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TOM TAT

Ophiocordyceps sinensis la mot loai ndm dugc liéu quy lau ddi véi nhiéu hoat chat cé hoat tinh sinh
hoc. Cac nghién ctu trudc clia chiing toi da chiing minh O, sinensis, dac biét la cao chiét petroleum
ether (PE), c6 tiém nang hé trg diéu tri tang acid uric nha kha nang ic ché xanthine oxidase (XO).
& nghién ctu nay, kha nidng ha acid uric mau clia cao chiét PE dugc khao sat trén mé hinh chuét
tang acid uric. M6 hinh tang acid uric cdp dugc thyc hién véi liéu 250 - 1.000 mg/kg trén chudt
bang kali oxonat. Két qua cho thdy cao PE ctia ndm O. sinensis khong gay chét chudt khi uéng &
liéu gidi han 5.000 mg/kg. Két qua cho thay ca 3 liéu thir nghiém (250, 500, 1.000 mg/kg) déu cd
tdc dung ha acid uric mau.

M& hinh tang acid uric man bang cach tiém cach nhat liéu kali oxonat gidm dan tir 300 xuéng 150
ma/kg. Ti 1é tang acid uric clia [6 md hinh so vai 16 chiing sau 7 ngay la 50%, va sau 14 ngay la 36%.
Két qua ha acid uric trén mé hinh tdng acid uric man cho théy liéu 1.000 mg/kg va liéu 500 mg/kg
cé tac dung ha tot hon liéu 250 mg/kg. Liéu 500 mg/kg lam gidm lugng acid uric 25% sau 7 ngay
va 29% sau 14 ngay. Liéu 1.000 mg/kg lam gidm lugng acid uric 35% sau 7 ngay va 29% sau 14
ngay. K&t qua xét nghiém huyét hoc cho thdy khong co sy khac biét gitta cac 16 véi nhau. Két qua

nhudm HE cho théy cé su tén thuong ndi quan khi thi nghiém kéo dai.
Tu khoa: cao chiét petroleum ether, déng tring ha thao, Ophiocordyceps sinensis, tdc dung ha

acid uric mau

GIGI THIEU

Tang acid uric mdu la r8i loan chuyén héa xdy ra khd
phd bién va 1a nguyén nhan chinh din dén bénh gut
va cac bénh lién quan nhu tang huyét ap, suy than,
bénh mach vanh va hoi chiing chuyén hoéa. Acid uric
14 san phdm cta qua trinh bién dudng lién quan dén
enzyme XO, mdt enzyme quan trong tham gia vao qua
trinh di héa purin. Enzyme XO hoat dong qua mtic
sé lam tdng lugng acid uric mau. Néu acid uric khong
dugc bai tiét ra ngoai, tich tu trong mau sé tao thanh
céc tinh thé€ urat gay tdn thuong cho khép xuong, than
hoéc dan dén bénh gout, ting huyét ap, suy than, bénh
mach vanh va hoi ching chuyén hoa. Trén thi truong
¢6 rit nhiéu thudc stt dung d€ diéu tri ha acid uric
mau. Tuy nhién, nhiing loai thudc nay lai gay ra nhiéu
tac dung phu cho ngudi st dung nhu viém gan, bénh
thén, phan ting di ting va ngd doc. Vithé, diéu tri tang
acid uric bang cdc hgp chét ty nhién c6 hoat tinh sinh
hoc chiét xudt tit ty nhién dang la mét hudng di dugc
quan tam 2,

Nédm O. sinenis hay con c6 tén goi dan gian 1a Pong
trung ha thdo, la mot loai ndm quy s& hiiu rdt nhiéu
hoat tinh sinh hoc®*. Cordyceps thuoc mét chi trong
16p ndm Ascomycetes (ndm tai), ki sinh trén con

trung, chu yéu la con trung va dong vat chan dat
khac (ndm entomopathogenic), mét s6 ky sinh trén
céc loai ndm khac®7. Nhiéu nghién ctiu da chiing
minh Cordyceps chtia nhiéu hoat chat nhu cordy-
cepin, adenosin, hydroxyethyl-adenosin, cac nucleo-
side, ergosterol, polysaccharide, cdc nguyén t6 da va
vi lugng cung nhiéu hoat chét c¢6 hoat tinh sinh hoc
Khac3-68-11

