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, 4. Chuoi hach giao cam nguc quan sét 15 thi
cat dot hiy hach theo qui trinh théng thuding 248
(90%). Truding hap khéng ré chudi hach khong rd
Xudng suon phai cat dét “mi” dua vao xac dinh
mMocC Ngoai 25/276 (9.1%). Trudng hop nhin dinh
dugc xuong sudn nhung khdng rd chudi hach.
Tién hanh cat “ml” béng cach cdt cdt mac xudng
suon 3/276 (1.1%). Két qua kho tay ngay sau khi
m& ld 137/138 (99.3%) b&nh nhan. Trong do két
qua tot [a 98.6%. tung ddi tét 0.7%. khong tot
B 0.7%. Ti I8 tai bién, bién chimg 6 (2.3%)
nhung khéng phai md nguc cdp clu
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PANH GIA TAC DUNG HA ACID URIC MAU
CUA CAO KHO THONG PHONG KHANG TREN PONG VAT THU'C NGHIEM

Vii Binh Dwong*, Nguyén Hoang Ngin®*,

Lé Viét Pirc**, Pham Xuin Phong***, Nguyén Duy Bic*

TOM TAT

Nghién clu nhdm déanh gid hidu qua ha acid uric
mau cia cao kho Thong phong thang trén md hinh
dong vat gay tdng acid uric cdp va man tinh. Két qua
cho thdy, cao khd Théng phong thang co tac dung ha
acid uric mau t5t trén ¢ md hinh g3y téng acid uric
mau ¢ip va man bng Kali oxonat & chudt nhat tring,
¢a khi dung duy phong va khi dung didu tri cap bdi mot
lidu duy nhat. Cic tac dung ndy ctia ch& pham tuong
duong vdl thudc allopurinol. Cao khé Thdng phong
thang ¢6 the 13 mdt ché pham hoan toan tir dugc liéu
fir nhién hifa hen diéu tri t6t bénh téng acid uric mau.

SUMMARY
THE HYPOURICEMIC EFFECT OF THONG
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** Sy dodn 312-Quén doan 1

*&% \ién Y hoe CO truyen Quén dgi
Chiu tréch nhiém chinh: Vi Binh Dudng
Email: vbduong2978@gmail.com

" Ngay nhén bai: 6/6/2015

Nady phan r* - khoa hoc: 30/7/2015
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PHONG THANG DRIED EXTRACTS
IN ANIMAL MODEL

Evaluate hypouricemic effect of Thong phong thang
dried extract in acute and chronic hyperuricemia animal
model, The results show that: Thong phong thang dried
exdract produced a significant reduction in the serum uric
add level in both acute and chronic hyperuricemia model,
both in acute and prophylactic treatment, This activity
equal to standard Allopurinal. Thong phong thang dried
extract could be a potential candidate as a natural drug to
treat hyperuricemic disease.

Keywords: Thong phong thang dried extract;
Hyperuricemia; Mice.

. DAT VAN DE

H6i chirng tang acid uric mau ngay cang trd
nén phd bién trong x& hdi hién nay [3]. Ngoai viée
gdy ra bénh Gut (Gout), tinh trang téng acid mau
cd thé gdy tén thuong cho nhidu ¢ quan nhy
than, mach mau, tim, mat, mang ndo, ¢d quan
sinh duc... {4]. D& diéu tri hdi chimng ting acid
uric mau, thudng sir dung cac thudc c¢d ngudn

g6c tBng hgp héa hoc nhy allopurino, tisopurine...
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Tuy nhién, cac thuéc hoa dugc thudng gay ra
nhiéu tac dung phu nhu viém gan, bénh ly & than,
di (mg...[5]. Do vay, hién nay cac vi thudc, bai
thudic Y hoc ¢ truyén thuding dude nghién cliu si
dung dé thay th& nh38m giam cac tac dung khéng
mong muén. Hoc vién Quan y da nghién clru bao
ché thanh cong cao long Thong phong khang tu'
cic duge lidu san ¢d trong nudc nhu: Tho phuc
linh, Ty gidi, Nguu tat, thién nién kién, hoang ky...
San pham ¢d tac dung tét va hién dugc sir dung
kha hiéu qua trong phong va diéu tri bénh Gouit.
Tuy nhién, dang bao ché cao Iong ¢d nhiéu nhugc
diém nhu: dd on dinh kém, khd khén trong van
chuy&n hao quan, sir dung phirc tap. Vi vay, viéc
nghién ciiu chuy@n dang thanh bao ché hién dai
(vién nén, vién nang) 1a rat cn thiét. D& cd cén
cir khoa hoc cho viéc nghién clru bao ché cac
dang thudc vién tr cao khd Thdng phong khang,
trong nghién clfu nay, ching tdi tién hanh danh
gia tac dung ha acid uric mau ctra cao khd Thong
phong thang trén déng vat thuc nghiém.

