TAP CHi NGHIEN CU’U Y HOC

NGHIEN ClrU bOC TiNH CAP VA BAN TRUONG DIEN CUA
DUNG DICH UONG EATWELLB TREN DONG VAT THUWC NGHIEM

Tran Thanh Tung*’, Nguyén Thi Thanh Loan
Trwong Pai hoc Y Ha Noi

Nghién ctru dwoc thue hién nhdm dénh gié déc tinh cdp va bén truong dién theo duong uéng cta dung
dich EATWELLB trén déng vét thuc nghiém. Nghién ctru déc tinh cdp duoc tién hanh trén chudt nhét trdng
ching Swiss theo duwong udng va xac dinh liéu géy chét 50% chudt (lethal dose, LD,,) theo phuong phap
Litchfied-Wilcoxon. Nghién ctru déc tinh ban trudong dién tién hanh theo huéng dan cta T chirc Y té Thé
gi6i. Chuét cong tréng ching Wistar dwoc uéng EATWELLB liéu 1,8 mL/kg va 5,4 ml/kg trong 4 tuén lién
tuc. Két qué nghién ctu déc tinh cép cho thdy EATWELLB liéu 75mL dung dich gbc/kg khéng géy biéu
hién déc tinh cdp. Nhw véy, liéu dung nap téi da cia EATWELLB cao gép 20,8 lan liéu dung dw kién trén
nguoi khéng gdy déc tinh cép. Chuwa xéc dinh dwoc LD, trén chudt nhét tréng cta dung dich EATWELLB
theo duong uéng. Két qué nghién ctru déc tinh bén truong dién cho thay tinh trang chung, céc chi sé
huyét hoc, chirc ndng gan, than va hinh thai vi thé gan, than khéng cé sw khéc biét so véi 16 chimg sinh
hoc va so sénh véi thoi diém truée khi dung thuée thi. Nhw vay, dung dich EATWELLB lidu 1,8 mlL/kg

va 5,4 mlL/kg udng trong 4 tudn lién tuc khéng gdy doc tinh ban truong dién trén déng vat thuc nghiém.

T khéa: EATWELLB, doc tinh cép, doc tinh ban trwong dién, dong vat thwe nghiém.

I. DAT VAN DE

Chan an duwogc dinh nghia la mét trang thai
khoéng c6 cam giac thém &n, mét réi loan an
ubng ma lwong thirc &n dwa vao it hon dang
k& so v&i nhu cau co thé. Vi vay, chan &n co
thé dan dén tinh trang suy kiét khién bénh nhan
dé gdp nhitng van dé vé sirc khde.! L-lysin,
fibregum B, beta glucan déu da dwoc chirng
minh c6 tac dung kich thich an ngon theo cac
co ché khac nhau gdm &nh huéng dén qué trinh
chuyén hoa, tac dong dén hé vi khudn duong
ruét.2® San pham nghién ciru EATWELLB c6
chra thanh phan L-Lysin, fibregum B, beta
glucan, mot sé enzym va vitamin dwoc bao ché
dudi dang dung dich uédng nham muc dich hé
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tro diéu tri chan &n & nguwoi 16N va tré em. Hién
nay, trwdc khi tién hanh thtr nghiém san pham
mai trén ngwdi nhét thiét phai cé cac nghién
clru khéng dinh dwoc tinh an toan va hiéu qua
trén dong vat thwc nghiém. Cac nghién ctru
doc tinh bao gébm ddc tinh cép, doc tinh trwéong
dién, doc tinh ban trwdng dién, doc tinh tai chd,
doc tinh trén sinh san va phat trién, doc tinh
sinh ung thw...

Trong d6, nghién clru doc tinh cap va déc
tinh ban trwéng dién dong vai trd quan trong.*
Cac thanh phan c6 trong ché phdm EATWELLB
da dwoc chirng minh tinh an toan va hiéu qua
gilp an ngon khi s dung, tuy nhién dén nay
chwa cé nghién clru ndo danh gia doc tinh cap
va ban trudng dién khi phdi hop cac thanh phan
trén trong ché phdm EATWELLB trén dong vat
thwc nghiém. Nhadm xac dinh tinh an toan cla
EATWELLB, nghién cru nay dwogc thyc hién
véi muc tiéu: Panh gia déc tinh cap va ban
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trwong dién theo duwong udng cla dung dich
EATWELLB trén dong vat thwc nghiém.

