ANH HUGNG CUA THUGC LIPIDAN BEN QUA TRINH SINH SAN PHAT TRIEN
VA CHAT LIEU DI TRUYEN TREN THUC NGHIEM

DAT VAN BE

LIPIDAN la vién nén Déng duoc cé tac dung diéu tri
héi chirng rdi loan lipid mau. Thubc da dwoc nghién ctru
danh gia doc tinh cap va ban cép trén thuc nghiém. Két
qua: qué trinh bao ché khéng gay doc cho ché pham.
Tuy nhién, viéc diéu tri hdi chirng rdi loan lipid mau trén
lam sang thwong tién hanh trong mot thoi gian tuong
déi dai. Vi vay, d& danh gia doc tinh truong dién cua
thudc, chung toi tiép tuc nghién clru dé tai nay véi muc
tiéu: Nghién ctru anh hu’crng cua LIPIDAN dén qué
trinh sinh san, phat trién va chat liéu di truyén trén
thwe nghiém.

NGUYEN LIEU, BOI TWONG VA PHUONG PHAP
NGHIEN c(ru

1.  Nguyén liéu nghién clru

Nguyén liéu nghién ctu la thuéc dang vién nén
LIPIDAN dwgc nghién ctru sdn xuét trén quy mo pilot tai
Hoc vién Y - Duoc hoc cb truyén Viet Nam va Dai hoc
Dwoc Ha Nai. S6 16 san xuét: LPD15062008.

Thanh phan ciu tao cho mét vién thuéc:

Tran bi 0,33g Banhaché 0,33g
Bach linh 0,67g Hauphac 0,25¢g
Nam méc hvong  0,42g Sontra 0,33g
Ngi gia bi 0,33g Sinh khwong 0,08g
Xa tién tcr 0,33g Taduwoc vd

Dang bao ché: thubéc dwoc san xuat dwdi dang vién
nén, déng lo thanh phdm 50 vién/lo.

Liéu dung: 12 vién/ngay, chia 3 1an, ubng trwéc bira
an 20 — 30 phut.

2. Do6i twong nghién ciru

Chuét nhét trdng Mus musculus L. 500 con, dong
Swiss, trong lwgng tir 20 - 25g, khoé manh, dua tiéu
chuén thi nghiém do Trung tdm nghién ctru (rng dung y
sinh dwoc, Hoc vién Quan y cung cap.

3. Phwong phap nghién ciru

Ding LIPIDAN cho chuét nhét tring thi _nghiém uong
qua kim cong tay dau, mdi con chuét nhét trdng ubng

PHAM VU KHANH - Hoc vién YDHCT Viét Nam
VU MANH HUNG - Hoc vién Quén y

v6i thé tich glong nhau la 0,2ml/10 gam tinh theo trong
lwgng co the (TLCT). Chung toi d& s dung murc liéu
cho chuét nhét trdng 1a 2,40g/kgTLCT/24h ngoai suy
dwa trén cac s liéu da nghién ctru LDso, liéu nghién ctru
ban trwdng dién trén dong vat thi nghiém va lidu d6 da
st dung cho ngu’c‘yi.

3.1 Nghién ctru dnh hu’crng cua LIPIDAN déi véi
qud trinh sinh san va phat trién & chudt nhat tring

Tién hanh nghién clru trén ba thé hé chuodt nhat
trang P, F1, Fa.

Céc chi tiéu danh gia:

- Ty lé chuét nhat trdng thu thai (tinh bang %) so
v6i téng sb.

- S6 thai ctia m6i chudt me co chira da dwoc phau
tich (autopsy).

- Sb thai chét (som/mudn), s thai di tat (néu co).

- S chuét nhat tréng con trung binh trong mét Ira
dé.

- Trong lwong trung binh mét con (tinh béng gam).

- 8é ngay trung binh can thiét nuoi @& dat TLCT la
20g +0,2g, ddi vaicacthé hé P, F, Fa.

- Céc loai dj tat bAm sinh quan sat duoc.

3.2Nghién ciru anh hwéng caa LIPIDAN dén chét
liéu di truyén trén thurc nghiém.

Trwédc thi nghiém: 30 chudt thi nghiém dwoc cho
ubng LIPIDAN trong th&i gian 30 ngay.

Chuét nhat trdng duoc chia lam cac 16: méi 16 5-6
chuét dwc va 5-6 chubt cai.

