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Abstract: Hyperuricemia has emerged as a growing public health concern, particularly as current
pharmacotherapies are frequently associated with adverse effects. This study investigated the
antihyperuricemic activity of Cleistocalyx operculatus bud extract in a mouse model of
hyperuricemia induced by potassium oxonate (500 mg/kg body weight). Mice received oral
administration of the extract (100 and 300 mg/kg) or a positive control drug for five consecutive
days, after which blood and urine samples were collected for analysis. The results demonstrated that
the extract significantly reduced serum uric acid levels in hyperuricemic mice, achieving inhibition
rates of 34% at 100 mg/kg and 62% at 300 mg/kg. At the higher dose, the extract also attenuated
serum creatinine, blood urea nitrogen (BUN), alanine aminotransferase (ALT), and aspartate
aminotransferase (AST) levels. These findings support the potential application of Cleistocalyx
operculatus bud extract as an adjunctive therapy in the management of hyperuricemia.
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Tac dung ha acid uric mau cua cao chiét nu voi1 trén mo hinh
tang acid uric mau cap bang kali oxonat ¢ chudt nhat trang
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Tém tit: Tang acid uric mau 1a mot rbi loan chuyén hoa ngay cang phd bién, trong khi cac liéu phap
diéu tri hién tai co thé bi han ché boi tac dung khong mong mudn, dic biét ¢ bénh nhan c6 bénh 1y
gan, than va ri loan chuyén hoa di kém. Nghién ctru nay danh gia tic dung ha acid uric cua cao
chiét Nu véi trén mo hinh chudt nhit ting acid uric mau dugc gay ra boi kali oxonat (500 mg/kg thé
trong). Chudt dugc cho uéng cao chiét (lléu 100 va 300 mg/kg) hodc allopurinol (thuéc dbi ching
duong) trong 5 ngay; mau mau va nude tiéu duogc thu thap dé phan tich. Két qua cho thiy cao chiét
Nu voi lam giam déng ké nong 6 acid uric huyét thanh, véi ti 18 trc ché tang acid uric mau dat 34%
o heu 100 mg/kg va 62% & liéu 300 mg/kg. Tai lidu 300 mg/kg, cao chiét dong thoi cai thién cac
chi sb creatinin mau, BUN, ALT va AST. Nhing phat hién niy cung cap bang chimg tién 1am sang ban
dAu, ctng c6 co s khoa hoc cho viée sir dung Nu vbi va mé ra hudng nghién ciru tiép theo, bao gdm tiéu
chuén hoa cao chiét, 1am 16 co ché tac dung, va danh gia ddc tinh ciing nhu hiéu qua dai han.

Tir khéa: Nu vi; acid uric; kali oxonat; chudt nht; gut; cao chiét.

1. Mé dau

Bénh gut 14 bénh 1y rdi loan chuyén héa
purin thuong gap, dac trung béi tinh trang tang
acid uric mau kéo dai va lang dong tinh thé
monosodium urat tai khop cling nhu cac mo
quanh khop. Tang acid uric mau c6 thé hinh
thanh do tang tong hop acid uric, giam thai trir
acid uric qua than hodc phdi hop ca hai co ché.
Vé mit dugc 1y, kiém soat acid uric mau 1a muc
tiéu trung tam nham du phong tai phat con git,
han ché tich lily urat va 1am cham tlen trién cac
bién ching lién quan, dic biét 1a ton thuong
khép va than [1-4].
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Céc thudc ha acid uric mau hién nay cha yéu
tac dong theo hai hudng: rc ché tong hop acid
uric thong qua enzym xanthine oxidase (XO)
hodc tang dao thai urat qua than. XO xtc tac qua
trinh oxy hoa hypoxanthine thanh xanthine va
xanthine thanh acid uric, do d6 (rc ché XO 12 mét
chién lugc quan trong dé giam hinh thanh acid
uric. Tuy nhién, diéu tri ha acid uric mau kéo dai
V?m c6 thé bi giéi han bai tac dung khong mong
mudn, chéng chi dinh hodc than trong & nguoi
bénh c6 bénh 1y gan, than va r6i loan chuyen hoa
di kem. Vi vay, viéc tim kiém céac ché pham c6
ngudn gbe duoc lidu nham hd tro kiém soat acid
uric mau dang 1a huéng nghién ctru dugc quan
tam [5-9].
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Nu véi 1a duge liéu quen thudc ¢ Viét Nam,
thuong dugc sir dung dudi dang nude ham hodc
ché phiam tir dugc lidu trong doi séng hing ngay.
V& mit thuc vat hoc, vdi thudc ho Myrtaceae,
dugc ghi nhan voi cac tén khoa hoc thuong gap
la Cleistocalyx operculatus hodac Syzygium
nervosum. Cac nghién ciru vé thanh phan va hoat
tinh sinh hoc cho thay Nu vdi chita nhiéu hop
chit phenolic, flavonoid va cac chat chuyén hoa
thir cép co tiém nang chéng oxy hoa, chdng viém
va diéu hoa rdi loan chuyen hoa [10]. Bang cha
¥, dit liéu in vitro cho thiy cao chiét tir Nu vdi co
kha ning trc ché XO; trong d6 cao ethanol 50%
thé hién hoat tinh trc ché XO vé6i ICsy khoang
54,83 pug/mL [7]. M4t nghién ctiu khac trén
Syzygium nervosum trong tai Viét Nam ciing ghi
nhan c4c cao chiét ethanol va ethyl acetat c6 hoat
tinh tre ché XO, cung ¢ co sé khoa hoc cho dinh
huéng nghién ciru tac dung chdng ting acid uric
mau cta dugc liéu nay [8].