O céc nghién ctiu trudc, chiing toi da chiing minh kha
néng tc ché sy hoat dong enzyme XO cua O. sinen-
sis 1213, 'Theo d6, 250 ug/ml cao chiét PE tii O. sinen-
sis ¢6 kha néang tic ché€ 26,21 £ 0,52 % enzyme XO,
hoat tinh cao nhét trong cac phan doan 12/ Bén canh
d6, 6 mo6 hinh chudt gay tang acid uric bang liéu kali
oxonat 300 mg/kg, cao EtOH 500 mg/kg c6 tac dung
ha acid uric mau so v6i 16 ching bénh 13 16,67 % 12.
Do d6, nham cung cép céc s6 liéu vé tdc dung ha acid
uric mau cua O. sinensis, ching toi ti€p tuc danh gia
tac dung ha acid uric mdu ctia cao chiét PE tit sinh
khéi ndm O. sinensis trén mo hinh tang acid uric cip
tinh va man tinh thuc nghiém trén chuét.

VAT LIEU VA PHUONG PHAP
NGHIEN CUU

Trich dan bai bao nay: Thu H, Nhu L P Q, Hiép D M. Panh gia tac dung ha acid uric mau ciia cao chiét

petroleum ether tit sinh khdi ndm Ophiocordyceps sinensis.

6(4):2089-2098.
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Vat liéu nghién ciu

Nam O. sinensis dugc cung cép tit TS. Truong Binh
Nguyén va cdng ty C8 phan Nguyén Long, LAm Déng
va dugc nudi cdy trén moi truong long tinh trong thoi
gian 40 ngay (Hinh 1) tai Phong thi nghiém thudc Bo
mon Sinh Hod, Khoa Sinh hoc va Coéng nghé Sinh
hoc, Truong Pai hoc Khoa hoc Ty nhién - PHQG-
HCM. Thanh phin moi trudng nudi cdy gom: 200 g
khoai tay, 6 g peptone, 4 g cao ndm men, 50 g saccha-
rose.

Chudt nhdt trang ching Swiss albino 7-8 tun tudi,
trong lugng trung binh 18- 22 g, giéng duc, khoe
manh dugc cung cdp bdi Vién Pasteur TP. H6 Chi
Minh. Chuét dugc nudi giti 6n dinh 7 ngay trude khi
lam thi nghiém trong diéu kién phong thi nghiém, yén
tinh, thodng khi, nhiét d6 tit 20-30 °C, 46 4m 60-75%.
Chuoéng nuoi cé kich thude phit hop, c6 chd dé thic
dn, nudc udng, thodng, sach sé, dé1lam vé sinh. Trong
cac mo hinh khao sat, chudt dugc cho udng nudc cit
hoéc thu6c thii nghiém vao mot gio nhit dinh trong
vong 5 ngay trudc khi lam thd nghiém. Trudc khi
dung nudc cit hodc thudc thit nghiém 5 gio, chudt
khong dugc an nhung dugc uéng nude binh thudng.
Hoéa chat: Dung mdi ethanol 96% (EtOH), petroleum
ether (PE), n - butanol (BuOH), ethylacetate (EtOAc),
dimethyl sulfoxide (DMSO) mua ti hang Xilong,
Trung Quéc. Kali oxonat mua tii hang Sigma -
Aldrich, allopurinol 300mg mua ttt CTCP XNK Y té
Domesco, Viét Nam.

Phuong phap chiét cao

Cao PE dugc chiét theo phuong phép chiét long-
1ong '%13. Sinh khéi ndm dugc sdy kho, xay nho, sau
d6 chiét v6i EtOH béing phuong phép ngdm kiét, dich
chiét dugc c6 quay d€ thu dugc cao EtOH (cao t6ng).
Cao EtOH dugc hoa trong nudc, sau d6 dugc tach
thanh nhiéu phan doan bang phuong phap chiét long
- 16ng véi cac dung moéi khac nhau c6 do phan cuc
tang dan theo thi ty petroleum ether (cao PE), ethyl
acetat (cao EtOAc), n-butanol (cao BuOH) va nudc
(cao nudc). Céc dich chiét sau d6 duge co quay dudi
dung moi dé thu dugc cic cao chiét phan doan, cao
chiét dugc giti bao quan & nhiét do -20 °C.

