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ABSTRACT

Fatty oil extracted from perilla seeds contains unsaturated fatty acids linolenic acid and linoleic acid
which have good effects in lowering blood lipids. The study was conducted to determine the toxicity
of perilla seed oil as a basis for developing production of perilla seed fatty oil into a safe product,
supporting the treatment of dyslipidemia. The test results showed that the test product prepared from
fatty oil extracted from perilla seeds at a dose of 40mL/kg (Acid linoleic 58,48%, acid linolenic 19,27%)
— the highest dose that could be given to rats through a curved needle - did not show acute toxicity.
When administered in repeated dose for 28 days, perilla seed oil showed no toxicity in rabbits.
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Ngay nhan bai: 09 thang 12 nam 2021
Chinh stra ngay: 25 thang 01 ndm 2022; Ngay duyét dang: 28 thang 02 ndm 2022

TOM TAT

Dau béo chiét xuat tir hat tia t6 chira cac axit béo khong no acid linolenic va acid linoleic ¢6 tac dung
t6t trong viée ha lipid mau. Két qua thir nghiém cho thdy, san phdm thtr nghiém dugc didu ché tir dau
béo hat tia t6 véi liéu lugng 40mL/kg (Acid linoleic 58,48%, acid linolenic19,27%) - liéu cao nhét c6
thé cho chudt uéng bang kim cong dau tii - khong cho thiy doc tinh cap. Khi dung liéu 1ap lai trong
28 ngay, dau béo hat tia to khong co biéu hién dgc tinh trén tho.

Tir khéa: Poc tinh cap, doc tinh ban trudng dién, dau béo hat tia to.

1. PAT VAN DE

Rdi loan chuyén hoa lipid mau gay nguy co cao trong
viéc hinh thanh vira xo dong mach va dan dén céc tai
bién tim mach. Theo tai liéu ctia TS chic Y té thé gidi,
cac bénh tim mach 1a nguyén nhan giy tr vong hang
dau trén toan cau. Udc tinh c6 khoang 17,9 tridu nguoi
chét vi bénh tim mach mdi nam, chiém 32% téng sb ca
tir vong trén toan cau. Hon 3/4 s6 ca tir vong do bénh
tim mach dién ra & cac nudc c6 thu nhap thap va trung
binh [1]. Viéc dung lau dai cac thudc ha m& mau giy ra
nhiéu tac dung phu [2]. Tia t6 1 duoc liéu phd bién tai
Viét Nam, dau béo chiét xuét tir hat tia to c6 chira acid
linolenic va acid linoleic, da dugc ching minh ¢6 tac
dung t6t trong viéc ha lipid mau [3], [4]. Do d6 nghién
ctru duoc tién hanh nham xéac dinh doc tinh cép va doc
tinh ban trudong dién ciia diu béo cia hat tia to dé lam
co sO cho viéc dinh hudng phat trién duoc lidu tia to

*Tac gia lién h¢
Email: Duonganhtuyetdkh@gmail.com
Dién thoai: (+84) 917 623 626
https://doi.org/10.52163/yhc.v63i2.315
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thanh ché pham an toan, cung tng cho bénh nhan rdi
loan lipid mau nham kiém soat md mau, han ché tién
trién cac bién chuing cua roi loan lipid méu.

2.POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Nguyén liéu nghién ciru

Mau thir: La dau béo duogc chiét xuét tir hat tia to
(Perilla frutescens, Lamiaceae) thu hoach tai Hai
Duong (nghién ciru di chiét xudt va xac dinh ham
lwong acid linoleic chiém 58,48%, acid linolenic chiém
19,27%, hiéu suét chiét xuat dau béo tir hat tia to dat
30,1%) véi licu thiét ké cho dong vat thyc nghiém ubng
(sau day goi 1a ché pham thir).

Péng vit nghién ciru: Chudt nhit tring trudng thanh,
gidng cai; Tho (ca hai gibng, trong lwong 2.0-2.8kg)
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cung cdp boi Vién Vé sinh dich t& va trung tdm Gl-
Vién kiém nghiém ché phém thtr Trung wong; dong vat
dugc nudi on dinh voi dicu kién phong thi nghiém 5
ngay trudc khi thyc hién nghién ciru, thirc an day du,
ubng nude tu do.

Thiét bi va dung cu nghién cuu: Can ki thuat Precisa-
BJ610C, TE 412 (Sartoius), bd hoa chit phan tich huyét
hoc (URIT), bd hoa chét xét nghiém céc thong sb sinh
hoa mau: AST, ALT, cholesterol toan phan, glucose,
protein toan phan, creatinin (Teco Diagnostics).