Trong nghién ctru thyc nghi€ém, moé hinh gay
tang acid uric mau cip bang kali oxonat duoc sir
dung phd bién dé sang loc tac dung ha acid uric
méu cta thude va dugc lidu. Kali oxonat 1a cht trc
ché uricase, 1am giam chuyén hoa acid uric thanh
allantoin & dong vat gim nham, tir d6 gdy ting acid
uric mau thuc nghiém. Cac nghién ctu trong va
ngoai nudc da ap dung mo hinh nay dé danh gia
dong thoi acid uric mau, acid uric niéu, phan suét
bai tiét acid uric va mot s chi s6 sinh héa lién quan
dén chuc nang gan, than [5, 6, 9, 11, 12].

Mic du Nu véi dd c6 mot so bang ching in
vitro vé kha ning trc ché X0, dit liéu in vivo vé
tac dung ha acid uric méu cta cao chiét Ny vdi
con han ché. Trén co s& do, nghién ctru nay dugc
thuc hién nham danh gia tac dung ha acid uric
mau ciia cao chiét Nu vdi trén mé hinh ting acid
uric mau cép bang kali oxonat & chudt nhit tring,
dong thoi khao sat mot s6 chi sd lién quan dén bai
xuét acid uric qua than va chirc ning gan, than.

2. Péi twong va phwong phap nghién ctru

2.1. Cao chiét Nu voi

Cao chiét Nu vdi duoc bao ché tir ny hoa khd
cua cay voi (Cleistocalyx operculatus (Roxb.),

ho Sim (Myrtaceae); dong danh Syzygium
nervosum A.Cunn. ex DC.). Dugc li¢u dugc thu
hai tai Ha Noi vao thang 7/2025, lya chon cac nu
kho nguyén ven, c6 mau sdc va mui vi dic trung,
khong méc, khong 1an tap chét co hoc. Mau duoc
liéu dugc dinh danh thuc vat hoc tai BO mon
Duoc liéu va Duoc hoc ¢ truyén, Truong Dai
hoc Y Duoc, Pai hoc Quéc gia Ha Noi, v6i ma
s6 DL-076. Nu véi khd dat tiéu chuén dugc lam
sach, nghién thd va chiét bang ethanol 70% theo
phuong phap ngam chiét véi ty 18 duoc lidu/dung
moi 14 1/10, thyc hién 3 14n, mdi lan trong 60
phat & nhiét d6 phong (25 + 2°C). Dich chiét
duoc loc, gdp dich loc, c6 dudi ap suét giam &
nhiét do khong qua 70°C, sau d6 siy dén khdi
luong khong ddi dé thu cao chiét kho. Hiéu suit
chiét dat 12,8%, tinh theo khdi lwong cao kho so
véi khdi lugng dugc liéu kho ban dau. Cao chiét
Nu v6i (CCNV) duoc bao quan trong bao bi kin,
tranh anh sang, & diéu kién kho rao. Trudc khi sir
dung trén dong vat thuc nghiém, cao chiét duoc
phan tan trong nuéc cit dé tao hdn dich dong
nhit, dung duong udng véi thé tich 0,2 mL/10 g
thé trong & hai muc lidu 100 mg/kg va 300
mg/kg, tinh theo khdi luong cao chiét kho.