Khao sat tac dung ha acid uric mau ctia cao
PE

Khdéo sdt déc tinh cdp dudng uéng

Chuot thi nghiém dugc cho khao sit d€ xem xét anh
hudng va khéc biét gitta 16 nudc cit va DMSO 0,5%.
Chudt dugc chia thanh 216, méi 16 6 chuot: Lo 1 (Lo
chting): chuét uéng nudc muéi sinh ly liéu 0,2 ml/10g
thétrong, 16 2 (L6 mo hinh): chuét uéng DMSO 0,5%

liéu 0,2 ml/10g thé trong. Theo ddi chudt va ghi nhén
cac triéu ching nhu binh thudng, khong chét hoic
trudc khi chét (gai mom lién tuc, chay hoangloan, nga
xiéu veo, co giat, run rdy, ra m6 hoi, tim tdi § tai, chan,
dudi, tu thé nam ding, ...). Sau 1 gid, 14y mau dudi
chugt, ly tam, hut huyét thanh va xét nghiém acid uric
dé so sanh sy thay déi gitia 2 16.

Khao sat doc tinh cdp dudng udng theo phuong phap
ctia Litchfield - Wilcoxon. 1214, Chuot dugc cho nhin
doi 12 gio trudc khi thi nghiém. Cho chudt uéng cao
PE pha trong DMSO 0,5% 6 liéu t6i da ma thudc c6 thé
bom qua kim tiém (liéu 5.000 mg/kg thé trong chuot).
Cao thu6c dugc dua vao da day chu¢t bing mot kim
cong ddu tu qua duong miéng, theo déi tinh trang
chuét. S6 lan dung thudc: dung mét 14n duy nhit
trong ngay trong khodng thdi gian tu 8-9 gid sang.
Quan sét s6 chudt chét trong 72 gid va cac ddu hiéu
khéc trong vong 7 ngay. Chudt chét dugc mé dé danh
gid tén thuong dai thé.

Phuong phdp tao mé hinh chuét tang acid
uric cdp va khdo sdt hoat tinh ha uric ciia cao
PE

Kali oxonat 13 chét tc ché uricase, enzyme c6 vai
tro chuyén acid uric thanh hgp chit allantoin dé tan
khién nong d¢ acid uric mau ha xuéng. Do d¢, kali
oxonat dugc stt dung d€ tao mo hinh chuét gay tang
acid uric!'?1>16 Chia ngau nhién chuét thanh 5 16,
méi 16 6 con. O ngay thi nghiém thi 5, chuét & 16
chting dugc tiém mang bung véi nudce it 0,1 ml/10 g
thé trong, cac16 con lai dugc tiém kali oxonat néng do
200 - 600 mg/kg (0,1 ml/10 g thé trong). Sau khi tiém
2 gi®, 14y mau dudi chuét, ly tim thu huyét thanh, xét
nghiém dé dinh lugng néng d¢ acid uric.

Sau khi gdy mo hinh thanh céng tiép tuc tién hanh
danh gia tic dung ha acid uric huyét thanh trong moé
hinh chudt tang acid uric cip thuc nghiém cuaa cao
chiét. Tu liéu doc tinh cdp da khao sat, ching toi
stt dung liéu c6 tac dung dugc Iy la 1/10 Dyyqy, va st
dungliéu gi6i han trén 1/5 Dy4x va giéi han dudi 1/20
Dyax- Trong qué trinh thi nghiém, cidc mau tha sé
dugc pha loang véi liéu phu hgp va cho chudt uéng
vao budi sang khoang 8-9 git véi liéu 0,1 ml/10 g thé
trong/ngay '>17. Ngay thi 5, chuét dugc tiém kali ox-
onat n6éng d6 400 mg/kg mot gio trudc khi uéng thude
14n cudi. L6 d6i chiéu sé dugc udng thudce allopurinol
10 mg/kg thé trong. Saukhi uéng thudc 1 gid, ldy méau
duoi chuét d€ dinh lugng néng d6 acid uric mau.
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Hinh 1: Sinh khéi nam O. sinensis phaoi khé

Khdo sdt tdc dung ha acid uric huyét thanh
trong mé hinh chuét tang acid uric man thuc
nghiém

M6 hinh chudt ting acid uric man tinh dugc thyc hién
bang cach tiém cdch nhat liéu kali oxonat gidm dan (tu
300 mg/kg xuéng 150 mg/kg) theo mo ta ciia Dung
LTM va cong sy'®. Sau khi tiém 1 gi&, chudt dugc
cho udng cao liéu 0,1 ml/10g thé trong chujt.