1. 5O TUONG VA PHUONG PHAP NGHIEN CU'U

2.1, P6i tudng va nguyén vat liéu
nghién cifu

Ché pham nghién ctru
- Cao kho théng phong thang, dat TCCS, do
Trung tam Nghién ciiu ¢'ng dung san xuat thudc
- Hoc vién Quan y cung cap. Phuong phap diéu
ché& bot cac nhu sau: cac vi thudc cla bai thudc
thdng phnng khang (Hoang ky, Thuong truét,
Thién nién kien, Traén bi, Nguu tat, Ban ha ché,
Ty 9’3} Thé phuc linh, Hoat thach, Pha ¢6 chi,
ich mau) duge chiét siéu am 2 I"E‘m vdi ethanol
50% & nhiét d6 50°C trong 60 phit. Gop dich
chiét va cd chan khéng tdi cao Idng 1:1. Sau ds,
dé lang qua dém loc loal tap. Dich chiét da loai
tap dugc fam khd bang phudng phap phun say
tang soi. Bot cao khd thu dugc bao quan trong lo
kin tranh hit 8m. Hoa tan bdt cao khd vao nudc
cit dé cho chudt udng.
- Cao long thong phong thang, dat TCCS, do
Trung tdm Nghién clru t'rng dung san xuat thudc -
Hoc vién Quén y cung cdp. Phuong phap digu ché
cao Iong theo phudng phap nhu md ta & phan
cao khd, dich chiét da loai tap dugc ¢b quay chan
khdng t6i cao 1ong 4:1 dé cho chudt uong

- Thudc tham chi€u Allopurinol, clia cong ty

Domesco - Viét Nam.,

Dong vat thi nghiém
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~ Chudt nhat trang trudng thanh dong Smss,
khong phan biét giong, dat tiéu chudn thi
nghiém, can néng trung binh moi con 18 - 22 g,

£dng vat thi nghiém do Ban chan nudi - Hoc
vién Quan y cung cap, nudi duBng trong Phﬁ"Q
nudi déng vat thi nghiém it nhat mot tuan truoe
khi tién hanh thi nghiém. Pbéng vat an thic an
theo tiéu chuln thirc &n cho ddng vat nghién
ciru, nudc sach dun sbi dé ngudi udng ty do.
Hang ngay theo ddi ghi chép dién bién két qua
thi nghiém,

Thiét bi nghién ciru: May xét nghiém sinh
hod tu’ ddng Chemix 180 hang Sysmex; Kim dau
ti cho chudt ubng thudc va mat s6 thiét bi, dung
cu phu trg khac.

Hoa chat: Kali oxonat va mdt s6 héa chat
khac cua hang Sigma — Hoa Ky.

2.2. Phuong phap nghién ciru

Tac dung ha acid uric mau cliia cao khd Thing
phong thang dugc danh gia trén md hinh gy tang
acid uric cp va man bang Kali oxonat & chudt nhat
trang, theo phudng phap dugc mé ta bdi Nguyén
Thi Thu Hugng va ¢s, 2012 {2], o cai bien.

Panh gia tac dung trén mé hinh giy
tang acid uric cdp

Panh gfa tic dung diéu tri dzrphong

Chuot nhat trang du tiéu chuan thi ngh:em
dugc chia ngau nhién Km 6 15, moi 15 10 con va
dugc cho udng vdi thé tich ¢6 dinh 10mi/kg
TLCT, trong thdi gian 05 ngay, moi ngay mot fn
vao gid <& dinh nhu sau:

+ Lo 1 (chi'ng sinh iy): ung nudc cat.