2.2. Pong vdt nghién curu

Chuot nhat trang chung Swiss, giéng duc,
khée manh, trong luong 20 + 2 g, do Vién V§é
sinh Dich t& Trung wong cung cdp. Chudt dugc
nudi thich nghi 7 ngay trude thi nghiém va dugce
duy tri trong diéu kién phong thi nghiém voi thire
an tiéu chuan va nudc udng day du. Nhiing chudt
¢6 biéu hién bat thuong vé€ van dong, an uong
hodc hinh thai bén ngoai dugc loai khoi nghién
ctru trude khi phéan 16.

2.3. Phuwong phap nghién cuu

Nghién ciru duoc tién hanh tai phong thi
nghiém ctia B0 mén Dugc ly, Truong Pai hoc Y
Duoc, Pai hoc Qudc gia Ha Noi. Quy trinh thi
nghiém di duoc thong qua bai Hoi dong Khoa
hoc cia DPai hoc Phenikaa (Quyét dinh s
4216/Qb-DHP-DT ngay 29/12/2025).

Mo hinh ting acid uric mau cap dugc giy
bang cach tiém phuc mac mot 1an duy nhat hdn
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dich kali oxonat (pha trong CMC-Na 0,5%) liéu
500 mg/kg thé trong chudt.

Chudt duoc chia ngau nhién thanh 5 16, moi
16 10 con nhu sau:

- L6 1 (chimg sinh hoc): ubng nudc cat va
tiém mang bung CMC-Na 0,5%.

- L6 2 (mb hinh): udng nudc cit va tiém
mang bung kali oxonat 500 mg/kg.

- L6 3 (ching dwong): udng allopurinol liéu
20 mg/kg/mgay [[5]] va tiém mang bung kali
oxonat 500 mg/kg.

- L6 4 (CCNV-100): udng cao chiét Ny voéi
100 mg/kg/ngay va tiém mang bung kali oxonat
500 mg/kg.

- L6 5 (CCNV-300): udng cao chiét Ny voi
300 mg/kg/ngay va tiém mang bung kali oxonat
500 mg/kg.

Céc mau thir dugc cho udng vai cung thé tich
0,2mL/10 g thé trong, vao mot thoi diém ¢ dinh
hing ngay trong 5 ngay lién tuc. Trude mdi 1an
uéng, chudt dugc nhin an 1,5 gio nhung van
dugc udng nudce. Ngay thir nam, 1 gio trude khi
udng thudc 1an cudi, chudt o cac 16 2, 3, 4 va 5
duogc tiém phuc mac kali oxonat 500 mg/kg; 16
chirng sinh hoc dugc tiém CMC-Na 0,5% voi
cung thé tich. Sau 1in udng cudi, timg chudt
dugc dat riéng vao 10ng himg nudc tiéu. Chudt
duoc nhin an nhung van duoc cung cép nudc
udng tu do (bang hé thong binh udng nho giot)
trong subt 5 gior thu thap dé dam bao duy tri loc
cau than va bai xuét nudc tiéu. Ngay sau khi két
thiic thu thap, mau dugc ly tim lay dich trong dé
dinh lugng acid uric va creatinin ni¢u.

Két thuc thi nghiém, chudt dugc giy mé
bang chloral hydrat (250 mg/kg, i.p.), sau d6 1ay
mau dong mach canh dé tach huyét thanh dé dinh
lugng acid uric, creatinin, BUN, ALT va AST.
Viéc dinh luong céc chi sb sinh hoa (acid uric,
creatinin, BUN, ALT, AST) duoc thuc hién boi ki
thuat vién khong duoc biét vé viéc phan 16 (mu
don) nham dam béo tinh khach quan cua két qua.

Céc chi tiéu danh gia chinh bao gdm acid
uric mau, acid uric niéu, creatinin mau, creatinin
niéu, ty s6 acid uric niéu/creatinin niéu, phan suét
bai tiét acid uric va mot s6 chi s sinh hoa phan anh
chtic ndng gan, than (BUN, AST, ALT).

Phan sudt bai tiét acid uric (fractional
excretion of uric acid - FEUA) (%) dugc tinh
theo cong thuc [[5]]:

FEUA = (Acid uric niéu x Creatinin mau) /
(Acid uric méau x Creatinin ni¢u) x 100

Ty 1 tc ché ting acid uric mau dugc tinh
theo cong thic:

I (%)= (CC-CT)/(CC-CO0)x 100

Trong d6, I (%) 1a ty 18 &rc ché ting acid uric
mau; CC 12 ndng do acid uric mau trung binh cua
16 m6 hinh; CT 13 ndng dd acid uric mau trung
binh cua 16 dung thubc thir hodc thube ching
duwong; CO 14 nong dd acid uric mau trung binh
cua 16 chirng sinh hoc.