Tu liéu Dyygy ¢6 duge tu thi nghiém dc tinh cép,
thi nghiém thuc hién trén 3 liéu: 1/5 D,4y (gi6i han
trén), 1/10 Dyyqx (li€u dugc ly) va 1/20 Dy (gi6i han
dudi). Chuot dugc cho udng cc cao thit hodc thude
hang ngay trong 7-14 ngay. Ldy mau dudi chudt & cac
thoi diém ngay 7 va ngay 14 d€ dinh lugng acid uric
trong huyét thanh. Sau khi uéng thudc 2 gio, 14y méu
duoi chudt xét nghiém huyét hoc hoan toan, ly tam
thu huyét thanh, xét nghiém dé€ dinh lugng néng do
acid uric. Tién hanh md8 néi quan chudt d€ quan sat
vi thé gan, than, da day.

Nhuém té bao béng phuong phdp nhuém HE
Nhuém HE (hematoxylin- eosin) la phuong phap
nhudm hai mau lién ti€p. Nhudém nhén theo nguyén
tac ting d4n, nhudém bao tuong theo nguyén tic gidm
dén. Hematoxylin, thu6éc nhudém co ban sé cho nhan
mau xanh do trong nhén cé acid nucleic. Trong khi
d6 eosin, thudc nhudém cé tinh acid sé 1am cho bao
tuong mau hong vi thé két qua sé cho ra nhén t€ bao
mau xanh dén xanh den, bao tuong t€ bao mau hong
dén do, hong cau hong dong, sgi tao keo hong nhat.
Quan sat dudi kinh hién vi sy thay d6i sy phan bd,
hinh dang, mau sic cta t€ bao, bao tuong d€ nhin
dinh, danh gid muc d¢ t6n thuong cta co quan chudt.
Chung toi thuc hién giai phau gan, thin, da day chudt,

¢6 dinh béng formol 10% va g&i B6 mon Giai Phau
truong Pai hoc Y dugc TRHCM doc két qua.

Phuong phdp théng ké

Két qua dugc biéu dién dudi dang M + SE (M: gid tri
trung binh cta tiing 16, SE: sai s chudn). Xt ly thng
ké dya vao phép kiém One-Way ANOVA bang phan
mém Excel d€ dédnh gia sy khdc biét vé tri s6 acid uric
clia cac 16 thu nghiém trong cung mot thoi diém. Két
qua thtt nghiém dat y nghia thong ké véi do tin ciy
95% khi p < 0,05 so v6i 16 chiing.

KET QUA

Hiéu suat chiét cao phan doan

Két qua cho thdy hiéu sudt chiét cao EtOH ban dau
thu dugc 14 24,31%. Cao EtOH dugc hoa tan trong
nudc va tiép tuc chiét bing phuong phép chiét long
- léng v6i cac dung moi hitu co c6 do phan cuc ting
dan dé thu dugc cic cao chiét phan doan. Két qua
thu dugc cho thay hiéu suét chiét cao PE dat hiéu suat
9,6%, cao EtOAc dat hiéu suat 2,6%, cao BuOH dat
hiéu sudt 6,15% va cudi ciing cao nuéc dat 7,61%.