Il. POl TUONG VA PHUONG PHAP
1. Péi twong

San pham nghién cteu

S&n pham nghién ctru dung dich EATWELLB
¢6 thanh phan gém L-Lysin hydroclorid (twong
dwong 200mg Lysin) 250mg; Fibregum B (chat
xo hoa tan) 100mg; Immunhightech (chira Beta
glucan = 5%) 50mg; Digezym (twong duong
amylase (24.000 DU/g) 960DU, protease (6000
PC/g) 240PC, lactase (4000 ALU/g) 160ALU,
lipase (200 FIP/g) 8FIP, cellulase (1100 CU/qg)
44CU) 40mg; Magnesi lactat (twong dwong
v&i 3,56mg Magnesi) 30mg; Papain 50000 U/g
(twong dwong v&i 1000U) 20mg; Kém gluconat
(twong duwong 1,42mg kém) 10mg; Vitamin B1
(thiamin mononitrat) 1mg; Vitamin B6 (pyridoxin
hydroclorid) 1mg va té4 dwgc vira dd 5ml. San
ph&m nghién ctru dat tiéu chuén co sé vai sb 16
san xuat 930923 va han dung 10/09/2026. Liéu
dung dv kién trén nguwoi 1a 15 mL/ngay.

Hod chat va mdy méc phuc vu nghién
clru

Kit dinh lwgng cac enzym va chat chuyén hoa
trong mau gébm ALT (alanin aminotransferase),
AST (aspartat aminotransferase), bilirubin toan
phan, albumin, cholesterol, creatinin va glucose
cla hang Hospitex Diagnostics (ltaly) va hang
DIALAB GmbH (Ao), dinh lwong trén may
Screen master clia hang Hospitex Diagnostics
(Italy). Dung dich xét nghiém mau dung dinh
lwong trén may phan tich huyét hoc tw déng
Horiba ABX Micros ES 60 (Horiba Medical,
Phap). Cac hoa chat xét nghiém va lam tiéu
ban mo bénh hoc.

Doéng vét thwere nghiém

Chuét nhét trdng chiing Swiss, ca hai giéng
khoé manh, trong lwong 20 + 2g. Chudt cong
trdng ching Wistar, ca hai giéng, khée manh,

trong lwvong 180 + 20g. Chudt dwoc nudi 7
ngay trudc khi nghién ctu va trong subt thoi
gian nghién ctu voi diéu kién nhiét do duy tri
25 + 1°C, d6 4m khong khi va anh sang thich
hop tai phong thi nghiém cia B6 mén Dwoc
ly, Trwdng Dai hoc Y Ha N6i. Chubt dwgc nubi
béng thirc &n tiéu chudn va uéng nwéc ty do
theo nhu cau.
2. Phwong phap

DPdnh gid déc tinh cap cua dung dich
EATWELLB

Nghién ctru déc tinh cép ctia EATWELLB
duwoc tién hanh trén chudt nhat trdng theo
duong udng va xac dinh liéu gay chét 50%
chudt (lethal dose, LD,) theo phwong phap
Litchfied-Wilcoxon.®

Chuét nhét trdng nhin déi qua dém, dwoc
chia thanh céc 16 khac nhau, méi 16 10 con. Cho
chuét uéng thudc thir véi liéu tang dan dé xac
dinh lidu thap nhét gay chét 100% chuét va liéu
cao nhét khéng gay chét chudt (gay chét 0%
chuét). Theo ddi tinh trang chung cla chudt,
qua trinh dién bién bat dau c6 dau hiéu nhiém
doéc (nhw nén, co giat, kich dong, bai tiét...) va
sb lwong chudt chét trong vong 72 gid sau khi
udng thubc thir. T4t ca chudt chét dwoc mo dé
danh gia ton thwong dai thé. Twr d6, xay dung
db thi tuyén tinh dé xac dinh LD, clia thudc thi.
Sau d6 tiép tuc theo déi tinh trang cla chudt
dén hét ngay th 14 sau khi uéng san pham
ther.

Danh gia déc tinh ban trwong dién cua
dung dich EATWELLB

Nghién ctu ddc tinh ban trwéng dién cla
EATWELLB duoc tién hanh theo Hwéng dan
ctia T chire Y té& Thé gisi.”

Chuét cbng trdng, ca hai gibng, duwoc chia
lam 316, m&i 16 10 con gdém:

- L6 1 (chirng sinh hoc): ubdng dung méi pha
thudc 10 mL/kg/ngay.