2.4. Xir Iy 56 liéu

S liéu trinh bay dudi dang trung binh + do
léch chuin (Mean + SD). Su khéc biét giita cac
16 dwoc danh gia bang phan tich phwong sai mot
yéu td (one-way ANOVA). Khi két qua ANOVA
¢6 y nghia théng ké (p < 0,05), phép kiém dinh
hau nghiém Bonferroni duoc str dung dé so sanh
ting cap gitta cac 16. Su khac biét dugc coi la co
¥ nghia théng ké khi p < 0,05.

3. Két qua

3.1. Anh huong cua cao chiét Nu voi dén nong
do acid uric mau

Kali oxonat lam ting 16 nong d¢ acid uric
mau & 16 mo hinh so véi 16 chirng sinh hoc (p <
0,001). Allopurinol 20 mg/kg lam gidm manh
acid uric mau so v6i 16 md hinh. Cao chiét Nu
vbi & ca hai muc lidu déu 1am giam acid uric mau
¢6 y nghia thdng ké; tac dung rd hon & liéu 300
mg/kg voi ty 18 e ché ting acid uric mau dat
62%, s0 Vi 34% & licu 100 mg/kg (Biéu do 1).

3.2. Anh huong cua cao chiét Nu voi den acid
uric niéu

Nong d¢ acid uric niéu & 16 mé hinh ting co
¥ nghia thng ké so véi 16 chimg sinh hoc.
Allopurinol lam gidm rd acid uric ni€u so véi 16
mo hinh, phii hop vé6i co ché giam hinh thanh
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acid uric. O cac 16 dung cao chiét Nu vdi, acid
uric ni¢u khong tang so voi 16 md hinh; lieu 100
mg/kg c6 xu hudng lam gidm nhung chua dat y

nghia théng ké, trong khi lidu 300 mg/kg
khong khac biét c6 y nghia so vdi 16 md hinh
(Biéu d6 2).

(A) (B) 108%
5,0
I
g 40 1 AA
FD R S
g 30 | AAA# 62%
3
£ AAA AAA
§ 2,0 - 34%
b
S 10
0,0 T T T !
Ching Mo hinh  Allopurinol 100 mg/kg 300 mg/kg Allopurinol 100 300
Cao chiét nu voi CCNV (mg/kg)
Ap <0,05; AAP <0,01; 44p < 0,001 50 v6i 16 md hinh; #‘p < 0,01 so véi 16 CCNV-100.
Biéu d6 1. Anh hudng cua cao chiét Nu voi dén (A) nong do acid uric mau (mg/dL)
va (B) ty 1€ urc che tang acid uric mau (%).
40,0
I
[
_ 1
S 300
)
g AAA
= 1
= AAA
52‘ 20,0 T
2]
=
=
=
= 10,0 -
<
0,0 T T T 1
Chirng M6 hinh  Allopurinol 100 mg/kg 300 mg/kg

3.3. Anh huong cua cao chiét Nu voi dén
creatinin mau, creatinin niéu va phdan suat bai

tiet acid uric

Bang 1 trinh bay s6 li€u vé sy thay d6i nong
dd creatinin trong mau va nudc tieéu & cac 16

Cao chiét nu voi

AAAK < 0,001 so voi 16 mo hinh.
Bi€u do 2. Anh hudng cua cao chi€t Nu voi dén nong dd acid uric trong mrdce tieu.

nghién ctru. L6 m6 hinh c6 creatinin mau tang rd
so voi 16 ching sinh hoc. Allopurinol va cao
chiét Nu véi liéu 300 mg/kg lam giam creatinin
mau so véi 16 md hinh. O liéu 100 mg/kg, cao
chiét Ny v6i khong lam ting thém creatinin mau
so v6i 16 mé hinh. B4i voi creatinin niéu, cac 16
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ding cao chiét Ny vbi khong ghi nhan xu huéng
tang bat loi so v6i 16 mo hinh.