+ L3 2 (chirng bénh ly): udng nudc cat,

+ L6 3 (allopurinol): udng Allopurinol liéu
10mg/kg/24h

+ 1.8 4 (cao long): udng cao 1dng 4:1 Thdng
phong khang (10ml/kg/24h tudng dudng vdi 40g
dudc liéu/kg/24h).

+ L6 5 {cao kho liéu 1): udng cao khd Théng
phong khang lieu 6,04g/kg/24h (tudng dudng
vai 40g dudc liéu/kg/24h).

+ L6 6 (cao khd lidu 2): uéng cao khd Thong
phong khang lieu 12,08g/kg/24h. (tuong duong
vai 80g duoc lidu/kg/24h)

Vao ngay thir 05, chudt 6 cac 16 2, 3, 4, 5, 6
dudc tiém phic mac & bung dung dich Kali oxonat
liéu 300mg/kg TLCT mét gid trudc khi cho udng
thudc lféu cudi cung. Lo 1 dugc tiém phic mac
nudc mudi sinh ly. Hai gi& sau tiém, 18y mau dud
chudt dé xét nghiém acid uric.

Dénh gid téc dung diéu tri cap
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Chuét nhdt tréng da tiéu chulin thi nghiém
dugc chia ngdu nhién 3m 6 18, mdi 16 10 con.
Chudt & cac 15 2, 3, 4, 5, 6 dugc tiém phidc mac
6 bung dung dich Kali oxonat !idu 300mg/kg
TLCT. MGt gid sau tiém, céc chudt dude cho
uéng vai thé tich ¢8 dinh 0,2ml/20g TLCT

+ L6 1 (ching sinh Iy): udng nudc cit.

+ L0 2 (chirng bénh Iy): ung nudc cat.

+ L& 3 (allopurinol): udng Allopurinol ligy
10mg/kg

+ L& 4 (cao 16ng): udng cao long 4:1 Thong
phong khang (10mi/kg tuong duong vdi 40g
dugc liéu/kg).

+ L6 5 (cao khd liéu 1): udng cao khd Théng
phong khang liéu 6,04g/kg (tuong dudng vdi
40g dugc ligu/kg).

+ L6 6 (cao khd liéu 2): udng cao khd Théng
phong khang liéu 12,08g/kg (tuang ducng vdi
80g duac lidu/kg).

Hai giG sau tiém, ldy mau dudi chudt xét
nghiém acid uric.

Dénh gid tic dung trén mé hinh gdy
ting acid uric man

Chubt nhat trang d0 tiéu chuin thi nghiém
dugc chia ngau nhién 1am 6 16, mdi 16 10 con.
Cac chuét dugc cho udng hang ngay, trong 14
ngay, vdi thé tich c8 dinh 0,2ml/20g TLCT/24h.

+ L6 1 (chirng sinh ly): udng nudc cét.

i, KET QUA NGHIEN cUU

+ L6 2 (chi’ng bénh ly): uéhg nudc cat.

+ L6 3 (allopurinol): udng Aliopurinol ligu
10mg/kg/24h

+ LG 4 (cao I6ng): udng cao ldng 4:1 Théng
phong khang (10mi/kg/24h tuong dudng vdi 40g
dudc lidu/kg/24h).

+ L& 5 (cao khd ligu 1): udng cao khé Théng
phong khang liéu 6,04g/kg/24h (tuong dudng
vl 40g dugc liéu/kg/24h).

+ LG 6 (cao kho ligu 2); udng cao khé Théng
phong khang liéu 12,08g/kg/24h. (twong dudng
vai 80g durge lieu/kg/24h)

Chudt & cac 16 2, 3, 4, S, 6 duge tiém phiic
mac & bung dung dich Kali oxonat cach ngay, bt
dau tir ligu 300mg/kg TLCT (ngay 1), giam dan
xubng 250mg/ kg TLCT (ngdy 3), 200mg/ kg
TLCT (ngay 5) va duy tri § li€u 150mg/ kg TLCT
(ngay 7, 9, 11, 13). L&y mau dudi chubt & céc
thdi diém ngay 1, 7 (hai gidf sau tiém) va ngdy
14 dé xét nghiém acid uric.

2.3, Xir ly s6 liéu

Cac két qua dugc biéu thj bang tri s8 trung
binh va so sanh théng k& danh gid sur khac biét
gita cac 16 nghién ciru bang One-way ANOVA
test, su’ dung phan mém SPSS 16.0. Sy khac bidt
¢0 y nghia théng ké khi p<0,05.

