6 nghién clru
Chi tiéu xét nghiém Ching (n=12) | 2,4g/kg/24h (n=12) | 3,6g/kg/24h (n=12) p
' X+SD (1) X+SD (2) X+SD (3)
S6 Trwée thi nghiém (a) 5,08 £ 0,24 502+0,12 5,16+ 0,48
lvongHC Sau 3 tue“an (b) 5,18 £ 0,74 5,24 £ 0,61 5,28+ 0,17 p >0,05
iT/L) Sau 6 tuan (c) 5,36 £ 0,79 541+0,26 5,24 + 0,80 ’
p pc-a > 0,05, pb-a > 0,05; pc-b > 0,05
Trwéce thi nghiém (a) 104,21+10,24 108,27 +4,,84 106,04 +8,27
Lwong Hb Sau 3 tuan (b) 102,16 + 6,21 109,42 + 4,56 107,22 + 4,02 p >0,05
(a/l) Sau 6 tuan (c) 104,21 + 6,32 104,48 + 5,73 109,17 + 6,98
pc-a > 0,05, pb-a > 0,05; pc-b > 0,05
Trwéce thi nghiém (a) 0,31+ 0,05 0,32+ 0,03 0,34 £ 0,04
o Sau 3 tuan (b) 0,36 + 0,04 0,32+ 0,06 0,31 +0,04
Het (%) Sau 6 tudn (c) 0,32+ 0,03 0,34 0,05 0,32 + 0,05 p>005
p pc-a > 0,05, pb-a > 0,05; pc-b > 0,05
Bang 5. Anh hudng clia LIPIDAN déi v&i sb lwong va ty 1& bach cau trong mau thd
Thoi dié L6 nghién ctru
Chi tieu xétor:gr:(iegr]n Ching (n=12) | 2.4g/kg/24h (n=12) | 3,6g/kg/24h (n=12) p
' X+SD (1) X+SD (2) X+SD (3)
S6 Trwéce thi nghiém (a) 7,26 + 1,04 6,80 + 1,72 6,94 + 1,26
Sau 3 tuan (b) 7,42 + 2,46 6,92 + 1,27 7,06+ 1,32
’”E"gﬂfc Sau 6 tudn (c) 7,27 £ 1,24 7,08 1,44 715% 2,12 p>005
p p > 0,05
Trwéc thi nghiém (a) 36,32+ 7,03 36,06 + 8,24 35,17 + 6,46
BCTT Sau 3 tuan (b) 37,03 + 6,68 37,26 + 6,31 36,14+ 7,09 p >0,05
(%) Sau 6 tuan (c) 37,28+ 7,27 38,06 + 4,35 37,04 + 5,40
p p>0,05
BC Trwéc thi nghiém (a) 50,86 + 4,48 52,46 + 7,27 51,47 + 6,98
lympho Sau 3 tue“an (b) 48,25 + 4,86 52,08 + 7,21 55,06 +6,84 p >0,05
(%) Sau 6 tuan (c) 53,28 + 6,22 52,68 + 9,31 48,57 £ 9.06
p p>0,05
BC Trwéce thi nghiém (a) 3,26+ 1,20 3,19+1,37 3,28+ 1,12
mono Sau 3 tue“an (b) 3,08 + 0,64 3,08 £ 0,27 3,09+0,87 p >0,05
(%) Sau 6 tuan (c) 3,24+ 0,72 3,42 +£1,03 3,29 + 0,67 ’
p pc-a > 0,05, pb-a > 0,05; pc-b > 0,05
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Bang 6. Anh hudng clia LIPIDAN dbi v&i sb lwong TC thd