S6 liéu vé ty s6 acid uric niéu/creatin niéu va
FEUA dugc trinh bay trong Bang 2. Ty s6 acid
uric ni¢u/creatinin ni¢u tang ¢ 16 mo hinh so voi
16 chimg sinh hoc, trong khi allopurinol lam
giam ty s6 nay so v6i 16 md hinh. Cao chiét Nuy

v6i lidu 100 mg/kg khong 1am thay d6i rd FEUA.
O lidu 300 mg/kg, FEUA ting c6 ¥ nghia thong
ké so voi 16 mo hinh va so véi 16 allopurinol; tuy
nhién, acid uric niéu khong tang tuong g so véi
16 mé hinh, vi vy can than trong khi dién giai co
ché ting thai urat qua than chi dua trén FEUA.

Béng 1. Anh hudng ciia cao chiét Nu vdi dén creatinin mau va creatinin niéu

L6 nghién ctru (n=10) Creatinin mau (umol/L) Creatinin niéu (mg/dL)
Chirng sinh hoc 25,92 &+ 3,03444 93,60 £ 7,17
M6 hinh 36,83 +4,04 103,09 + 8,85
Allopurinol 20 mg/kg 27,86 £ 2,09444 100,58 + 6,78
CCNV-100 33,91 +3,99 98,89 + 8,90
CCNV-300 30,96 + 3,0344 93,07 £ 6,57

S6 liéu duoc trinh bay dudi dang Mean + SD. Ap < 0,05; AAp <0,01; AAAp < 0,001 so véi 16 mo hinh.

Bang 2. Anh huong cua cao chiét Nu voi dén ty so acid uric ni¢u/creatinin ni¢u va FEUA

L6 nghién ciru (n=10) UA niéu/Cr niéu FEUA* (%)
Ching sinh hoc 0,24 + 0,052 346+ 1,12
M6 hinh 0,36 £ 0,06 3,44 £0,52
Allopurinol 20 mg/kg 0,19 + 0,042 3,20+ 0,89
CCNV-100 0,33 +£0,07 3,61 £0,76
CCNV-300 0,37+ 0,04 4,49 + (0,6924%

*Pe tinh FEUA, nong d9 creatinin trong mau va nudc tiéu dugc quy doi vé cung mot don vi. Cu thé, creatinin

mau dugc chuyén doi tir pmol/L sang mg/dL bang cach chia cho 88,4 (1 mg/dL = 88,4 yumol/L).
S0 liéu dugc trinh bay dudi dang Mean + SD.
2p < 0,01; 244p < 0,001 so véi 16 md hinh. *p<0,05 so véi 16 allopurinol.

3.4. Anh huong cua cao chiét Nu voi den mot so
chi so sinh hoa gan, thdn

BUN, ALT va AST & 16 mo6 hinh tang c6 y
nghia so vo1 16 ching sinh hoc. Cac 16 dung cao
chiét Nu voi khong 1am tang thém cac chi s6 nay

50 v6i 16 md hinh. Pic biét, cao chiét Nu vdi lidu
300 mg/kg lam giam r6 BUN, ALT va AST so
v6i 16 md hinh, goi ¥ xu hudng cai thién cac rdi
loan sinh hoa gan, than trong diéu kién tang acid
uric mau cap.

Bang 3. Anh hudng cuia cao chiét Nu vdi dén BUN, ALT va AST

L6 nghién ctru (n=10) BUN (mmol/L) ALT (U/L) AST (U/L)
Ching sinh hoc 7.20 + 0,804 42,01 + 5,99484 109,93 + 10,01544
Mo hinh 11,60 + 1,10 62,00 6,99 149,41 £ 14,10
Allopurinol 20 mg/kg 7,90 + 0,90242 45,99 + 6,00422 117,88 + 11,02444
CCNV-100 10,10 £ 1,00 56,01 + 5,99 135,23 + 10,90
CCNV-300 8,80 = 00,9070 50,02 = 6,00° 12537 = 10,69

S6 liéu duoc trinh bay dudi dang Mean + SD. 2p < 0,05; 24p < 0,01; 244p < 0,001 so véi 16 m hinh;
#p < 0,05 so v6i 16 CCNV-100.
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4. Ban luian

Tang acid uric mau 13 r6i loan chuyén hoa co
vai tro trung tam trong bénh sinh cua bénh gut.
Vi acid uric méau chiu chi phéi dong thoi boi toe
d0 hinh thanh acid uric va kha nang thai trir urat
qua than, viéc danh gia mot ché phdm dinh
huéng hd tro kiém soat ting acid uric mau can
két hop nhiéu chi tiéu. Trong nghién ctru nay,
acid uric mau duoc sir dung la chi ti€u hiéu lyc
chinh; acid uric niéu, creatinin mau, creatinin
niéu va FEUA duoc str dung dé dinh hudng budc
dau kha ning lién quan dén bai xuét urat qua
than. Cach tiép can nay pht hop véi cac nghién
ctru thye nghi€m trén mo hinh tang acid uric mau
bang kali oxonat [5, 6, 9, 11, 12].