3.1. Két qua danh gia tac dung trén mé hinh gy tiéng acid uric cip
Bang 1. Ham Iugng acid uric mau & cac 16 nghién citu ddnh gid tc dung trén md hinh gy

téng acid uric cap (Mean + SD)

Danh gia tac dung Banh gia tac dung
diéu tri du phong diéu trj cap
L& ?l'? T?L;:w Haa;pdiﬂgcng % tangso | % giamso | Hamhigng | % tang so % giam so
B . vdiching | vdichitng | acid uric mau | vdiching | vdi chimg
(unn";lllfl] sinh ly bénh ly (umol/l) sinh ly bénh Iy
Chimg )y [ 158,03 160,39 %
sinh ly 20,60 5 1201,3123i
Ching 311,90 = ,
Mopurinol - (3) | “ree” | 33.02% | 3260% | “LuGeT | 3353 | 32,34%
cokng  (4)| RS | d0% | 2037 | BrSE | asn | 28,13%
kho 221,02 + 225,69 +
@O0 5| “Sge7 | 3986% | 29,14% 720 | 4281% | 27,64%
oKD (6| “seta | B8% | R2% | Tplt | 3435% | 31,93%

P < 0,001; P3sse1<001; Praser<0,01; Pages> 0,05; pseq> 0,05; peg> 0,05
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LG chirng bénh ly tiém Kali oxonat cé ham
jugng acid uric mau tang 96,37- 97,37%, dat y
nghia théng ké (p»1 < 0,001) so vdi I chitng
sinh Iy chirng to kali oxalate vdi liéu 300ma/kg
tiém phiic mac 6 bung ¢6 tac dung ¢ ché enzym
uricase, lam téng ham lugng acid uric mau trén
thu'c nghiém.

Cac 16 (3), (4), (5), (6) ham lugng acid uric
mau ciing ting so vdi 10 chirng sinh Iy, nhung
murc ting gidm han so vdi 16 chitng bénh ly. Ca
trén md hinh danh gia tac dung diéu tri du
phong va mo hinh danh gia tac dung diéu trj
cip, ham lugng acid uric mau cla cac 16 ding
thude déu giam cd y nghia thGng ké so véi 10
ching bénh ly (ps,as562< 0,01}

Khi darh gia tac dung diéu tri du phong,
ham lugng acid uric mau cla 16 Allopurinol giam
32,60%, 10 cao long giam 29,37%, 16 cao kho
lieu 1 giam 29,14%, va lieu 2 giam 32,22% so
vdi 16 chirng bénh ly.

Khi danh gia tac dung diéu tri ¢dp (dung mét
liéu duy nhat), ham Jugng acid uric mau cta 16
Allopurino! giam 32,34%, 10 cao khd lieu 1 giam

28,13%, 16 cao khd lidu 1 gidm 27,64%, va liéu
2 giam 31,93% so vdi 16 chirng bénh ly.

K& qua nghién citu chirng t& ca Allopurinol,
cao long Théng phong thang va cao kho Thdng
phong thang & hai mic lidu sir dung, & ca phac
dd dy phong (ding 5 ngay trudc khi gay tang
acid uric mdu) va didu tri cdp (dung mot liéu duy
nhét) déu ¢6 tac dung lam ha acid uric mau ro.

So sanh ham lugng acid uric mau giifa 2 6
dung cao khé Thdng phong thang vdi 16 dung
thudc dbi chiéu Allopurinol, trén ¢ca md hinh dy
phong va md hinh diéu tri cdp, sy khac biét
khﬁﬂg o 'j? nghia thﬁ'ng ké (p5f5.3 > 0,05).

So sanh ham lrgng acid uric mau gitla 2 16
diing cac khdé Thong phong thang vdi 16 ding
cao long Thang phong thang, trén ca md hinh du
phong va mo hinh diéu trj cap, sy khac biét
khong ¢ y nghia thong ké (pse4 > 0,05).

So sanh giita 2 16 ding cao khé théng phong
thang vdi nhau, trén ca mo hinh du phong va mo
hinh diéu tri cap, ham lugng acid uric mau 4 15
dung liéu cao giam hon so 10 ding kéu thap
nhung sy khac biét chua cd y nghia thdng ke
(p5~5 > 0105)'

3.2. Két qua danh gia tac dung trén md hinh gdy tang acid uric man
Bang 2. Ham lugng acid uric madu & cac 10 nghién clu danh gia tac dung trén mo hinh gay

téng acid uric man (Mean £ SD).