Tac dung ha acid uric mau ctia cao PE

Két qua khdo sdt déc tinh cdp duong uéng
Cao chiét PE khong tan tot trong nudc nén DMSO
0,5% dugc st dung lam dung moi hoa tan cao PE.
Thi nghiém nay nham danh gid anh hudng cta dung
mo6i DMSO dén chu¢t. Két qua cho thdy ndng d6 acid
uric mau trung binh trong chu¢t khong khac biét c6 y
nghia thong ké & 16 uéng DMSO 0,5% va 16 nudc cat
(p > 0,05), v6i néng do uric trung binh & 16 DMSO
va 16 nudc cét 1an lugt 1a 0,76 & 0,20 mg/dl va 0,75
=+ 0,21 mg/dl. Vi véy, trong cic thi nghiém tiép theo,
cao PE dugc hoa tan v6i DMSO 0,5%.
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Chudt udng cao chiét PE ¢1i€u 5.000 mg/kg dugc theo
déi trong 1h, 2h, 1 ngay, 2 ngay, 3 ngay, 5 ngay, 7
ngay. K&t qua cho thiy trong sudt thoi gian khao sat,
chudt sinh hoat binh thudng, khong cé triéu ching
trude khi chét nhu gai mom lién tuc, chay hoan loan,
nga xiéu veo, co gidt, run rdy, ra mo hoi, tim téi & tai,
chan, duéi, tu thé ndm dung,...). Diéu nay chiing to
cao PE chiét xuét tit ndm O. sinensis khong c6 doc
tinh & noéng d6 khao sat. Nhu vay, liéu 5.000 mg/kg
dugc chon 13 D4y (li€u cao nhit c6 thé cho udéng qua
dudng miéng ma khong lam chudt chét), ti d6 suy ra
liéu dung cho thuc nghiém c6 tdc dung dugc ly la liéu
1/10 Dy (liu 500 mg/kg), stt dung thém 2 liéu gisi
han la 1/5 Dypgx va 1/20 Dyygy d€ thii tdc dung ha acid

uric trén mo6 hinh tang acid uric cdp va man tinh.

Két qua ha acid uric cta cao PE trén mé hinh
tdng acid uric cdp

Détao moé hinh ting acid uric cip, cac liéu kali oxonat
200 mg/kg, 300 mg/kg, 400 mg/kg va 600 mg/kg dugc
khdo sat. Két qua cho théy tii liéu 200 mg/kg dén liéu
400 mg/kg co tilé ting acid uric so v6ilo chiing va dat
ngudng cao nhat & liéu 400 mg/kg (14n luot 1a 24,59%,
40,52% va 65,81%). Tuy nhién, liéu 600 mg/kg lai cé
ti 1é tang so v6i 16 chiing gidm hén (44,96%). Phéan
tich két qua Anova cho thdy c6 su khéc biét vé nong
do acid uric gitia 6 16 v6i nhau, sy khac nhau nay cé
y nghia thong ké (p < 0,05, n=6). Dua vao két qua
nay, liéu hiéu qué dé€ gy mo hinh ting acid uric cép
tinh 13 400 mg/kg véi ti 1é tang 1a 65,81%. Sau khi tao
mo hinh ting acid uric cdp tinh thanh cong, tic dung
ha acid uric méau ctia cao PE chiét xuét ti O. sinensis
dugc khao sat theo mo hinh uéng dy phong. Két qua
ndéng d6 acid uric mau cta cic 16 chudt thi nghiém
dugc trinh bay 6 Bang 1.

L6 chuét udng allopurinol va 16 chuét uéng cao PE
déu lam gidm no6ng d¢ uric mau sau 4 ngay udng du
phong, cu thé 16 allopurinol gidm 52,59%, 16 cao PE
1.000 mg/kg gidm 35,34%, 16 cao PE 500 mg/kg giam
34,48%, va 16 cao PE 250 mg/kg lam giam 26,72% so
v6i 16 bénh. No6ng do uric mau & 3 16 udng cao PE
khong c6 su khac biét mang y nghia thong ké gitia cac
16 (p > 0,05, n=6).

Két qua ha acid uric ctia cao PE trén mé hinh
tdng acid uric man

L6 md hinh tiém kali oxonat c6 lugng acid uric ting
50% (ngay 7) va 36,36% (ngay 14), két qua dat y nghia
thong ké so v6i 16 chiing, do d6 kali oxonat tiém nhét
liéu trong 14 ngay cé kha nang lam ting ham lugng
acid uric trong méu. Phit hgp d€ tao mo hinh giy tang
acid uric man tinh trén d6i tugng chuét thi nghiém.

