TAP CHI NGHIEN ClPU Y HOC

TAC DUNG HA ACID URIC MAU CUA VIEN NANG VITAGOUT
TREN MO HINH GAY TANG ACID URIC MAU
BANG KALI OXONAT
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"Trwrong Dai hoc Y Ha Noi
2Trwrong Pai hoc Duwoc Ha Noi

3Céng ty C6 phén Céng nghé Duoc pham VitaA

Nghién ctru duoc tién hanh nham dénh gié tac dung ha acid uric méu ctia vién nang VitaGout & cac mirc liéu

1,2 g duoc lidu/kg va 3,6 g duoc lidu/kg trén chudt nhat tréng ching Swiss. Gay mé hinh téng acid uric méu trén

chuét nhét bang céch tiém mang bung mét Ian duy nhat hén dich kali oxonat liéu 500 mg/kg. Thubc thir duoc udng

lién tuc 5 ngay truée khi gady mé hinh. VitaGout & cé hai mure liéu nghién ctru déu c6 xu huéng lam gidm ndng do

acid uric méu so véi 16 chirng bénh, mirc giam cé y nghia théng ké duoc quan sét thdy &16 uéng VitaGout liéu 3,6 g

duoc lidu/kg. Néng do acid uric trong nuéc tiéu va phén suét bai tiét acid uric trong cac 16 uéng VitaGout déu thap

hon dang ké so véi 16 chirng bénh. Két qua nghién ctru ndy da chira tac dung ha acid uric mau cta VitaGout & murc

liéu 3,6 g duoc liu/kg, va tac dung nay duong nhw khéng lién quan dén co ché tang thai acid uric qua nuéc tiéu.

Tir khoéa: VitaGout, acid uric, chudt nhit
I. DAT VAN DE

Bénh gutla bénh viém khé&p do vitinh thé, dac
trung b&i nhirng dot viem khép cap tai phat, co
l&ng dong tinh thé muéi urat natri trong cac mo,
gay ra do tang acid uric trong mau.' Cung sy
phat trién kinh té - x& hoi ngay nay, sw thay ddi
thoi quen &n ubng, dinh dwéng va sinh hoat lam
cho ty 1& mac bénh gut ngay cang cé xu huéng
tang.2 Bénh gut gay ra cac con dau dai, kho
chiu, lam anh hwédng téi strc khde va sinh hoat
hang ngay ciia bénh nhan.3 Nguyén tac diéu tri
gut bao gébm diéu tri viém khép trong con gut
cap, dw phong tai phat con gut, dw phong lang
dong urat trong cac t6 chirc va dw phong bién
chirng véi liéu phap diéu tri chinh la dung céac
thudc theo y hoc hién dai nhdm muc dich giam
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dau, chdng viém, (rc ché san sinh acid uric va
tang dao thai acid uric.* Mac du cac nhém thubc
tadn dwoc nay cé tac dung nhanh, manh nhwng
lai gay ra nhiéu tac dung khéng mong mudn va
con nhiéu chéng chi dinh.'® Vi vay, xu huwéng
tim kiém va phat trién cac thubc c6 ngudn gbc
tw nhién véi mong mudn vira mang lai hiéu qua
diéu trj vira han ché dwoc cac tac dung khéng
mong mudbn cho ngudi bénh dang ngay cang
dwoc cac thay thube lwu tam.

VitaGout 1a mét sén phdm phéi hop clia nhidu
duorc liéu dwoc nghién clru va phat trién béi cac
nha khoa hoc B6 mén Thuc vat thudc trwdong Dai
hoc Dwoc Ha Noi. San phdm dwoc phan phdi béi
Cong ty C6 phan Céng nghé Duwoc pham VitaA,
hwéng téi ddi twong st dung la nhitng ngudi cé
nguy co bi bénh gut nhw thira can, béo phi, acid
uric trong mau cao. Nghién ctru nay dwoc thye
hién nham muc tiéu danh gia tac dung ha acid
uric mau cua vién nang VitaGout trén mé hinh
gay tang acid uric mau bang kali oxonat.
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Il. DOI TWONG VA PHUONG PHAP
1. Déi twong