- L6 tri 1: ubng dung dich EATWELLB liéu
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1,8 mL/kg (liéu twong duong liéu duw kién dung
trén nguoi, tinh theo hé sé 6).

- L6 tri 2: ubng dung dich EATWELLB liéu
5,4 mL/kg (liéu gap 3 lan liéu tvong duong liéu
dw kién dung trén nguoi, tinh theo hé sé 6).

Chuét cbng trdng dwoc ubng nwéc cat hodc
san phadm th trong 4 tuan lién tuc, mdi ngay
mot 1an vao budi sang.

Céc chi tiéu theo déi trudc va trong qua
trinh nghién ctru bao gém: Tinh trang chung,
can nang cla chudt; danh gia chirc phan tao
mau thdng qua sb lwong héng cau, thé tich
trung binh hdng cau, ham lwong hemoglobin,
hematocrit, s6 lwong bach cau, coéng thic
bach cau va sé lvong tidu cau; danh gia chirc
nang gan théng qua dinh lwgng mot s6 enzym
va chét chuyén hoa trong mau gdm ALT, AST,
bilirubin toan phan, protein va cholesterol; danh
gia chirc nang loc ctia than théng qua dinh Iw-
ong ndéng dod creatinin huyét thanh. Cac théng
sb theo ddéi dwoc kiém tra vao trudce lic ubng
thudc thr, sau 2 tuan ubng thubc thiy, va sau 4
tuan uéng thudc thir. M6 bénh hoc dwoc danh
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gia sau 4 tuan. Chudt dwoc md dé quan sat dai
thé toan bd cac co quan. Kiém tra ngdu nhién
cAu truc vi thé gan, than cta 30% sé chudt &
méi 16. Cac xét nghiém vi thé dwoc thuc hién
tai Khoa Giai phAu bénh, Bénh vién da khoa
DPlc Giang (do TS. Dwong Héng Quan doc két
qua vi thé).

X ly sé liéu

Céac sb lieu nghién ctru duwoc xi ly thdng ké
theo phwong phap t-test Student va test trwére-
sau. Sé lieu duwoc biéu dién dwéi dang x + SD.
Sy khac biét c6 y nghia khi p < 0,05.
Ill. KET QUA
1. Két qua nghién ctru doc tinh cap

Chuét nhédt trdng dwoc ubng dung dich
EATWELLB tir liéu thdp nhat dén liéu cao nhét.
L6 chuét da ubng dén liéu 0,25 mL/10 g, 3
lan trong 24 gi&r dung dich gbc. Theo dbi thay
EATWELLB & cac muc liéu khong xuét hién
triéu chirng bat thwong nao trong 72 gi® sau
udng thubc thr.

Bang 1. Két qua nghién ctru doc tinh cap theo liéu cua dung dich ubng EATWELLB

L6 chust N Ché do liéu S6 |qu9 D4u hiéu bat

) (mL dung dich EATWELLB/kg) chuét chet thwong khac
L6 1 10 30 mL/kg 0 Khoéng
L6 2 10 45 mL/kg 0 Khong
L6 3 10 60 mL/kg 0 Khong
Lo 4 10 75 mL/kg 0 Khong

Két qua Bang 1 cho thay: cac 16 chuot udng
liéu tr 30 mL dung dich gbc/kg dén liéu téi da
75 mL dung dich dam dac/kg khéng cé biéu
hién déc tinh clp. Liéu dung nap tbi da cla
EATWELLB dén liéu 75mL dung dich gbc/kg
trén chudt nhét (cao gép 20,8 lan liéu dung dw
kién trén ngwoi) khong gay biéu hién doc tinh
cap. Két qua nay cho thdy EATWELLB c6 do
an toan cao.

2. Két qua nghién ctru doc tinh ban trwong
dién

Tinh trang chung cua chuét

Trong thoi gian thi nghiém, chuét & 16 chirng
sinh hoc va 2 16 ubng thubc thtr hoat déng binh
thwong, nhanh nhen, mét sang, phan kho.
Khéng thay biéu hién gi dic biét & ca 3 16 chudt
trong subt thoi gian nghién ciu.
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Bang 2. Anh hwéng ciia EATWELLB dén thé can nang chuot

Can nang (gam)