Két qua so sanh gittal6 bénh vald stt dung cao PE 1000
mg/kg, 500 mg/kg cho thay cao PE 1.000 mg/kg va 500
mg/kg déu c6 tac dung ha acid uric mau khi cho uéng
7 ngay hay kéo dai dén 14 ngay dat y nghia thong ké
khi so sanh véi 16 bénh (Bang 2). Trong khi, liéu 250
mg/kg c6 hnong do acid uric mau giam & ngay thi 7,
tuy nhién khi cho udéng tiép tuc dén ngay 14 thi néng
d6 acid uric ting. Allopurinol thudng dugc st dung
lam gidm acid uric cdp nén chung téi chi cho chuét
udng vao cac ngay 7 va 14. Két qua ham lugng uric
mau ctia 16 cho udng allopurinol 1a tuong tu nhau vao
cac ngay 7 va 14 § mo hinh tang uric man va tuong tu
v6i moé hinh cdp. Kha ning ha uric mau ctia cic nong
dd cao chiét v6i nhau va véi allopurinol cho thdy tac
dung liéu cao chiét & cdc ndng do khac nhau la tuong
tu nhau 6 ngay 7, liéu 1.000 mg/kg va 500 mg/kg cd
tac dung t6t hon liéu 250 mg/kg khi st dung kéo dai
dén ngay 14.

Két quad céng thirc mdu

Phan tich cong thiic méau sé cho biét s6 lugng cac té
bao mau va cac thanh phan lién quan cia mau ngoai
vi (Bang 3). Thong qua cong thiic mau cé thé sang loc
nhiting bénh ly dic trung béi nhiing thay d6i nghiém
trong vé s6 lugng té bao mau, theo doi dién bién caa
mot s6 bénh nhu: bénh bach ciu (mdu tring), u bach
huyét, cac bénh lién quan t6i mau, bénh man tinh...
Phén tich Anova cho thdy khong cé su khac biét gitia
3 thong s6 huyét hoc gitia cac 16: s6 lugng hong céu,
s lugng bach cdu, s lugng tiéu cdu trong mot thé
tich mau.

Két quda nhuém HE

Két qua nhuém HE dugc trinh bay trong Hinh 2. Két
qué nhudm HE cho gan, da day, than cta 6 16 th€ hién
c6 su khac biét gitia 16 chiing va cac 16 con lai. Lo
gay mo hinh, 16 sti dung allopurinol va 16 st dung cao
déu géy ra tdn thuong cho ndi quan. Muc d¢ viém
va tén thuong & cdc 16 khong c6 su khéc biét nhau
qué nhiéu (ngoai trii than cta 16 250 mg/kg c6 mtic
do ton thuong nhe nhét so v6i cac 10), chiing to thudc
allopurinol va cao PE c6 th€ ha acid uric nhung khong
¢6 tac dung bao vé va héi phuc nhiing tén thuong do
kali oxonat gay ra cho ndi quan chudt.

THAO LUAN

Nam Dong truing ha thao O. sinensis 1a loai ndm dugc
liéu quy hiém va 1a déi tugng dugc quan tdm nghién
ctiu nhiéu. Hién tai, nhém nghién ctiu ching t6i ciing
da cong bo nhiéu cong trinh lién quan dén hoat chat
va hoat tinh ctia loai ndm nay nhu hoat tinh khéng
oxy hoa, khang viém, hoat tinh khang phan bao va
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Bang 1: K&t qua ha acid uric mau trong mé hinh chuét tang acid uric cap thuc nghiém

Lo Lo Lo dai Lo L6 500 Lo 250
chiing bénh chiéu 1.000 mg/kg  mg/kg mg/kg
No6ng do acid uric 0,72 £ 0,23 1,16 £ 0,12 0,55 + 0,10 0,75 £ 0,22 0,76 + 0,24 0,85 £+ 0,19
trung binh (mg/dl)
Ty 1¢ ting acid uric - 61,11 - - - -
ctia 16 bénh so véGi 1o
chiing (%)
Ty 1é giam acid uric - - 52,59 35,34 34,48 26,72
s0 vGi 16 bénh (%)
Bang 2: K&t qua ha acid uric mau trong mé hinh chuét tang acid uric man thuc nghiém
Lo chiing L6 m6 hinh Lo allopurinol L6 1000 mg/kg L6500 mg/kg Lo 250 mg/kg
Ngay ~Ngay Ngay Ngdy Ngay Ngay Ngay Ngdy  Ngay Ngay Ngiy Ngay
7 14 7 14 7 14 7 14 7 14 7 14
Noéng do 0,78 0,77 1,17 1,05 0,59 0,58 0,87 0,82+ 0,76 0,75 0,75 1,01
acid uric + + + + + + + 0,13 + + + +
trung 0,08 0,12 0,16 0,16 0,07 0,11 0,14 0,12 0,19 0,08 0,32
binh
(mg/dl)