Két qua nghién ctru cho thay kali oxonat 1am
tang acid uric mau tu 2,12 = 0,30 mg/dL 1én 4,30
+ 0,45 mg/dL, khac biét co y nghia thong ké so
v6i 16 chimg sinh hoc. Pidu nay chirng minh mo
hinh tang acid uric mau cip duoc thiét 1ap thanh
cong. Vé co ché, kali oxonat trc ché uricase, lam
giam chuyén hoa acid uric thanh allantoin & dong
vat gdm nham, tir 46 gay tich lily acid uric trong
mau, md phong co ché ting acid uric mau do
giam thai trir 6 nguoi. M6 hinh nay duoc stir dung
phé bién trong sang loc tac dung ha acid uric mau
ctia cac duoc liéu. Liéu 500 mg/kg duoc lya chon
dua trén cac nghién clru trude do, dam bao gay
tang acid uric mau rd rét va on dinh ma khong
anh huong dén sirc khoe tong thé cua chudt [3,
6]. Bap tng rd cua 16 allopurinol 20 mg/kg cang
khang dinh mé hinh c6 d6 nhay phi hop dé dénh
gia tic dung ha acid uric mau ctia mau thu.
Allopurinol 1a thudc e ché XO kinh dién, duoc
sir dung rong rai trén 1am sang tir nhiéu thap ky.
Bén canh d6, febuxostat va topiroxostat ciing la
cac chat e ché XO thé hé mdi. Benzbromarone
va probenecid thuéc nhom thude ting thai acid
uric qua théan [2-4]. Do cao chiét Nu véi d3 duogc
ghi nhén c6 hoat tinh tc ché XO in vitro [7], viéc
lya chon allopurinol 1am dbi chimg dwong trong
nghién ciru ndy 13 phit hop, nham so sanh tac dung
va dinh huéng co ché tac dung ctia cao chiét.

Tac dung ha acid uric mau cua CCNV duoc
danh gia & hai muc lidu 100 va 300 mg/kg. Liéu
300 mg/kg dugc tinh toan dua trén lidu dung trén
nguoi theo kinh nghiém dan gian 1a 8-12 g ny voi

kho/ngdy [13], hiéu suét chiét 12,8% va ap dung
hé so chuyen dbi lidu tir nguoi sang chudt nhét 1a
12 [14]. Liéu 100 mg/kg la liéu thip hon, dugc lya
chon dé khao sat m01 tuong quan liéu - d4p Gng.

Cao chiét Nu vi 1am giam acid uric mau c6
¥ nghia thong ké ¢ ca hai mirc lidu. Ty 1¢ rc ché
tang acid uric mau dat 34% ¢ liéu 100 mg/kg va
62% & liéu 300 mg/kg. Su khac biét giira hai mirc
lidu cho thiy dap ung ¢6 xu hudng phu thuoc 11eu
trong khoang liéu khao sat, qua do cung cb méi
lién quan giira can thiép bang cao chiét va hiéu
qua sinh hoc quan sat dugc. Mac du tac dung cua
cao chiét Nu vbi yéu hon allopurinol, day 1a két
qua hop 1y vi allopurinol 1a thudc wre ché XO dic
hi€u, trong khi cao chiét duoc liéu 1a hdn hop
nhiéu thanh phan v6i ham luong, sinh kha dung
va co ché tac dung khac nhau.

Két qua trén phu hop véi co s& hoa thuc vat
va dugc 1y da dugc cong bd vé& Nu vdi. Nu véi
(Cleistocalyx operculatus/ Syzygium nervosum)
chira nhiéu hop chét phenolic va flavonoid, 1a
cac nhém chit thuong lién quan dén hoat tinh
chéng oxy hoa, chdng viém va diéu hoa chuyén
héa [10]. Pang cha y, nghién ctru in vitro cia Vo
Thi Bich Ngoc va cdng su ghi nhan cao chiét Nu
vdi ¢6 hoat tinh e ché XO, trong d6 cao ethanol
50% c6 ICso = 54,83 £ 1,49 pg/mL [7]. Nguyen
THD ciing ghi nhan céc cao chiét ethanol va
ethyl acetat ciia Syzygium nervosum trong tai
Viét Nam c6 hoat tinh @rc ché XO va chéng oxy
hoa [[8]]. Cac bang ching nay tao co so cho gia
thuyét rang tac dung ha acid uric méau cia cao
chiét Nu vdi trong nghién ctru hién tai ¢6 thé lién
quan dén giam hinh thanh acid uric.