2.2. Phwong phap nghién ciru

2.2.1. Thir déc tinh cip

Phuong phap thir doc tinh cip theo hudéng dan ciia BO Y
té két hop v6i hudng dan cia OECD va tai lidu khac [5-7]
Thiét ké thi nghiém

- Chudt dugc chia ngau nhién vao cac 16. Thir nghiém
tham do trén mot s6 chudt han ché (3 chudt/lo x 3 16)
dé x4c dinh muc lidu cao nhit c6 thé cho chudt nhit
trang uéng ma khong gay chét (X mL/kg). Thiét ké thir
nghiém v&i 16 dau udng licu t6i da khong giy chét dong
vat nao va 16 cubi udng lidu téi thiéu gay chét toan bd
dong vat. Thiét ké thir nghiém chinh thirc nhu sau:

Nhom chudt | S6 chudt thir nghiém

Thé tich udng (mL/10g)

S6 1an uéng/24h Liéu dung (mL/kg)

Miec lidu 1 10 0.2

1 X/2

Miec lidu 2 10 0.2

2 X

- Chudt nhit trang nhin an 3 gid, kiém tra can nang trudc
thir nghiém. Pua ché pham thir vao da day chudt bang
kim cong dau ti1, 2 1an ubng cach nhau it nhat 2 gio. Sau
khi udng mau thir 2 gio, chudt dugc cho an tré lai.

Theo déi, danh gid (sau 1an ubng ché phim thir cudi cung)

Theo ddi lién tuc trong 4 gid: ghi lai biéu hién bt
thudng. Trong vong 72 gio dén hét 14 ngay, ghi chép
cac thong sb:

+ Tinh trang chung cua chugt: hoat dong tu nhién, tu
thé, mau sic (miii, tai, dudi), 16ng, phan, nudc tiéu...

+ Sy tiéu thu thirc an, nudc uéng.

+ S6 dong vat chét: Xéc dinh ty 16 dong vat chét & cac
16 trong vong 72 gid dé tinh toan LD,,. Khi c6 dong vat
chét, m6 dé quan sat dai thé cic co quan phii tang, 1am
vi thé dé x4c dinh nguyén nhan.

2.2.2. Thir djc tinh bdn trwong dién

Theo huéng dan thir doc tinh liéu lap lai 28 ngay qua
duong ubng trén dong vt gam nhdm cua OECD TG-
407 va tai liéu khac [5, 6, 8].

Thiét ké thi nghiém

Tho chia ngau nhién thanh 3 nhém va thir v6i cac mirc
lidu nhu ¢ bang sau:

Lé S6 tho thi nghiém Thé tich cho udng (ml méu thir/kg tho)
Chtng 8 0,3 ml nuéce cat/kg tho
Thi nghiém 1 8 0,1 ml ché pham thi/kg tho
Thi nghiém 2 8 0,3 ml ché pham thir/kg tho

Thoé duoc nudi trong diéu kién thi nghiém nhu nhau, du
ché d6 dinh dudng; cho ubng ché pham thir hoic nudc
hang ngay vao 9 gio sang, lién tuc trong 28 ngay.

Trong subt qua trinh thir nghiém, theo ddi tinh trang
chung cua dong vat, hang tuan can dé theo ddi khoi
luong co thé dong thoi diéu chinh lugng ché pham thir
udng. Tai thoi diém két thuc (sau 28 ngdy udng ché
pham thir) va thoi gian nudi hdi phuc (néu can), liy

mau tr tinh mach tai cua tirng dong vat cho vao hai
loai 6ng nghiém riéng: dng c6 chira chat chong dong
dé 1am cac xét nghiém huyét hoc va éng khong chira
chat chong dong, ly tim iy huyét thanh dé lam céc xét
nghiém hoéa sinh. M toan bo dong vat dé quan sat dai
thé cac co quan, 1y ngau nhién 2 dong vat trong mdi 16
dé 1am tiéu ban vi thé gan va than. Qui trinh xac dinh
ddc tinh ban truong dién duge mo ta & hinh sau.
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Thich nghi Uobng nuwdc/ché pham thir hang ngay Ngimg udng thude
_.A_ A

A
f \'el

\[ \

-

Lg

I
0% T »28 Ngay
Theo doi hang ngay I
Cén hang tuan

Cén, lay mau xét nghiém,

Theo doi va danh gia

+ Tinh trang toan than: hang ngay theo dai biéu hién
cua dong vat thuc nghiém (tinh trang da, long, mit, sy
tiét dich miii, miéng, ho hip, phan, nudc tiéu...), hoat
dong tu nhién, tu thé, hanh vi, su tiéu thu thirc an, nude
uéng. Hang tudn can dong vat thyc nghiém dé theo
ddi sy thay dbi khdi lwong co thé ddng thoi didu chinh
luong ché pham thir uéng.