Thubc nghién ctru

Vién nang VitaGout dwoc phan phéi bdi
Coéng ty C6 phan Céng nghé Duoc pham VitaA,
dat TCCS. Méi vién nang chira cao khé dwoc
liéu twong dwong: Day gdm 1000 mg, Ray gai
750 mg, Ct dom 750 mg, Ké huyét dang 750
mg, Binh véi 500 mg, CAu tich 500 mg, Trach
tad 500 mg, Hoang dang 250 mg. Liéu dung dw
kién trén nguwdi 1a 4 vién/ngay (twong duong
5000 mg dwoc liéu/ngay). Thube thir dwoc pha
trong dung méi la nwdc tao thanh hdén dich
trwée khi cho dong vat thuc nghiém uéng.

Doéng vat nghién cteu

Chuét nhéat trdng, chiing Swiss, ca hai giéng,
khée manh, trong lwong 20 + 2 g do Vién Vé
sinh dich t& Trung wong cung cép. Dong vat
dwoc nudi 5 ngay tride khi nghién ctru va trong
subt thdi gian nghién ctvu trong diéu kién phong
thi nghiém véi day da thire &n va nuéc ubng tai
B6 mén Duwoc ly - Trwdng Bai hoc Y Ha Noi.

Héa chat phuc vu nghién ctru

Oxonic acid potassium salt (Sigma-Aldrich,
Blrc); bdt CMC-Na (Nhat Ban); vién nén
allopurinol 300 mg (Céng ty TNHH Lién doanh
Stellapharm, Viét Nam); kit dinh lwgng acid uric
va creatinin (ERBA Lachema S.R.O, Brc).

2. Phwong phap

Thoi gian nghién ctru: Thang 8/2020.

Gay mé hinh tang acid uric mau trén chudt
nhat trdng theo phuwong phap cta Etani R va
cong s (2016) bang cach tiém mang bung mot
Ian duy nhat hén dich kali oxonat liéu 500 mg/kg®.

Chudt nhat trdng dwoc chia ngdu nhién
thanh 4 16, méi 16 12 con.

L& 1(chrng sinh hoc): Ubng nuéc cat 0,2
mL/10g.

Ld 2 (chirng bénh): Udng nuéc cét + tiém
mang bung hén dich kali oxonat.

L6 3 (VitaGout liéu thap): Ubng VitaGout lidu
1,2 g duoc lieu/kg + tiém mang bung hdn dich
kali oxonat.

L6 4 (VitaGout liéu cao): Ubng VitaGout liéu
3,6 g dwoc liéu/kg + tiém mang bung hén dich
kali oxonat.

Chuét dwoc ubng dung méi pha thubce (nwéc
cét), thubc ddi chirng hodc ché pham thir véi
cung thé tich 0,2 mL/10g trong lwong chudt
vao moét gio nhat dinh hang ngay trong vong
5 ngay trwde khi gdy mé hinh. Trudc khi dung
nwéc cat hodc thude thir 1,5 gidy, chudt khong
duwoc an nhung duwoc ubng nuéc binh thudng.
Ngay thtr nam clia nghién ctru, 1 gio trwde khi
udng thuéc 1an cubi, chudt & cac 16 dwoc tiém
mang bung kali oxonat liéu 500 mg/kg chu6t
nhét trdng (16 chirng trang dwoc tiém dung moi
pha kali oxonat la CMC-Na 0,5%) v&i thé tich
0,1 mL/10g thé trong chuét. Sau khi uéng thudc
l&n cubi, chudt & cac 16 dwoc dwa vao trong
I6ng hirng nwéc tiéu rieng. Nuwéce tiéu cla tirng
chuét dwgc thu trong khodng thi gian 5 gio,” ly
tam 4y dich trong dé dinh lwong ndng d6 acid
uric va creatinin niéu. Vao thei diém két thuc thi
nghiém, l&y mau chudt & tAt ca cac 16, ly tam lay
huyét thanh dé dinh lwong ndng d6 acid uric va
creatinin mau.