Céc chi tiéu danh gia:

1. Ty 1& hdng cadu da sac/hdng ciu don sic
(PCE:NCE)/1000 té bao/ chuét

2. Ty sb (tinh bang %) vi nhan trén té bao hdng cau
da sac (MN/PCE)

4. The&i gian nghién clru: nam 2009

5. Dia diém nghién ctru: B6 mén Duoc ly, Hoc
vién Quany.

~ KET QUA o
1. Anh hwéng cia LIPIDAN dén qua trinh sinh san trén chuét nhat trang
Bang 1. Anh huéng clia LIPIDAN dén qua trinh phat trién cla thé hé P

L& nghién ctru (n 12 s6 CNT céi) So sanh
Chi tiéu NC L6 ching Lol Lo Lol (Ic) (ll-c) Il-
n =30 n =30 n=30 n=30 P P p(ll-c)
S6 CNT thu thai 25/30 24/30 24/30 25/30 > 0,05 > 0,05 > (0,05
Sé thai/ CNT me | 10,40+ 1,10 12,00+ 1,20 13,00 £ 1,20 11,20+ 1,10 > 0,05 > 0,05 > 0,05
Sé thai chét 0/0/0 0/0/0 0/0/0 0/0/0 - - -
som/ mudn /di tat
S6 CNT cai dé 20 19 20 > 0,05 > 005 > 0,05
TLTB (CNT con) 2,42+ 0,21 2,38+0,12 2,35+ 0,17 2,34+ 0,09 > 0,05 > 0,05 > 0,05
Séngay dé CNT | 32,04+ 2,38 33,02+2,12 32,18 £2,04 33,36 + 2,04 > 0,05 > 0,05 > 0,05
con dat 20g
S6 CNT con cé 0 0 0 - - -
di tat bAm sinh
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OthéheP:

-Ty I CNT cai thu thai clia cac 16 ubng LIPIDAN so v&i 16 chirng khac nhau khdng c6 y nghia théng ké (p>0,05).

-S4 bao thai trung binh clia méi CNT & thé hé P gilra cac 16 thir - chirng khac nhau khéng c6 y nghia théng ké
(p>0,05) ,

-Trong lweng trung binh clia CNT so' sinh khac nhau khéng cé y nghia thong ké (p>0,05) gitra 16 chirng v&i cac
16 thr.

-Sb ngay trung binh cAn nudi d& CNT con dat TLTB 20g cuta cac 16 khac nhau khéng c6 y nghia théng ké
(p>0,05). . i

-Khéng thay co thai chét sém/ mudn.

-S0 CNT sinh ra khdong phat hién théy di tat bam sinh .

Bang 2. Anh huwéng clia LIPIDAN dén qua trinh phat trién cda thé hé F4

L6 nghién ctru (n 1a s6 CNT cai) So sanh
Chitiéu NC L6 chirng Lol Lol Lol
n =30 n =30 n=30 n =30 pl-c) | pllc) | plilc)
S46 CNT thu thai 2430 25/30 24/30 26/30 > 0,05 >0,05 > 0,05
Sé thai/l CNT me | 12,30 + 1,20 13,10+ 1,10 12,20+ 1,40 11,30+ 1,60 > 0,05 >0,05 > 0,05
Sé thai chét 0/0/0 0/0/0 0/0/0 0/0/0
som/mudn/ di tat
S6 CNT cai dé 19 19 18 19 > (0,05 > 005 > (0,05
TLTB (CNT con) | 2,24+0,24 2,28+0,14 2,34+ 0,16 2,25+0,18 > 0,05 >0,05 > 0,05
Séngay d8 CNT | 32,84 +2,10 32,12 +2,30 33,48+2,24 32,08 + 2,40 > 0,05 >0,05 > 0,05
con dat 20g
S6 CNT con cé di 0 0 0 0 - - -
tat bAm sinh
O thé hé Fq:

-Ty 1€ CNT cai co thai cla cac 16 ubng LIPIDAN so v&i 16 chirng khac nhau khong cé y nghia thépg ké (p>0,05).

-S4 bao thai TB ctia méi CNT me so sanh giira cac 16 thir - chirng khac nhau khéng cé y nghia théng ké (p>0,05)

-Trong lwong trung binh cla CNT so' sinh gilra 16 chirng va céac 16 thtr khac nhau khéng cé y nghia thong ké
(>0,05). ‘ ,

-Sé ngay trung binh cAn nudi d& CNT con dat TLTB 20g cta cac 16 khac nhau khéng c6 y nghia théng ké
(p>005). , , ,

-Khéng thay co thai chét sém/ mudn. S6 CNT sinh ra khong phat hién thay di tat bam sinh.