+ Cac thong sb huyét hoc: s luwong h(‘3ng cau, bach cau,
tiéu cau, ndng do hemoglobin, ty 1& hematocrit, thé tich
trung binh hdng ciu.

+ Cac thong s6 hoa sinh: hoat do transaminase huyét
thanh (AST, ALT), glucose, cholesterol toan phén,
protein toan phan, creatinin huyét thanh (may sinh hoa
ban tu dong TC-3300 plus - tai Pai hoc Dugc Ha Noi)

+ Pai thé co quan: M6 toan bd dong vat sau thir nghiém
va quan sat cdm quan cac co quan tim, gan, than, lach.
Can ngay khéi luong cic co quan va tinh ty 1¢ so véi
khéi luong co thé.

+ MO bénh hoc: Liy ngau nhién 2 tho ¢ ting 16 dé lam
tiéu ban vi thé gan va than, cac mau gan va thén duoc
¢d dinh bang dung dich Carnoy, vui trong parafin, cét
cac lat mong 5 - 7 um, nhuém hematoxylin — eosin

tim, gan, than, lach

va quan sat dudi kinh hién vi quang hoc dé danh gia
ciu trac hinh thai vi thé gan, than (Tiéu ban vi thé
gan, than duoc thyc hién va danh gia bdi Ths.BS.Tran
Ngoc Minh, Bé mon Giai phau bénh - Truong Dai hoc
Y Ha Noi)

Phwong phdp xie Iy s6 ligu: Két qua dugc biéu dién
dudi dang M + SE (M: gia tri trung binh ttrng 16, SE: sai
sO chudn). So sanh gi trj trung binh giita cac 16 bang
one — way ANOVA, ding Dunnett test dé so sanh gia
tri trung binh cua 16 thir so véi 16 chung.

3. KET QUA NGHIEN CUU VA BAN LUAN

3.1. Két qua thir déc tinh cap

- Két qua thir nghiém tham do: Sau 4 gio theo di lién
tuc, tit ca chudt déu khong cé biéu hién bat thuong; sau
72 gio, tit ca chudt déu con sdng va khong xuét hién
chudt chét trong vong 14 ngay sau udng ché pham thir.
Két thuc thir nghiém tham do xac dinh duoc liéu 40mL
dau béo tir hat tia to/kg chudt (1a mirc lidu cao nhat c6
thé cho udng duoc) khong giy chét chudt nhat tring.

- Két qua thir nghiém chinh thirc: Trinh bay trong
bang sau

Nhom chudt | S6 chudt thir nghiém | Thé tich uéng (mL/10g) |S6 1dn uéng/24h | Liéu ding (mL/kg) | S6 chudt chét
Miic lidu 1 10 0.2 1 20 mL/kg 0
Miic liéu 2 10 0.2 2 40 mL/kg 0

Sau khi udng ché pham thir 4 gio: 6/10 chudt & mirc liéu
2 ¢6 biéu hién tiéu chay, giam hoat dong, 4/10 khong
¢6 biéu hién bét thudng. Cac chudt phan xa tot v6i cac
kich thich, khong kho thé. Sau khi uéng ché pham thir
4—12 gio: ca 10/10 chudt & mirc lidu 2 déu bi tiéu chay,
giam hoat dong, tum lai thanh dam. Sau khi uéng ché
pham thtr 12 — 24 gio: 9/10 chudt & muec lidu 2 giam

N
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dan hién tuong tiéu chdy, hoat dong hoi phuc dan vé
binh thuong, an udng, phan xa tot, phan kho, nude tiéu
binh thudng. Con 1 chudt van con tinh trang tiéu chay,
rat it hoat dong. Sau khi uéng ché pham thir 72 gio: cac
chudt khong con biéu hién bét thuong.