Thei gian
L6 chirng

L6 tri 1 L6 tri 2

Trwée udng thudc thir

174,00 + 18,38

185,00 + 18,41 187,00 + 20,03

Sau 2 tudn uéng thudc thir 197,00 + 28,69 202,00 + 18,14 201,00 + 26,01
p trwdc - sau <0,05 <0,05 <0,05
Sau 4 tuan ubng thubc thir 208,00 + 25,30 228,00 + 38,53 209,00 + 33,15
p trwdc - sau <0,05 <0,05 <0,05

Két qua & Bang 2 cho thay: sau 2 tuan va 4
tudn udng san pham thir, can ndng chudt & ca
316 (16 chirng va 2 16 tri) déu tang so véi trude

Panh gia chdee nang tao mau

khi nghién ctru. Khéng c6 sw khac biét vé mirc
do gia tang cén nang gitra 16 chirng sinh hoc va
cac 16 tri (p > 0,05).

Bang 3. Anh hwéng ciia EATWELLB dén sé lwong hong cau, ham lwgng huyét sac t6,

hematocrit, thé tich trung binh héng cau

Theoi gian L6 chirng (1) L6 tri 1 (2) Lo tri 2 (3)
Truwéc udng (a) 9,27 + 1,17 8,44 + 1,76 8,64 + 1,40
Sé luvong héng ~ Sau 2 tuén (b) 9,27 + 0,99 8,29 + 1,69 8,50 + 1,01
cau (T/) Sau 4 tuan (c) 9,31+1,22 9,18 + 1,32 9,02 + 1,80
p,,>0,05,p,,>0,05,p, >0,05p_>0,05
Trwéc udng (a) 13,31 £ 1,61 12,49+ 273 12,85 + 2,11
Hamlwong a4 2 tudn (b) 13,76 + 1,42 12,32 2,38 12,38 + 1,66
huyét sac to -
Sau 4 tuan (c) 13,25 + 1,37 12,58 + 2,42 12,08 + 2,54
(9/dl)
p,,>0,05,p,,>0,05p,, >0,05p_>0,05
Truéc udng (a) 47,31+ 524 40,71+ 9,73 43,43 +7,60
Hematocrit Sau 2 tuan (b) 47,06 +5,13 43,88 + 2,53 43,48 + 3,51
(%) Sau 4 tuan (c) 46,38 + 5,32 45,06 + 6,79 41,86 + 9,55
p,,> 0,05, p,,>0,05,p, ,>0,05p_,>0,05
Trwéde udng (a) 51,10 + 3,63 47,70 + 4,95 50,40 + 4,25
The tichtrung g, 5 tuan (b) 50,90 + 2,42 49,10 + 5,30 48,60 + 4,45
binh héng cau -
Sau 4 tuan (c) 49,90 + 1,66 47,60 + 5,06 48,30 + 4,52

(fl)

p,.>0,05,p,,>0,05,p_. >0,05,p_>0,05
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Két qua & Bang 3 cho thay: Sau 2 tuan va 4
tuan udng thudc thir, sb lwong héng cau, ham
lwong huyét sic t6, hematocrit, thé tich trung
binh hdng cau & 2 16 tri déu khong co6 su khac

Trude ubng thudc Sau 2 tudn Sau 4 tuan

OL6ching BLOtri1 O Lotri2

Biéu d6 1. Anh hwéng cia EATWELLB
dén s6 lwong bach cau

Két qua & Biéu dd 1 va 2 cho thay: Sau 2
tuan va 4 tuan ubng thubc thtr, sd lwong bach
cau va sb lwong tiéu cau & ca 2 16 tri déu khong
c6 sy khac biét c6 y nghia so v&i 16 chirng va

biét so v&i 16 chirng va so sanh gilra cac thoi
diém trwdc va sau khi ubng san pham thir (p >
0,05).

Trude ubng thudc Sau 2 tudn Sau 4 tudn

O O6chirng B L6 tri1 5tri2

Biéu d6 2. Anh hwéng cia EATWELLB
dén s6 lwong tiéu cau

so sanh gitra cac thdi diém trwdc va sau khi
udng s&n pham thr (p > 0,05).