hoat tinh tGc ché XO 121920 Cy thé1a tai nodng do 100
ug/ml, cao PE va EtOAC tc ché 21,21 + 0,36 % va
16,28 =+ 0,20 % hoat tinh ctia XO. Khi ting néng d¢
thi hoat tinh tc ché cling ting theo, tai nong do 250
ug/ml, cao EtOH tic ché 15,44 + 0,19%, phan doan
EtOAc tic ché 15,75 + 0,28 % va phan doan PE, tic ché
26,21 40,52 % '3, Cao EtOH la cao t3ng, sau khi chiét
xudt, cao EtOH dugc hoa tan trong nudc va tiép tuc
chiét bing phuong phép chiét long - long véi cac dung
moi hitu co ¢é d9 phan cuyc ting dan dé€ thu dugc cac
cao chiét phan doan. Két qua thu dugc cho thay hiéu
sudt chiét cao PE dat hiéu sudt 9,6%, cao EtOAc dat
hiéu suit 2,6%, cao BuOH dat hiéu suat 6,15% va cudi
cling cao nudc dat 7,61%. O cong b6 trudc ctia nhém
trén mo hinh chuét gay ting acid uric bang liéu kali
oxonat 300 mg/kg vao nam 2017, cao EtOH & nong
d6 500 mg/kg c6 tac dung ha acid uric mau 16,67% so
v6i 16 chting bénh 2. Bén canh dé, cao PE dat hiéu
suéit chiét cao nhdt chiing to trong sinh khéi cta O.
sinensis chiia mot lugng 16n cac chat kém phén cuc
(vi PE 1a dung moi kém phén cuc nhdt, hoa tan cic
chatkém phén cyc) va vi trong O. sinensis c6 chtia cac
chit khong phén cuc nhu ergosterol, A-3 ergosterol,
ergosterol peroxide, 3-sitosterol >®. Két qua clia cong
bé trude da ching minh cao PE c6 ty 1é cao trong O.
sinensis va hoat tinh tic ché XO cao. Két qua cuia cong
b6 nay tiép tuc dua ra bing chiing vé tac dung ha acid
uric trén chudt & cd md hinh cép va man tinh.

Bén canh d6, nhong trung thao Cordyceps militaris

ciing c6 kha ning tic ché XO va ha acid uric mau 2122,

Tuy nhién, & C. militaris, cao EtOAc c6 hoat tinh tic
ché XO (gia tri ICsg = 62.82 ug/ml) cao hon so véi

2l Cao chiét nudc cta

cac cao phan doan con lai
C. militaris cing c6 kha ning ha acid uric mau trén
md hinh chudt ting acid uric (gay boi potassium ox-
onate), cao chiét nudc ciing gy vai tic dong nho
1én cc co quan chic ning clia chuét??. Theo nhém
nghién ctiu nay, cordycepin dugc xem la chit dong
vai tro chinh trong viéc ha acid uric mdu, cordycepin
lam gidm lugng serum acid uric, diéu hoa uric acid
transporter 1 (URAT1) & than223, Pang luu y hon,
hoat chat cordycepin khong géy tac dong bat loi 1én
céc cd quan chiic ndng & chuot 23 Cordycepin 1a mot
purine alkaloid c6 trong lugng phén tu la 251,24 Da,
cong thiic héa hoc 1a C1gH 3N503, ¢6 cdu tric 3-
deoxyadenosine?. Pay 14 hoat chét sinh hoc chinh &
cécloai Cordyceps gitip han ché tac dong ctia cac virus
gy hai, khang viém, khang oxy hoa, khang ung thu,
diéu hoa qud trinh apoptosis & t€ bao ung thu, diéu
hoa qué trinh mién dich té bao>°. Ham lugng cordy-
cepin trong O. sinensis 1a tii 0.006 dén 6.36 mg/g sinh
khoi, ham lugng cordycepin trong C. militaris nuoi
cdly thdp hon va c6 thé 1én dén 2.28 mg/g sinh khéi?>.
Tuy nhién, ngoai cordycepin, hoat tinh ha acid uric
mau trong Cordyceps con dugc giy ra nho cac hop
chit sinh hoc khac, vi du nhu polysaccharide 4.