100% chudt thir nghiém déu con séng sau 14 ngay
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dung ché phdm thir. Vi khong c6 chudt chét nén chwa 3.2, Két qua thir djc tinh bdn trwong dién

xac dinh duoc lidu LD,, cla dau béo tir hat tia t6. 3.2.1. Anh huong dén tinh trang toan than:

Nhu véy, ché phim thir voi liéu 40mL/kg — liéu cao  Tho ¢ céc 16 trong sudt qué trinh nghién ctiru déu an udng,
nhat ¢ thé cho chudt udng, khong thdy biéu hién doc  hoat dong binh thuong, khong co biéu hién bat thuong.
tinh cap. 3.2.2. Anh huéng dén tang truong khoi luong co thé

Bing 1. Két qud theo doi cén ning ciia Thé trong 28 ngay thir nghiém

Lo 1 (chirng) Lo 2 (0,1ml/kg) Lo 3 (0,3ml/kg)
Bit dau 2,31£0,07 2,48+0,08 2,50+0,13
Tuén 1 2,63+0,13 2,55+0,07 2,61+0,13
Tuén 2 2,71£0,10 2,75+0,06 2,69+0,12
Tuén 3 2,73+0,09 2,76+0,05 2,70+11
Tuén 4 2,66+0,13 2,75+0,05 2,7340,11

Trong sudt 28 ngay nghién ciru, can nang tho déu ting  thu tai tat ca cac thoi diém nghién ciru.
1én & ca 16 ching va 16 thir. Khong c6 khac biét vé ting

. . LR YV NS 32 3. Anh hiong thong s6 huyét hoc
tredng khoi lugng co the gitra cac 16 chimg véi céac 16

Bing 2. Cic thong sé huyét hoc ciia thé sau 28 ngay diing ché phim thiv

Théng sé huyét hoc Lé 1 (chirng) Lé 2 (0,1ml/kg) Lé 3 (0,3ml/kg)
WBC (10°L) 9,10 0,92 9,08 + 0,60 9,13+ 1,01
LYM% 3,2440,15 2,91+0.21 3,34+0,37
RBC (10'/L) 4,85 + 0,09 4,78 0,16 5,02+0,19
HGB (g/dL) 12,89+ 0,16 12,98 + 0,35 13,74 + 0,48
HCT (%) 26,93 + 0,34 26,95 + 0,79 28,46 + 0,85
MCV (fL) 55,73+ 0,90 56,86 + 0,86 56,94 + 0,66
PLT(10°/L) 147,00+ 17,09 154,75 + 18,83 157,13 £ 16,77

Tai thoi diém sau udng ché pham thir 28 ngay, khong

ché pham thir Dau béo tir hat tia t6 so v&i 16 chimg.

¢6 su khac biét vé thong sb huyét hoc giita cac 16 dung  3.2.4. Anh huong thong soé sinh héa

Bing 3. Cic thong sé héa sinh ciia thé sau 28 ngay diing ché phim thiv

Théng s6 hoa sinh Lo 1 (chirng) Lo 2 (0,1ml/kg) Lo 3 (0,3ml/kg)
Glucose (mmol/L) 7,77 £ 0,47 6,20 £0,17* 6,20 £ 0,38%*
Cholesterol (mmol/L) 2,25 +0,55 1,98 +£0,53 1,74 £ 0,39
Protein (g/L) 100,02 +4,17 94,58 +£3,13 94,45+3,14
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Sau u6ng ché pham thir 28 ngay, glucose huyét thanh  giam nhe so v&i 16 chimng.
giam khac biét so véi 16 chirng (p<0,05). Cholesterol

. N P A VSN 3.2.5. Anh huong chike nang gan, thin
va protein toan phan ¢ 16 uong Dau béo tir hat tia to déu

Bing 4. Cdc thong so thé hign chirc ning gan, thin ciia thé sau 28 ngay ding ché phim thir

Théng s héa sinh Lo 1 (chirng) Lo 2 (0,1ml/kg) Lo 3 (0,3ml/kg)
ALT (U/L) 181,56 +24,44 201,85 +21,69 210,22 +24,54
AST (U/L) 133,20 + 17,57 161,05 +18,95 160,95 +17,93
Creatinin (umol/L) 135,27 £ 12,28 122,38 +14,62 159,78 + 6,67

Sau ubng ché pham thir 28 ngay, cac thong sé AST, - Vé dai thé: Anh huong ciia ché pham Déau béo tir hat
ALT ting nhe, creatinin giam & 16 udng dau béo tir hat ~ tia to 1én sy thay doi ty 1¢ khdi lugng cac co quan so véi
tia to lidu 0,1ml/kg va tang nhe & 16 0,3ml/kg. khéi lugng co thé dugc trinh bay ¢ bang sau:

3.2.6. Thay déi vé mé bénh hoc trén thé

Bing 5. Ty Ié khoi lwong cdc co quan so véi khéi lwong co thé ciia thé sau 28 ngay ding ché phim thi

Tim (%) Gan (%) Thén (%) Lach (%) Phéi (%)