Ddnh gia mirc d6 hay hoai té bao gan va
chure ndang gan

Bang 4. Anh hwéng ciia EATWELLB dén hoat dé AST (GOT) va ALT (GPT) trong mau chuét

Thei gian L6 chirng (1) Lo tri 1 (2) L6 tri 2 (3)
Trwéc ubng (a) 125,80 + 23,91 124,00 17,93 129,90 + 14,67
Hoat d6 AST ~ Sau 2 tuan (b) 105,40 + 16,95 109,30 £+23,35 116,20 + 16,69
(ur) Sau 4 tuan (c) 113,10 + 25,89 115,90 + 11,62 125,00 + 10,07
p,.> 0,05, p,. > 0,05 p_ >0,05p_ >0,05
Trudc ubng (a) 47,60 + 6,10 49,60 + 7,90 50,30 + 10,72
Hoat d6 ALT ~ Sau 2 tuan (b) 42,30 +7,86 44,20 +7,18 48,40 + 11,47
(ui) Sau 4 tudn (c) 53,40 + 11,42 58,50 + 11,37 59,30 + 6,75

p,,> 0,05, p,,>0,05,p,,>0,05p_,>0,05

Két qua & Bang 4 cho thay: Sau 2 tuan va 4
tuan udng thubc thir, hoat d AST va ALT trong
mau chudt & ca 2 16 tri déu khong cé sy khac

biét so v&i 16 chirng va so sanh gitra cac thoi
diém trwdc va sau khi udng san pham ther (p >
0,05).
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Bang 5. Anh hwéng cia EATWELLB dén néng dé bilirubin toan phan, néng doé albumin,
noéng dé cholesterol toan phan trong mau chuét

Thoi gian L6 chieng (1) L6 tri 1 (2) L6 tri 2 (3)
Truwdc uéng (a) 9,26 £ 0,67 9,25+ 0,64 9,05 £ 0,57
Bilirubin toan Sau 2 tuan (b) 9,24 + 0,70 9,75+0,72 9,59 + 0,66
phan (mmol/l)  Sau 4 tuan (c) 8,90 + 0,60 9,05 + 0,43 9,16 + 0,69
p,,> 0,05, p, > 0,05 p, >0,05,p_>0,05
Trwédc udng (a) 3,54 +£0,23 3,50+0,19 3,38 £ 0,32
Sau 2 tuan (b) 3,72 £ 0,41 3,48 £ 0,30 3,36 £ 0,46
Albumin (g/dL) -
Sau 4 tuan (c) 3,40+ 0,23 3,33+0,28 3,26 £ 0,22
p,,> 0,05, p, > 0,05, p, >0,05,p_>0,05
Trwée udng (a) 54,83 + 10,81 51,41 £ 9,41 51,09 8,69
Cholesterol ~ g1, 2 tuan (b) 4960 £7,23  5263+11,05 44,04 +843
toan phan -
(mg/dL) Sau 4 tuan (c) 46,32 + 8,14 45,40 + 10,59 43,657,117
p,,>0,05, p,,>0,05,p,_>0,05p_,>0,05
Két qua & Bang 5 cho thay: Tai tat ca cac tri déu khong co6 sw khac biét so véi 16 chirng
thdi diém nghién ctru, ndbng d6 bilirubin toan va so sanh gitra cac thdi diém trwdc va sau khi
phan, albumin, cholesterol toan phan & ca 2 16 udng san pham th (p > 0,05).

Danh gia chire nang than

90 -
I I
. 60 -
|
. 30-
|
|
0
Trwédc udng thube Sau 2 tuan Sau 4 tuan

Biéu dé 3. Anh hwéng cia EATWELLB dén ndéng do creatinin
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Két qua & Biéu dd 3 cho thay: Tai tat ca cac
thoi diém nghién ctru, & ca 2 16 tri, néng do
creatinin trong mau chuét khéng co sw thay ddi
khac biét co y nghia thdng ké so v&i 16 chirng
va so sanh gitra cac thoi diém trwdc va sau khi
udng san pham thr (p > 0,05).

Hinh anh giai phau vi thé

Murc do tbn thwong gan la twong tw nhau

gitra cac 16 nghién ctru véi hinh anh tén thuwong
chu yéu la thoai hoa nwéc mirc d6 rat nhe dén
nhe. CAu tric nhu mé than binh thwdng, hinh
anh tén thuwong chi yéu 1a thoai hoa nuwéc té
bao éng than mirc d6 nhe.