Bang 3. Anh huéng cua LIPIDAN dén qué trinh phat trién cla thé hé F

L6 nghién ctru (n 1a s6 CNT céi) Sosanh
Chi tiéu NC L6 chung Y Lol o1l p(c) | plic) | p(li<)
n =30 n =30 n =30 n =30
S6 CNT thy thai 26/30 25/30 26/30 25/30 > 0,05 > 0,05 > 0,05
Sé thai/ CNT me 12,40+ 1,40 13,40+2,70| 12,60+1,40 | 14,08+220 | >0,05 > 0,05 > 0,05
Sé thai chét sém/ muén/ di 0/0/0 0/0/0 0/0/0 0/0/0 - - -
tat
S6 CNT cai dé 21 20 19 18 > 0,05 > 005 > 0,05
TLTB (CNT con) 248+0,12 | 2,52+ 0,22 2,44 + 0,26 2,44 + 0,26 > 0,05 > 0,05 > 0,05
Sb ngay d& CNT con dat 20g | 32,60 + 3,00 | 33,28 +2,40 | 32,12+2,32 | 34,08+2,34 | >0,05 > 0,05 > 0,05
S5 CNT con c¢6 di tat bdm 0 0 0 0 - - -
sinh
O'thé hé Fy: Bang 4. Ty lé héng cAu da séc: hdong cau don séc

- Ty & CNT cai cé thai cla cac 16 ubng LIPIDAN  (PCE:NCE)/1000 té bao/ CNT va ty I&é % vi nhan trén té
so voi 16 chirng khac nhau khéng c6 y nghia thong ké (p  bao hong cau da sac (MN/PCE)
> 0,05).

- Sbé bao thai TB clia méi CNT me so sanh gitra
céc 16 thir - chirng khac nhau khong ¢6 y nghia thong ké

Lo | o771 | pcE | NCE | PCE:NCE | PCE [ MmN | PMN
chirng tong (%)

(p > 0,05) cai 1 700 | 450 1,56 700 | 7 1,0
- Trong lwgng trung binh ciia CNT so sinh gilra 16 gg: § ggg j?g 12? 1888 1(1) 1(1)
Eguzng;gaocss;c 16 thtr khac nhau khéng cé y nghia thong ai 4 1650 210 186 1000] 9 | 0.9
p=09). N A a: 2 cai 5 | 600 | 350 1,71 1000 | 8 0,8
- S0 ngay trung binh can nudi d& CNT con dat
TLTB 20g clia cac 16 khac nhau khong c6 ¥ nghia théng  [—awe | 6 | 700 1390 179 | 700 | 8 | 1.14
ké (p > 0,05) duc 7 | 567 | 442 1,28 750 | 11 | 1,47
P ) & .k , duc | 8 | 652|377 | 1,73 | 750 | 9 | 1,2
- Khong thay coé thai chét sém/ mudn. SO CNT sinh
. oy pin A a2 . duc 9 | 676 | 388 1,74 750 | 8 | 1,01
ra khéng phat hién thay di tat bam sinh.
2. K&t qua nghién civu vé chat ligu di truyén (MN-  |-9uc 1 10 | 063 | 414 | 1.60 1750 | 8 | 101
’ ¥ duc 11 | 579 | 460 1,26 750 | 9 1,2