Phan sudt bai tiét acid uric (Fractional
excretion of uric acid — FEUA) la % urat dwoc
loc b&i cAu than va bai tiét ra nwéc tiéu.”

3. Xtr ly sé liéu

Sé liéu dwoc thu thap va xt ly bang phan
mém Microsoft Excel 2010 s dung test thdng
ké Student’s t-test. S4 liéu dwoc trinh bay dui
dang MEAN * SD. Sy khac biét c6 y nghia
théng ké khi p < 0,05.

4. Pao dirc nghién ctru

Cac chudt trong cac 16 nghién ctru dwoc
nudi va cham soéc trong diéu kién nhw nhau
trong subt qué trinh nghién ctwu.
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Bang 1. Anh hwéng cuaa VitaGout 1én néng dé acid uric mau

TAP CHI NGHIEN ClPU Y HOC

A - . . % giam so
L6 chuét (n =10) Acid uric (mmol/L) R
v@i 16 mo hinh
Chirng sinh hoc 82,00 + 6,67
Chirng bénh 90,00 + 9,89*
VitaGout 1,2 g dwoc liéu/kg 79,90 + 13,65 11,22
VitaGout 3,6 g dwoc liéu/kg 77,50 £7,76* 13,89

‘o < 0,05 so va&i I6 ching sinh hoc; “2p < 0,01 so v&i 16 chieng bénh

Két qua & bang 1 cho thay: Ndng dd acid uric trong huyét thanh ctia 16 chirng bénh ting cao dang

ké so v&i 16 chirng trédng (p < 0,05).

VitaGout & ca hai liéu déu cé xu hwéng lam gidm ndng d6 acid uric mau so véi 16 chirng bénh,
sy khac biét cé y nghia théng ké dwoc quan sat thay & 16 ubng VitaGout liéu 3,6 g dwoc liéu/kg

(p <0,01).
Bang 2. Anh hwéng cua VitaGout dén néng dd acid uric trong nwéc tiéu
L6 chudt (n =10) Acid uric (mmol/L)
Chirng sinh hoc 136,80 + 30,10
Chtrng bénh 197,90 + 37,54***
VitaGout 1,2 g dwoc liéu/kg 96,40 + 7,974
VitaGout 3,6 g duoc liéu/kg 73,50 + 11,48%4#

o <0,05; "p < 0,001 so v&i 16 chirmng sinh hoc **2p < 0,001 so vdi 16 chirng bénh
*p < 0,05 so vai 16 VitaGout 1,2 g duworc ligu/kg

Két qua & bang 2 cho thay, VitaGout & ca hai liéu lam giam rd rét néng dé acid uric trong nwéc

tiéu so v&i 16 mo hinh, sy khac biét cé y nghia thdng ké véi p < 0,001.

Bang 3. Anh hwéng cta VitaGout dén néng do creatinin mau va nwéc tiéu

Néng dé creatinin (mmol/L)

L6 nghién ctru n -
Mau Nwéec tiéu
L6 1 (Chieng sinh hoc) 10 0,48 £ 0,02 6,69 + 1,14
L6 2 (Chirng bénh) 10 0,49 £ 0,09 6,19 +£0,76
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No6ng dé creatinin (mmol/L)

L6 nghién clru n
Mau Nwéc tiéu
L6 3 (VitaGout 1,2 g dwoc liéu/kg) 10 0,51 +0,05 6,02 + 1,09
L6 4 (VitaGout 3,6 g dwoc liéu/kg) 10 0,50 + 0,04 7,22 +1,47

Két qua bang 3 cho thay, VitaGout & ca hai liéu déu khong lam thay ddi néng do creatinin trong
huyét thanh va trong nwéc tiéu so véi 16 md hinh va 16 chirng sinh hoc (p > 0,05).