S6 luongTC (GIL) L6 nghién ctru p
Chtrng (n = 12) 2,4g/kg/24h (n=12) | 3,6g/kg/24h (n=12)
Thoi gian X+SD (1) X+SD (2) X+SD (3)
Trwdc thi nghiém (a) 305,26 * 64,74 302,57+ 87,34 309,46 + 62,91 p >0,05
Sau 3 tuan (b) 312,34 + 78,92 314,02 + 86,46 302,15 +67,29 p <0,05
Sau 6 tuan (c) 307,84 + 69,25 308,37 + 64,12 303,86 + 82,0 p <0,01
p pc-a <0,05; pb-a <0,05; pc-b >0,05 -
Bang 7. Anh huwéng ciia LIPIDAN dbi véi hoat d6 enzyme AST, ALT thd
L6 nghién ctru
Chitiéu | Thoi didm xét nghiem Chitng 2":2’ kg %‘)‘h 3'?2’ kg %‘)‘h P
X+SD (1) X+SD (2) X +SD (3)
Hoat d6 Trudc thi nghiém (a) 30,48 + 14,87 40,28 + 18,27 37,97 £ 20,12
enzym AST Sau 3 tuén (b) 42,08 + 12,87 43,58 + 12,84 39,20+ 19,98 p >0,05
(i) Sau 6 tuan (c) 41,86 + 15,82 42,48 +17,37 40,24 + 18,43
p pc-a > 0,05, pb-a > 0,05; pc-b > 0,05
Hoat db Truoc thi nghiém (a) 103,46 + 16,84 108,21 + 34,46 104,53+ 24,89
enzym ALT Sau 3 tuén (b) 101,98 + 22,35 104,45 + 16,67 104,68 + 21,87 p >0,05
i) Sau 6 tuan (c) 105,38 + 12,46 105,37 + 25,67 115,43 + 21,76
p pc-a > 0,05, pb-a > 0,05; pc-b > 0,05
Ham wong Truoc thi nghiém (a) 5,08+ 0,43 5,32+ 1,18 4,97 + 1,98
Uré Sau 3 tuén (b) 523+ 1,28 509+ 1,36 5,05+ 1,86 p >0,05
(mmoliL) Sau 6 tuan (c) 5,27 +1,67 5,28+ 1,36 5,02 + 1,42
p pc-a > 0,05, pb-a > 0,05; pc-b > 0,05
. Trwdce thi nghiém (a) 61,12 + 14,23 62,26 + 5,18 60,44 + 12,49
Ham lwong X
Creatinin Sau 3 tuan (b) 62,64+ 12,51 64,50 + 6,67 62,69 + 11,32 p >0,05
(umol/L) Sau 6 tuan (c) 62,88 + 16,06 63,78 + 18,21 63,32 + 15,23
p pc-a > 0,05, pb-a > 0,05; pc-b > 0,05

Bang 8. Anh hudng clia LIPIDAN trén hinh thai mé bénh hoc clia gan thé (n = 12)

Chi tiéu danh gia L6 chiérng LIPIDAN liéu | LIPIDAN liéu II
Té bao gan binh thuéng Binh thuwdng, bao tuong thudn nhdt | Binh thudng, bao twong thuan nhat
Céu tric tiéu thuy binh thuong Céc tiéu thuy gan rd Céc tidu thuy gan ré
Céu tric khoéng cira binh thwdng binh thuwdng binh thwéng
Mach méu binh thwong Tinh mach trung tam tidu thuy xung huyét| Tinh mach trungitém tiéu thuy xung
nhe huyét nhe
Céc ton thuong khéng cé khéng co khéng co6

Két luan

Gan binh thuong

Khéng thay hinh &nh tén thuong

Khéng thay hinh &nh tén thuong

Bang 9. Anh huwéng ctia LIPIDAN trén hinh thai mé bénh hoc ctia than thd (n = 12)

Chi tiéu danh gia L6 chirng LIPIDAN liéu | LIPIDAN liéu Il
Mau séc Mau nau nhat Mau nau nhat Mau nau nhat
Céu tric vung vd Ré rang R& rang Ré rang
Cau trdc vang tay Binh thuong R& rang R& rang
Céu than Binh thuong Binh thwong, k:]()oang Bowmann | Binh thuong, k?(;)ang Bowmann
ong than Binh thuéng Céc bng than déu Céc 6ng than déu
Tén thuong Khéng cé Khéng co Khéng c6
P N LAL R M6 than binh thudrng, khéng  [Mé than binh thweng, khong thay
Ket lugn M0 than binh thuong thay hinh anh tén thwong. hinh anh tbn thuong.