Hinh &nh vi thé gan va than sau 4 tuén uéng
dung dich EATWELLB (nhuém HE, x400)

‘ -~ . 5 f".'-‘.‘,r'i :
L6 chirng (chudt 09) L6 tri 1 (chubt 30) L6 tri 2 (chudt 19)
Nhu mé gan binh thwdng Nhu mé gan thoai hda Nhu mé gan thoai hoa
murc d6 nhe murc d6 nhe

s A
L6 chirng (chudt 09)
Nhu mo than binh thwong

L6 tri 1

(chudt 30)
Nhu mé than thoai hoa

L6 tri 2 (chubt 19)
Nhu mé than binh thwong

murc dé nhe

Hinh 1. Hinh anh vi thé gan va than sau 4 tuan uéng dung dich EATWELLB

IV. BAN LUAN

Nghién ctu tién hanh danh gia doc tinh
clp va doc tinh ban trwong dién theo duwdng
ubng cla dung dich EATWELLB trén chudt
cbng trdng sau 4 tuan lién tuc ubng thubc thir.
Két qua nghién cru cho thay liéu dung nap tbi
da ctia EATWELLB la 75 mL dung dich gbc/kg
khéng gay biéu hién doc tinh cap. Chwa xac
dinh dwoc LD, trén chudt nhat trang clia dung
dich EATWELLB theo dwé&ng udng. Ngoai ra,
dung dich EATWELLB liéu 1,8 mL/kg va 5,4

mL/kg trong 4 tuan lién tuc khéng gay doc tinh
ban trwong dién trén dong vat thuc nghiém.
1. Nghién ctru ddc tinh cap

Nghién ctru doc tinh cip ctia san pham thir
nham theo déi va danh gia tat ca nhirng déu
hiéu bat thwong & dong vat thi nghiém sau khi
dung thudc thr va tién hanh xac dinh LD, tirc
lidu gay chét 50% sb chuét theo phwong phap
Litchfield-Wilcoxon.® Nhw vay, nghién ctru déc
tinh cp cung cap thong tin cho viéc xép loai
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mtrc d6 ddc clia thude thir, dw doan triéu chirng
va dy kién bién phap diéu tri ngd doc cap, déng
thoi thiét 1ap mae liéu cho thir nghiém doc tinh
khac, nghién ctru tdc dung cling nhw pham vi
an toan cGa san pham nghién ctru trong cac
th&r nghiém tiép theo. Két qua ctia nghién ctu
chi ra rang liéu dung nap tdi da cia EATWELLB
cao gap 20,8 lan liéu dung du kién trén lam
sang ma khong gay biéu hién ddc tinh cp trén
chuét, khéng gay chét trén chudt do vay chua
thé xac dinh LD, clia ché pham theo duong
ubng trén chudt nhat trang.
2. Nghién ctru doc tinh ban trwéng dién
Trong nghién cwu doc tinh ban trwdng
dién, tinh trang chung ctia chuét la chi sé bat
budc phai dwgc danh gia.” Trong thdi gian thi
nghiém, chudt céng & 16 ubng EATWELLB hoat
doéng binh thuwdng, nhanh nhen, mat sang, 16ng
muwot, &n udng tt, phan khd. Can nang chudt
clia chudt & hai 16 tri déu ting so véi trwdc khi
nghién ctru. Sau 4 tudn uéng thubc thir, cac
co quan nhuw tim, phéi, gan, lach, tuy, than va
hé tiéu héa cha chudt déu khong phat hién
tén thwong. Nhw vay, EATWELLB khéng anh
hwéng t&i thé trang chung va mc do ting
trwdng clia chuét khi udng thuéc lién tuc trong 4
tuan, ké ca 16 chudt ubng EATWELLB cao gép
3 1an liéu diéu tri. Ngoai ra, mau la mét té chirc
quan trong, lién quan mat thiét véi moi co quan
trong co' thé. Néu thudc thir c6 anh hwéng dén
co quan tao mau thi trwéc hét cac thanh phan
clia mau sé bj thay ddi. Theo T chirc Y t& Thé
gidi, danh gia dwoc cang nhiéu théng sb cla
mau cang c6 kha nang danh gia chinh xac déc
tinh cda thubc.”® Két qua nghién ciru nay cho
thay sb lwong hdng ciu, ham lvong huyét séc
td, thé tich trung binh héng cau, hematocrit, s
lwong bach cau, sb lwong tiéu cau cta chuot
cbng & ca hai 16 tri déu trong gi¢i han binh
thwérng, thay déi khong cé y nghia so véi trudc
khi dung thuéc thtr va so véi 16 chirng & thoi

diém sau 4 tudn uéng lién tuc. Nhw vay, co thé
két luan rdng EATWELLB khéng &nh huwéng
dén hé théng tao mau.