KET LUAN

Két qua nghién ctiu in vivo cho thdy,  mo hinh giy
tang acid uric cdp tinh va man tinh, cao chiét PE tu
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sinh khéi ndm O. sinensis c¢6 kha ning ha acid uric
mau. Tac dung ha acid uric ctia cao PE cho théy sau
14 ngay diéu tri v6i 3 nong do cao khao sit. Theo do,
liéu 1.000 mg/kg va liéu 500 mg/kg c6 kha ning ha
acid uric so v6i 16 md hinh dat y nghia thong ké. Liéu
250 mg/kg thi ha acid uric t6t sau 7 ngay, va sau 14
ngay khong dat két qua t6t nhu so sanh véi 7 ngay. Sau
14 ngay, cic thong s6 vé€ s6 lugng hong cdu, bach cau,
ti€u cdu khong cé su khéc biét mang y nghia théng
ké. Quan sat vi thé bang phuong phép nhuom HE
cho thdy c6 su viém gan, thin, da day sau 14 ngay su
dung thudc, allopurinol va ca cao PE.

LOI CAM ON

Chung t6i xin cam on Truong Pai hoc Bach Khoa,
PHQG - HCM da h6 trg cho nghién cttu nay. Nhém
nghién ctiu cling v6 ciing cdm on TS. Truong Binh
Nguyén va cong ty ¢ phan Nguyén Long, Lim Déng
da cung cdp ching ndm O. sinensis cho nghién ctiu
nay.

XUNG POT LOI1 ICH

Nhom nghién ctu cam doan khéng c¢é xung dot 1gi
ich trong ban thao nghién ctiu nay

PONG GOP CUA CACTACGIA

Huynh Thu: dinh huéng néi dung va phuong phap
nghién ctu, thuc hién ndi dung nghién ctu, tdng hgp
s6 liéu, chudn bi va hoan tit ban théo. Lé Phan Quynh
Nhu: thuc hién néi dung nghién ctu, xt ly s6 liéu.
Dinh Minh Hiép: dinh hudng n¢i dung va phuong
phép nghién ctiu, huéng dan nghién ctu.
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Evaluation of the hypouricemic effect of petroleum ether extract
from Ophiocordyceps sinensis biomass

Thu Huynh2”*, Nhu Quynh Phan Le3, Hiep Minh Dinh*

ABSTRACT

Ophiocordyceps sinensis is a long-traditional medicinal mushroom with many bioactivities. Our pre-
vious studies have demonstrated that O. sinensis, especially petroleum ether (PE) extract, has the
potential to support the treatment of hyperuricemia by inhibiting xanthine oxidase (XO) activity.
In this study, the ability of PE extract to lower the content of blood uric acid was investigated in
a hyperuricemia model. The acute hyperuricemia model was conducted at a dose of 250 - 1,000
ma/kg using potassium oxonate on mice. The results showed that the PE extract of O. sinensis did
not cause death to mice at a dose of 5,000 mg/kg. The results showed that all three tested doses
(250, 500, 1,000 mg/kg) were effective in lowering the concentration of blood uric acid.

The model of chronic hyperuricemia was revealed using doses of potassium oxonate from 300 to
150 mg/kg every other day. The rates of uric acid increased in the model group compared to the
control group after 7 days was 50%, and after 14 days was 36%. The results of lowering the uric acid
contents on the model of chronic hyperuricemia showed that the dose of 1,000 mg/kg and 500
mag/kg had a better effect than the dose of 250 mg/kg. The uric acid contents were reduced 25%
after 7 days and 29% after 14 days by the dose of 500 mg/kg, respectively. A dose of 1,000 mg/kg
reduced uric acid contents by 35% after 7 days and 29% after 14 days, respectively. The results of
hematology test exhibited no differences between experiments. The HE staining results showed
damages in internal organs when the experiments was prolonged.

Key words: DongChong XiaCao, hypouricemic effect, petroleum ether extract, Ophiocordyceps
sinensis
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