Bang 4. Anh hwéng cla VitaGout dén phan suét bai tiét acid uric

L6 nghién ctru n FEUA (%)
L6 1 (Chirng sinh hoc) 10 12,43 £ 4,29
L6 2 (Chirng bénh) 10 17,94 + 5,19*
L6 3 (VitaGout 1,2 g dwoc liéu/kg) 10 10,84 + 3,494
L6 4 (VitaGout 3,6 g dwoc ligu/kg) 10 6,86 + 1,75

*n < 0,05 so v6i 16 chirng tréng

8p < 0,01; 2%2p < 0,001 so voi 16 chirng bénh

Két qua bang 4 cho thay, phan suét bai tiét acid uric & cac 16 ubng VitaGout déu giam c6 y nghia

thdng ké so v&i 16 chirng bénh (p < 0,05).

IV. BAN LUAN

Tang acid uric mau la yéu t6 nguy co quan
trong nhat déi véi sy phat trién ctia bénh gut.
Tinh trang nay cé thé xay ra do ting san xuét
acid uric, suy giam bai tiét acid uric qua than
ho&c sw két hop clia cac co ché nay. Kiém soat
sy gia tang acid uric mau thwong dat dwoc
bang cach s dung céc thubc (e ché xanthin
oxidase lam gidm san sinh acid uric, thuéc lam
tang dao thai acid uric qua nwéc tiéu, va enzym
urat oxidase (uricase).’ Nghién clru nay duwoc
thwe hién nham danh gia tac dung ha acid uric
mau cla vién nang VitaGout, ddng thoi xem
xét kha nang lam tang thai acid uric qua nwéc
tiéu ctia ché phdm nay trén mé hinh gay tang
acid uric mau bang kali oxonat.

Kali oxonat 1a mot chét tre ché uricase. Tiém
mang bung oxonat c6 th& ngan can moét phan
sw chuyén ddi acid uric thanh allantoin, va do
do lam tang gia tao mire acid uric huyét twong
& chudt nhat dé tao ra md hinh déng vat tang
acid uric mau.6” Diéu nay dwoc thé hién rd &
mirc tdng ndng dd acid uric mau rd rét & 16
ching bénh (tiém mang bung kali oxonat liéu
duy nhat 500 mg/kg) so véi 16 chirng sinh hoc
(titm mang bung CMC 0,5%, dung mdi pha kali
oxonat) (p < 0,05). VitaGout & ca hai mc liéu
nghién ctru, 1,2 g dwoc liéu/kg va 3,6 g dwoc
liéu/kg, déu c6 xu huwéng lam gidm ndng d6 acid
uric trong huyét thanh, trong d6 mirc gidam cé y
nghta théng ké so v&i 16 chirng bénh duoc quan
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sat thdy & nhom chudt udng VitaGout lidu 3,6
g duwoc liéu/kg. Thong thudng, chi coé dudi 5%
urat lwu hanh trong vong tuan hoan lién két véi
protein huyét twong; do d6, hau hét urat cé thé
duwoc loc tw do qua ciu than.® Cé thé dé dang
nhan thay, twong (rng véi sw gia tang ndng dod
acid uric trong huyét thanh la mtrc tang dang ké
ndng do acid uric trong nuérc tiéu cung véi phan
suét bai tiét acid uric (FEUA) cla 16 chirng bénh
(bang 2 va 4). V&i tac dung lam gidm ndéng do
acid uric mau, lwgng acid uric dwgc bai tiét qua
nwéc tiéu va gia tri FEUA & cac 16 chudt ubng
VitaGout cling gidm c6 y nghia thdng ké so voi
|6 chirng bénh, va m&c gidm rd rang hon cling
dwoc quan sat thay & 16 ubng VitaGout liéu cao
hon (3,6 g duwoc liéu/kg). Két qua nghién ciru
nay goi y rang, co ché ha acid uric mau cua
VitaGout dwéng nhw khong lién quan dén kha
nang lam téng thai acid uric qua nwéc tiéu. Gia
thuyét nay cang dwoc ciing c¢b khi mét sbé duoc
liéu thanh phan ctia VitaGout, bao gdm CAu tich
(Cibotium barometz), Hoang dang (Fibraurea
tinctoria), Ray gai (Lasia spinosa), da thé hién
hoat tinh (rc ché xanthin oxidase trong mot
nghién ctu in vitro sang loc tac dung Grc ché
xanthin oxidase clia 96 duoc liéu tai Viét Nam
cta Nguyen MT va cOng sw (2004).° Trén in
vivo, mot dwoc liéu thanh phan khac cta vién
nang VitaGout, Binh vbi (Stephania glabra) da
thé hién duwoc tac dung lam gidm nong dd acid
uric huyét thanh sau 2, 4, 6 va 8 gi® tiém mang
bung kali oxonat trén chudt céng, co ché tac
dung cla Binh véi chwa dwoc lam sang té trong
nghién ctru nay."® Gdm (Gnetum gnemon), mot
duoc liéu tiép theo c6 mét trong thanh phan cua
VitaGout, con thé hién tac dung ha acid uric mau
trong moét thir nghiém ngau nhién, mu déi, cé
ddi chirng véi placebo véi cadc nhém song song
trén 30 nam gi¢i ngwdi Nhat Ban khée manh cé
dé tudi 35 - 70 tudi. Trong nghién cteu nay, Gam
da lam giam dang ké néng do acid uric huyét
thanh sau 4 tuan s dung, va tac dung nay tiép