Ngoai ra, gan 1a co quan c6 vai tro rat quan
trong trong co thé, ddm nhan nhiéu chirc nang
phurc tap, dac biét 1a cac qua trinh chuyén héa.
Khi dwa thubc vao co thé co thé gay doc voi
gan, lam anh hwéng dén chirc nang gan. Vi
vay, khi danh gia déc tinh thi nghién ctru anh
hwéng cla thubc thir dbi véi chirc nang gan
l& can thiét. D& danh gia mic dd tén thuwong
t& bao gan, ndng dd cac enzym cé ngudn gbc
tai gan trong huyét thanh dwoc dinh lwvgng. Sy
tang néng dd cac enzym ALT va AST thuong
gan lién vaoi doc tinh cla thudc do sy hidy hoai
té bao gan.” Két qua nghién clru cho thay,
hoat d6 hai enzym nay & ca 2 16 tri déu nam
trong gi¢i han binh thwdng va khéng co sw
khac biét c6 y nghia so vé&i 16 chirng. Nhw vay,
EATWELLB khéng gay hdy hoai té bao gan.
Két qua nay phu hop véi danh gia vi thé gan
chuét cdng sau 4 tudn ubng thubc thir. Hinh
anh vi thé gan cda 16 tri khong cé sw khac biét
rd rét so voi 16 chirng sinh hoc théng qua viéc
quan sat cac tbn thwong md bénh hoc vé hoat
hoa té bao kupffer, gidn xoang gan, khéng bao
trong bao twong, thoai hoa nwéc, nhan tan,
nhan v&. Mat khac, gan c6 mét hé thdng céac
enzym chuyén hoa rat phong phu cho qué trinh
tbng hop va thoai hoa protein, lipid... Gan la
co quan chinh tao ra albumin, mét sb globulin
va cac yéu tb ddong mau. Pinh lvong albumin
trong mau cé vai trd chan doan va tién lwong
bénh gan.® Trong nghién ctru nay, ham lwgng
albumin trong mau clia chudt cdng & hai 16 tri
sau 4 tuan dung thuéc thir khong thay déi so
véi trude dung thube va khéng khac biét so v
16 chirng, chirng t6 EATWELLB & ca hai liéu
khong lam &nh hwéng téi kha néng téng hop
protein cla gan. Hon nira, gan tao ra mat, bai
tiét mat vao ta trang, tham gia vao qua trinh tiéu
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hoa. Xét nghiém bilirubin trong mau dé& tham
do chirc néng bai tiét va chuyén hoa mat cua
gan thwong chinh xac va dé thye hién.” Két qua
nghién cu chi ra rang nong dd bilirubin toan
phan & 16 chudt ubng EATWELLB khéng cé sw
khac biét so v&i trwdc khi dung thube thir va
S0 Vi 16 ching sau 4 tuan udng thubc thir lién
tuc. Piéu nay cho thdy dung dich EATWELLB
khoéng &nh hwdng dén chirc ndng bai tiét va
chuyén hod mat cGa gan. Mé&t khac, gan con
tham gia vao qua trinh tdng hop va chuyén hoa
lipid. Cholesterol I& mét thanh phan ctia mat,
duwoc gan tdng hop, ester hoa va thai ra ngoai.®
Vi vay, c6 thé dung xét nghiém dinh lwong
cholesterol dé& danh gia chirc nang chuyén hoa
lipid ctia gan. K&t qua nghién clu cho thay
ndng dd cholesterol toan phan trong mau chudt
& 16 ubng dung dich EATWELLB khéng c6 sw
khac biét so v&i trwde khi dung thube va so véi
16 chirng sau 4 tuan ubng thudc thir lién tuc.
Than 1a co quan bai tiét cta co thé. Nhu
mo than rat dé bj tdn thuwong béi cac chat noi
sinh va ngoai sinh.” Khi dwa thuéc vao co thé,
phan 16n thuéc dwoc dao thai qua than va co
thé lam tén thwong than, tir d6 &nh huwéng dén
chirc nang than. Banh gia chirc nang than sau
khi dung thubc, thwong dung xét nghiém dinh
lwong creatinin mau. Creatinin 1a thanh phan
dam trong mau 6n dinh nhat, hAu nhw khéng
phu thudc vao ché dod an hodc nhirng thay déi
sinh ly ma chi phu thuéc vao kha nang dao thai
cta than. Khi ciu than bi tén thwong, ndng
dd creatinin mau tang som hon ure.® Vi vay,
creatinin mau la chi tiéu tin cay va quan trong
hon ure mau, dwoc dung dé danh gia va theo
ddi chirc ndng than.” Két qua clia nghién ctu
cho thay creatinin trong mau chudt céng sau 4
tuan ubng EATWELLB & ca hai liéu déu khong
c6 sy thay déi so v&i trudre khi dung thube va so
Vi 16 chirng. Ngoai ra, két qua vi thé ctia chudt
& 16 tri cho thdy khong c6 sw khac biét vé hinh