test)
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L61| STT| PCE | NCE | PCE:NCE | PCE | mn | PMN
tong (%)
ca | 1 | 1000] 760 | 132 | 1000] 9 | 09
cai | 2 1000 752 | 1.33 | 1000 | 10 | 1.0
cai | 3 |1000] 635 | 157 | 1000 12 | 1.2
cai | 4 |1000] 822 | 122 |1000] 18 | 18
cai | 5 1000 727 | 138 | 1000 | 11 | 1.4
dwc | 7 |1000] 676 | 148 |1000| 9 | 0.9
duc| 8 |1000] 805 | 1.24 | 1000 | 11 | 11
duc| 9 |1000] 776 | 129 1000 ] 10 | 1.0
duc | 10 | 1000 707 | 141 | 1000 | 12 | 1.2
duc | 11 |1000] 617 | 1.62 | 1000 | 11 | 1.1
duc | 12 | 1000] 640 | 156 | 1000 | 15 | 1.5
L62|sTT | PcE | NCE | PcE:NCE | PCE | un | PMN
tong (%)
duc| 1 | 682 | 462 | 148 | 1000 11 | 1.1
duc| 2 | 794 | 567 | 140 | 1000] 10 | 1.0
duc| 3 | 590 | 355 | 166 | 1000 ] 15 | 1.5
duc | 4 | 693 | 465 | 149 | 1000 ] 16 | 1.6
duc| 5 | 527 | 423 | 125 | 750 | 12 | 1.6
cai | 6 | 524 | 489 | 1,07 | 1000 11 | 1.4
cai | 7 | 647 | 533 | 121 1000 | 12 | 1.2
cai | 8 | 709 | 402 | 176 | 1000 10 | 1.0
cai | 9 | 850 | 460 | 185 | 850 | 12 | 1.41
cai | 10 | 800 | 450 | 1.78 | 800 | 10 | 1.25
cai | 11 | 691 | 400 | 1.73 | 1300 15 | 1.15
Téng hop két qua :
_ Tongsd | S6 Ty 16(%)
PCENCE | "pee ™ | MN | MNIPCE
6 | 155:019| 9150 | 98 | 1.07+0.18
chirng
61 | 1402044 | 11000 | 128 | 116027
(62 | 152:027 | 10700 | 134 | 126023
p C-1>0.05 C-1>0,05
C-2 5005 C-20.05
1-2 50,05 1-2 0,05
Nhan xét:

Ty 1& héng cAu non da séc (PCE)/ héng cAu trwéng
thanh don sac (NCE) trong ty xwong chuét gidm khong
¢6 y nghia théng keé gitra cac nhém chuét udng thube va
chudt khong ubng thube. Diéu d6 chirng té thube khong
gay déc tinh dbi voi tdy xwong trong chirc néng phéan
chia té bao mau tao hong cau.

Ty I& vi nhan trén t& bao héng ciu non - da séc cla
cac nhém uébng thuéc LIPIDAN so v&i nhém ching
khong uéng thudc khac nhau khong cé y nghia théng ké
(p>0,05).

BAN LUAN

LIPIDAN Ia mot ché phdm dwoc tao ra tir cac loai
théo duoc trong nuéc cd tac dung diéu tri hoi ching réi
loan lipid mau. Cong thirc bal thuéc dwoc thanh lap theo
Iy luan co ban clia y hoc cb truyen (YHCT) Dé dam bao
réng thubc khong gay doc dbéi voi qua trinh sinh san,
phat trién va di truyén, ching t6i tién hanh thwc hign
nghién clru trén ba thé hé chuét nhat trdng. Két qua
nghién ctru cho thay: thubc khéng gay doc véi chét ligu
di truydn & mirc lidu da khao sat. LIPIDAN an toan &
murc lidu da stir dung.

Véi két qua trén, cé thd noi st dung LIPIDAN dé

diéu tri hdi chirng réi loan lipid mau trong thei gian dai la
twong dbi an toan. Piéu nay tao tm ly yén tam cho
nguwdi bénh vi qua trinh diéu tri hdi chieng rdi loan lipid
mau thuwdng duoc thwe hién trong thoi gian dai.

KET LUAN

1. Anh hudéng cua LIPIDAN dén sw sinh san, phéat
trién trén ba thé hé chudt nhét tréng (P, F1 va F):

- Thubc khéng anh hwéng t&i kha ndng thu thai, s6
thai trung binh & méi chuét me, s chuét con dwoc sinh
ra & méi lira, trong lwong trung binh cla chudt con méi
sinh.

- Khong phat hign thay thai chét sém, chét muén,
di tat bdm sinh & cac chuot nhét trdng con dwoc sinh ra.

2. Anh hwéng ciaa LIPIDAN trén chét liéu di truyen

- Chua thay anh huéng den chét lieu di truyén trén
test vi nhan & t& bao hdng cau tly xwong chudt nhat
tréng.

- Khéng thay céc réi loan va bat thuéng cia chét
liéu di truyén.

Nhw vay LIPIDAN khéng gay doc véi chét ligu di
truyén & muc liéu da khao sat. LIPIDAN an toan & muc
lidu da st dung.

SUMMARY

Lipidan is one sort of herbal tablet which has effect in
the treatment of lipid metabolism disorders. Drugs have
been studied in order to assess the acute and sub-acute
toxicity through the experiment upon animals. Because
the treatment of lipid metabolism disorders clinically
takes quite a long time, so we continued research to
evaluate chronic toxicity of the drug on three generations
of white mice. Our results showed that: Drugs were not
toxic to genetic materials in the dose surveyed. LIPIDAN
was safe at doses used.
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