Bang 10. Anh hwéng clia LIPIDAN trén hinh thdi mé bénh hoc clia lach thé (n = 12)

Chi tiéu danh gia L6 chirng LIPIDAN liéu | LIPIDAN liéu Il
) Mau sa“t; Nau dam Nau dam Nau dam
Cau truc vun%y%};);;r:mg, cac nang RG rang RG rang RG rang
Céu tric mach mau Binh thuwdng Xung huyét nhe Xung huyét nhe
Cau truc xoang Binh thuwdng Binh thudng Binh thud'ng
Céc ton thuong Khéng cé Khéng cé Khéng co

Két luan

M©& lach binh thuwdng

M® lach binh thwdng

M4 lach binh thwdng
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BAN LUAN

LIPIDAN 13 mét ché phdm Béng duwoc, dwoc hinh
thanh ttr bai thudc kinh nghiém da dwoc s dung
nhidu ndm duéi dang thude séc, cé tac dung tét trong
viéc diéu chinh cac trwerng hop rdi loan lipid mau va
khong thay c6 cac biéu hién nhiém doc déi véi ngudi
st dung.

V&i muc tiéu hién dai hoa cac ché phdm dwoc cd
truy&n, bai thuéc da duwgc nghién ctvu cai dang thanh
vién nén. Tuy da dwoc cong nhan tac dung qua qua
trinh s& dung theo phuwong phap séc truyen théng,
nhwng d& dam bao dung yéu cau cia Bo Y té va tuan
tha cac quy dinh vé& dao dirc trong nghién ctru, ching
tdi da tién hanh nghién ctru doc tinh cap va ban cép
cla thubc. Két quad nghién ctru cho thay: qua trinh
bao ché cai dang thubc khéng gay doc cho ché
phdm. Pay 13 két qua lac quan trong qué trinh nghién
ctu cdi dang thudc YHCT, két qua nay gép phan hién
dai hoa YHCT, ddng thdi mé ra hwéng tiép tuc
nghién ctru cai dang cac bai thuéc YHCT c6 tac dung
tot trong didu tri, tao didu kién dé& dang cho nguoi
bénh trong qua trinh st dung thuéc YHCT.

KET LUAN

1. Vé doc tinh cap dién

Chua xac dinh dwoc doc tinh cdp (LD50) cla
LIPIDAN dung theo dwong ubng. V&i thé tich Ion
nhét c6 thé dwa vao da day chudt nhét tréng, khong
gay chét chudt nhét trdng thuc nghiém & lidu
26,0g/kg TLCT.

2. Vé ddc tinh ban cap

Khi dung ubng trong thoi gian 42 ngay lién tuc
trén thé thyc nghiém :

- Khéng anh huédng dén sy phat trién trong
luvgng co thé

- Khénglam anh huwéng dén séng dién tim thé.

- Khéng doc voi té bao mau (so lwong hong
cau, hemoglobin, hematocrite, tidu cau, bach cau,

céng thirc bach cau).

- Khéng &nh hwdng dén chirc nang than (ham
lwgng creatinin, ure), chirc nang gan (hoat dé
enzyme AST, ALT).

- V& hinh thai m6 bénh hoc: khong gay tén
thwong mé bénh hoc clia gan, lach va than.

Nhw vay LIPIDAN an toan trén ddong vat thwc
nghiém & cac muc lidu da khao sat.

SUMMARY

LIPIDAN is a traditional Vietnamese product
modernized into tables. In order to reevaluate its
toxicity after being made, we do lots of experiments
on animal with a view to evaluating LIPIDAN acute
and sub-acute toxicity. The result is successful
because the modern manufacture  doesn'’t
contaminate the medicine.

Keywords Lipidan.
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