L6 1 (chimg) 0,3040,03 3,0740,59 0,5620,05 0,05+0,01 0,15+0,03

L6 2 (0,1ml/kg) 0,310,01 3,3340,26 0,56+0,02 0,05+0,01 0,1440,03
L6 3 (0,3ml/kg) 0,3120,01 3,4140,16 0,55+0,03 0,05+0,01 0,100,04

Tai thoi diém sau khi dung lidu lap lai 28 ngay, ty - Vé vi thé (mdu gan, thin dwoc xi Iy va va quan sat

1¢ khéi lugng cac co quan tim, gan, than, phdi, lach,
thuong than/khéi lugng co thé cua cac dong vat & cac
16 ding ché pham thir va 16 chimng nhin chung khong c6
su khac biét.

e

duwdi kinh hién vi quang hoc dg phong dai 250)

Hinh anh c4u trac vi thé gan cua dai dién cac 16 dugc
thé hién trong hinh 1, 2, 3

* L] o o L L 00 e

Hinh 1. Anh va moé td trén cac manh  Hinh 2. Anh va mo td trén cac manh  Hinh 3. Anh va mo ta trén cac mdnh

cdt tir mé gan 16 chirng

O tat ca cac hinh anh quan sat dwoc: cdu triic gan
khong bi x6a, nhan rd cac tiéu thuy, tinh mach trung
tam, khoang cira, cac bé gan xap xép huéng xuyén tam.
Céc té bao gan c6 hinh thai trong gidi han binh thudng,
khong c6 nhan 16n bat thuong, khong hoai tir. Mot s it

) 180

cdt tiv mé gan (liéu 0,1ml/kg)

cdt tiv mé gan 16 3 (liéu 0,3ml/kg)

té bao gan thoai hoa nhe (thoai hoa nudc, thoai hda hat).
Mb gan khong thdy xam nhép té bao viém. Khoang cira
khong tang sinh xo, khong xdm nhdp viém. M6 gan
khong ton thuong & ca 3 tiéu ban vi thé.
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Hinh anh céu trac vi thé than cua dai dién cac 16 dugc thé hién trong hinh 4,5,6

il RN 25 Bl

cit tiv mé thén 16 chitng

O tit ca hinh anh quan sat duoc: cAu tric than nhan rd
cac don vi than. Cac ciu than co hinh thai trong giGi
han binh thuong, khéng thay ting sinh cuén mao mach
cau than, mang day khong day, khoang Bowman 10,
khong bi hep. Cac dng than ¢6 hinh thai binh thuong. Té
bao 6ng than khong hoai tir. M6 k& khong tang sinh xo,
khéng xam nhap viém. Céc té bao ong than khong lang
dong glycogen, mang day 6ng than khong day. Két luan:
M than khong thay ton thuong & ca 3 tiéu ban vi thé.

Nhu vay, ché pham Dau béo tir hat tia to khong thé hién
cac diu hiéu cia doc tinh khi dung lidu lip lai 28 ngay
trén tho véi cac mure lidu thir 0,1 ml/kg/ngay (liéu twong
duong liéu thé hién tac dung dugc 1y) va 0,3ml/kg/ngay.

Do d6 0,3ml/kg duoc coi 1a mic liéu khéng quan sat
thy cac tac dung khong mong mubn lién quan dén viée
ding ché pham dau béo tir hat tia t6. Tiéu ban vi thé
gan, than cho thiy, sau 28 ngay dung ché pham thur
lién tuc, cdu trac vi thé gan va than tho ¢ cac 16 dung
ché pham thir nhin chung déu khong khéc biét so véi 16
chirng tuong Gng.

Nghién ctru doc tinh cip va doc tinh ban truong din coa
dau hat Tia t6 trén loai gam nham va cho ciia Hui-Xing
Zang va cong sy ciing cho két qua twong ty [9] hay mot
nghién ctru khac ciia Zhenhua Yang ciing khong thay
biéu hién doc tinh trén ché cua dau hat tia t6 [10].

4. KET LUAN

Ché pham thir voi lidu 40mL/kg — lidu cao nhét c6 thé
cho chudt udng qua kim cong dau ti, khong thiy biéu
hién doc tinh cap. Khi ding liéu lip lai 28 ngay vai lidu
0,3 ml/kg, dau béo tir hat tia to khong thé hién doc tinh
trén Tho.

TAI LIEU THAM KHAO

cit tiv mé thin 16 1 (0,1ml/kg)

(1]

(2]

(3]

Hinh 4. Anh va mé td trén cic manh  Hinh 5. Anh va mé ta trén cac manh  Hinh 6. Anh va mé ta trén cdc manh

cdt tiv mé thin 16 3 (0,3ml/kg)
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