TAP CHi NGHIEN CU’U Y HOC

anh vi thé than cla chudt gitra cac 16 nghién
ctru v& tru hat, tru t& bao, tru protein, té bao
nhan déng. Nhw vay, EATWELLB dung dwong
udng lién tuc trong vong 4 tuan trén chudt cong
trdng khong anh hwéng dén chirc nang than.
Két qua clGa nghién ctu nay twong tw nhuw
két qua nghién clru doc tinh ban trwdng dién
duéng udng da duwoc cong bd clia mot sé thanh
phan trong san pham nghién ctru. L-Lysin la
mot amino acid can thiét cho ngudi va dong
vat. Theo Shoji Tsubuku va céng sw, L-Lysin
véi mire liéu duwdng ubng 1,25; 2,5; 5% khong
gay doc tinh trén chudt cdng ching Sprague-
Dawley sau 13 tuan.'® Ngoai ra, beta-glucan
cling da dwoc chirng minh an toan khi st dung
trén chudt cong ching Sprague-Dawley sau khi
dung dwéng ubng véi liéu 500, 1000 va 2000
mg/kg trong 90 ngay." Hon nira, digezym,
mot phéi hop gdm ndm enzym dudng tiéu hoa
amylase, protease, lactase, lipase, cellulase,
khong lam thay ddi cac théng sé huyét hoc, sinh
hoa va khéng &nh hwéng dén dau hiéu sinh ton
ciing nhw trong lwong va chi sd BMI clia nguoi
tinh nguyén trong mot nghién ctu thir nghiém
lam sang.2Nhw vay, dung dich EATWELLB liéu
1,8 mL/kg/ngay va 5,4 mL/kg/ngay khong gay
doc tinh ban trwdng dién trén déng vat thuc
nghiém sau 4 tuan ubng thuébc thr lién tuc.

V. KET LUAN

Két qua nghién ciu doc tinh cap cla
EATWELLB cho thay liéu t6i da cé thé cho
chudt ubng cia EATWELLB la 75mL dung dich
gbc/kg (cao gép 20,8 lan liéu dung du kién trén
ngwdi) khdng gay biéu hién doc tinh cap. Chua
xac dinh dwoc LD, trén chudt nhat trang cla
dung dich EATWELLB theo dwéong udng. Két
qua nghién ctru ddc tinh ban trwéong dién theo
dwong uéng ciia EATWELLB lidu 1,8 mLikg/
ngay va 5,4 mL/kg/ngay trong thoi gian 4 tuan
khéng gay déc tinh ban trwong dién trén chudt
cbng trang.
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General

Summary

EVALUATION OF ACUTE AND SUBCHRONIC TOXICITY OF
EATWELLB IN EXPERIMENTAL ANIMALS

The present study investigated the oral acute and subchronic toxicities of the EATWELLB
solution in experimental animals. The acute toxicity was conducted using Swiss mice through
oral administration, and LD, was determined by the Litchfield-Wilcoxon method. The subchronic
toxicity was studied based on the guidance of the World Health Organization using Wistar
rats. EATWELLB was administered orally at 1.8 mL/kg per day and 5.4 mL/kg per day over
four weeks. Regarding acute toxicity, EATWELLB did not express acute toxicity in mice at the
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highest dose used (75 ml/kg). Our findings showed that the maximum tolerated dose was
20.8 times higher than the expected human dose without symptoms of acute toxicity. LD, of
EATWELLB could not be determined in mice. In terms of the subchronic toxicity, EATWELLB
caused no significant change in general status, haematological examination, renal and hepatic
function tests; in addition, it did not cause any change in the histology of the liver and kidney of
experimental rats. Based on aforementionned results, we suggest that EATWELLB at 1.8 mL/kg
per day and 5.4 mL/kg per day did not cause subchronic toxicity in experimental animals.

Keywords: EATWELLB, acute toxicity, subchronic toxicity, experimental animals.

TCNCYH 178 (5) - 2024 249