tuc dwoc duy tri sau 8 tudn nghién clru; didu
nay cho thay loi ich 1am sang 6n dinh ctia G&m
trong viéc kiém soat lau dai néng do acid uric
huyét thanh. Dé lam rd co ché ctia Gam trong
viéc lam giam néng d6 acid uric huyét thanh,
céac tac gia da tiép tuc tham do kha nang Grc ché
xanthin oxidase cla thuéc thir trén in vitro, tuy
nhién két qua thu dwoc chwa chi ra tac dung tre
ché hoat tinh enzym nay ctia G&m."

V. KET LUAN

Vién nang VitaGout liéu 3,6 g dwoc liéu/kg
c6 tac dung gidm ndng dd acid uric trong huyét
thanh trén mé hinh gay tang acid uric mau
bang kali oxonat & chudt nhat trdng. Vién nang
VitaGout khéng lam téng néng dd acid uric niéu,
do vay tac dung ha acid uric mau cua VitaGout
c6 thé khong lién quan dén co ché [am tang thai
acid uric qua nuéc tiéu.

LO1 CAM ON

Nhom tac gid xin chan thanh cdm on Cdng
ty C6 phan Coéng nghé Dwoc phdm VitaA da tai
tre kinh phi cho nghién ctru.
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Summary

HYPOURICEMIC ACTION OF VITAGOUT CAPSULES ON
POTASSIUM OXONATE-INDUCED ELEVATION OF BLOOD URIC
ACID CONCENTRATION

This study assessed the effects of VitaGout at the doses of 1.2 g herbal raw materials/day and 3.6
g herbal raw materials/day on the serum uric acid level in animal model of hyperuricemia using mice
pretreated with the uricase inhibitor potassium oxonate. The mice were intragastrically administered
with drugs once a day for 5 consecutive daysin order to determine their concentration of uric acid
in serum and urine, and fractional excretion of uric acid. Subsequently, induced elevation of blood
uric acid level was done by administering oxonate at 500mg/kg. VitaGout dose of 3.6 herbal raw
materials/day significantly lowered blood uric acid level. In addition, both test doses of VitaGout
significantly lowered the urine uric acid levels and fractional excretion of uric acid. These results
demonstrated the hypouricemic action of VitaGout at the dose of 3.6 g herbal raw materials/day,
which might not be associated with uricosuric activity.

Keywords: VitaGout, uric acid, mice.
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