Khi xem xét acid uric ni€u, 16 mo6 hinh cé
ndéng do acid uric niéu ting so v4i 16 ching sinh
hoc. Sy ting nay co thé phan anh tai lugng acid
uric dugc loc qua cAu than tang do acid uric mau
tang sau gdy mo hinh. Allopurinol lam giam acid
uric niéu, phu hop véi co ché giam tao acid uric
nén giam luong acid uric can dwoc thai qua than.
O cac 16 dung cao chiét Nu vdi, acid uric niéu
khong tang so véi 16 mo hinh. Vi vay, mac du
cao chiét Nu véi lam giam acid uric mau, dit liu
acid uric niéu chua chimg minh 13 co ché ting
thai acid uric qua nudc tiéu.
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FEUA 1a chi s6 phan anh ty 1¢ urat dugc bai
xuit trong twong quan véi creatinin. Trong
nghién ctru nay, FEUA & 16 ching sinh hoc va 16
mo hinh gin tuong dwong nhau. Cao chiét Nu
v6i liéu 100 mg/kg khong 1am thay d6i rd FEUA,
trong khi lidu 300 mg/kg 1am ting FEUA lén
4,49 + 0,69%. Két qua nay goi ¥ rang liéu 300
mg/kg c6 thé anh huéng mot phan dén can bang
bai xut urat qua than. Tuy nhién, do acid uric
ni€u khong tang tuong ung so véi 16 mo hinh,
chua thé két luan co ché tang thai urat chi dua
trén FEUA. Su thay d6i FEUA c6 thé chiu anh
hudéng ddng thoi boi acid uric mau, creatinin
mau va creatinin niéu, chu khéng chi phan anh
su tang tuyét ddi lwong acid uric bai xuét [1, 15,
16]. Can phai ¢6 cac nghién ciru sdu hon vé chit
véan chuyén (vi du: URATI1, GLUTY9) dé lam rd
hon anh huéng cua cao chiét Nu voi déi véi su
bai xut urat qua nudc tiéu.

Tir cac két qua trén, tac dung ha acid uric
mau cta cao chiét Nu voi kho c6 thé duge giai
thich don thuan bang co ché ting thai acid uric
qua nudc tiéu. Di lidu phu hop hon véi gia
thuyét ring cao chiét Nu voi lam giam hinh thanh
acid uric, c6 thé thong qua wre ché XO hoic didu
hoa chuyén hoa purin. Nhan dinh nay tuong
ddng v6i nghién ctru vé& vién nang VitaGout,
trong d6 ché pham lam giam acid uric mau
nhu:ng khong lam tang acid uric niéu va FEUA,
goi ¥ co ché chu yéu khong lién quan dén tang
thai acid uric qua nudc tiéu [5]. Tuy nhién, & cao
chiét Nu vdi licu 300 mg/kg, viéc FEUA ting
cho thdy kha niang phdi hop nhiéu co ché can
duoc khao sat thém, dac biét 1a hoat 40 XO va
cac chit van chuyén urat tai than.

Bén canh acid uric, nghién ctru con danh gia
creatinin mau va BUN 1a hai chi sb kinh dién
phan anh chirc ning than. Creatinin I san phdm
thoai hoa cua creatin, duoc loc gén nhu hoan
toan qua cu than va khong bi tai hap thu, do d6
phan 4nh murc loc cau than. BUN 1a san pham
cua chu trinh uré, dugc than bai xuét. Su phéi
hop gitia creatinin va BUN cho phép danh gia
toan dién chtic nang than [17]. Trong cac nghién
ctru thyc nghi€m trén mo hinh kali oxonat, viéc
theo ddi dong thoi cac chi sb nay gitp phat hién
som ton thuong than do ting acid uric mau. Lo

mo hinh c¢6 creatinin mau va BUN tang so v6i 16
chung sinh hoc (Bang 1 va 3), cho thay tang acid
uric mau cdp do kali oxonat c6 thé di kém rdi
loan chirc nang than & mirc d nhat dinh. Két qua
nay phu hop voi cac nghién ciru thyuc nghlem cho
thay ting acid uric mau c¢6 lién quan dén rdi loan
chuc nang thén, stress oxy hoa, phan tng viém
va bién ddi biéu hién cac chit van chuyén urat.
Trong nghién ctru cuia Xu va cong sy, mo hinh
kali oxonat két hop hypoxanthin dugc sir dung
dé danh gia dong thoi tac dung ha acid uric mau
va bao vé than cla d1hydroberber1n cac tac gia
nhin manh vai tro cia dap tmg viém va cdc chat
van chuyén urat trong boi canh ting acid uric
maéu [9].

O cac 16 dung cao chiét Nu véi, dic biét 1a
lidu 300 mg/kg, creatinin mau va BUN giam so
v6i 16 mé hinh. Piéu nay cho thiy & muc liéu co
tac dung ha acid uric mau rd hon, cao chiét Nu
vi khong lam nang thém rdi loan sinh héa than
do mo hinh gy ra; trai lai, c6 xu huéng hd trg
cai thién céc chi sé nay. Tuy nhién, creatinin va
BUN méi chi 14 cac chi sd sinh héa budc dau. Dé
khéng dinh tac dung bao v¢ than, can bd sung mo
bénh hoc than, cac chi diu stress oxy hoa,
cytokine viém va biéu hién cac chét van chuyén
urat nhu URAT1, GLUT9, OAT1 va OAT3 [16].

Bén canh cdc chi s6 than, mé hinh kali
oxonat ciing lam tang ALT va AST so voéi 16
ching sinh hoc (Bang 3). Sy tang enzym gan c6
thé lién quan dén réi loan chuyén héa cap va
stress oxy hoa trong mé hinh thuc nghiém. Cao
chiét Ny vdi liéu 300 mg/kg lam giam ALT va
AST so véi 16 md hinh, trong khi licu 100 mg/kg
¢6 xu hudng cai thién nhe hon. Két qua nay cho
thdy cao chiét Nu voi khong gy ting thém ganh
nang sinh hoa trén gan trong diéu kién thi
nghiém; nguoc lai, lidu 300 mg/kg co thé gop
phan cai thién rdi loan sinh hoa gan. bac diém
nay phi hop véi tiém ning chéng oxy hoa cua
cac hop chat phenolic trong Nu vdi [10], nhung
van can thém dir liéu mo bénh hoc gan va chi dau
stress oxy hoa dé khang dinh y nghia bao v¢ gan.

Nghién ctru c6 mot so han ché can dugc ghi
nhan. Cao chiét Nu vdi duoc st dung trong
nghién ctru nay 1a cao chiét thd, chua dugc phan
1ap va xéc dinh cau tric cic hop chat hoat tinh



D. T. H. Thanh et al. / VNU Journal of Science: Medical and Pharmaceutical Sciences 9

chinh, do d6 chua thé xac dinh chinh x4c thanh
phan nao déng vai tro quyét dinh dén tic dung
ha acid uric mau. Bén canh d6, do muc dich thir
nghiém tién 14m sang, cao chiét chua dugc xay
dung tiéu chuin co s& day da véi cac chi tiéu
dinh lugng (vi du: ham lugng flavonoid toan
phan, polyphenol toan phan, hodc cac marker
dic hiéu) va sic ky d6 (HPTLC/HPLC). Tuy
nhién, ching t6i da thyc hién cac kiém soat chat
lugng co ban nhu dinh danh duogc liéu, kiém tra
cam quan, chuan hoa quy trinh chiét xuét va ghi
nhan hiéu suit chiét dé dam bao tinh nhat quan
ctia 16 cao chiét st dung. Cac nghién ciru tiép
theo can dugc thuc hién véi cao chiét dd duoc
tiéu chuin hoa vé thanh phﬁn hoéa hoc va hoat
tinh sinh hoc dé khang dinh chéc chin tac dung
va co ché.

5. Két luan

Cao chiét Nu véi thé hién tac dung ha acid
uric mau trén md hinh ting acid uric mau cip
bang kali oxonat & chudt nhit tring. Tac dung
nay rd hon & lidu 300 mg/kg, thé hién qua mirc
giam acid uric méau ¢ y nghia thong ké va ty 18
{rc ché tang acid uric mau cao hon so voi lidu 100
mg/kg. Két qua nghién ctru cung cap bang ching
thuc nghiém cho thdy cao chiét Nu véi c6 tiém
nang kiém soat tang acid uric mau. Nhiing phat
hién nay goi y rang cao chiét Nu voi la mot
ngudn nguyén liu tw nhién day trién vong dé
nghién ctru va phat trién cac san pham thuc pham
béo vé sirc khoe hd trg phong ngira bénh gut.
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