Lo nghién ct'u Ham lugng acid uric mau q.lmolll)

(n =10) Ngay 1 Ngay 7 Ngay 14
Ching sinh ly (1) | 160,38+ 21,13 | 160,10+ 22,06 | 158,51 + 23,90
Chitng bénh ly (2) | 310,32 29,71 | 31491 %+ 37,50 | 310,82 + 40,55

Allopurinol (3) { 211,02 +£27,68 | 212,72 £ 28,92 | 210,91 + 26,26
Cao long (4) | 224,15+ 25,41 | 22525+ 26,38 | 222,18 % 26,69
Cao khd liéu 1 (5) | 22569 +27,29 | 22842 % 28,03 | 224,59 % 23,08
Cao khé liéu 2 {6) | 212,32 £ 26,96 21390 + 28,33 | 211,96+ 1749
P21 € 0,001; Paaset < 0,01 Pigcss < 0,01 Pases> 0,05 Pses > 0,05, Psg> 0,05

L6 chitng bénh ly tiém kali oxonat ¢c6 ham
lugng acid uric mau tang 96,37% (ngay 1),
99,27% (ngay 7) va 96,68% (ngay 14) dat y
nghia thong ké (p,y < 0,001) so vdi I ching
sinh ly chifng to kali oxalate tiém cach nhat
trong 7 — 14 ngay co tac dung Uc ché enzym
uricase, lam tang ham lugng acid uric mau trén
thuc nghiém,

Cao kho thong phong thang lidu 1, lidu 2 cho
uong 1 ngay, 7 ngay va kéo dai dén 14 ngay déu
lam giam ham lugng acld uric mau cd y nghia
thong ké so vai 16 chirng bénh Iy (p34s-2 < 0,01).
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So vdi 16 ding allopurino! liéu 10mg/kg/24h, va
16 dung cao Iong théng phong thang, tai ca 3
thdi di€ém xét nghiém (ngay 1, ngay 7 va ngay
14), cao khd thdng phong thang (& ca 2 mirc liéu
diing) cd tac dung ha acid uric mau tudng duong
(p5_5.3 > 0,05, pse4 > 0,05), Nhu Vﬁy cao kho
thdng phong thang ¢o tac dung ro rét lam ha
acid uric mau trén md hinh gay tdng acid uric
man, va tac dung nay tuong duong vdi thudc
tham chiéu allopurinol, va cling tuang duang vai
cac long Thong phong thang.
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So sanh giia 2 16 diing cao khd théng phong
thang, & 16 dung ligu cao c6 ham lugng acid uric
mau giam rd han so (56 diing liéu thdp nhung su
khac biét chua c6 y nghia thdng ké (ps.s > 0,05).

IV. BAN LUAN

Kali oxonat la chdt Gc ch€ enzym uricase,
dugc s dung rdng rai d& gdy md hinh ting acid
uric mau trén ddng vat thuc nghiém. Trén ca md
hinh gay tang acid uric mau cdp va man, 16
chiing bénh ly déu ¢ ham Iugng acid uric méu
tang cao r0 (96,37- 99,27%), va dat y nghia
théng k& vai p, < 0,001 so vdi 16 chirng sinh Iy.
Két qua thuc nghiém cho thady tinh én dinh cla
md hinh, va két qua nay cling phll hop vdi cac
hdo cao cla cac tac giad trong va ngoai nudc khi
st dung cac md hinh nay dé danh gia tic dung ha
acid uric clia thube [2], [5].

Cao kho thong phong thang dugc danh gid
tac dung ha acid uric mau trén ca mé hinh gdy
tang acid uric mau cap va man, va danh gia trén
ca phac do du phéng (ding trude 5 ngay) va diéu
trf cdp (chi ding mdt lan). Trong tét ca cac thi
nghiém trén, ché phdm d8u cb tic dung ha acid
uric mau tét, tudng duong vdi thudc tham chiéu
allopurinol, va tuong ducng véi cao 16ng Thong
phong thang.

Mdrc liéu ddng & 16 diing cao kho thdng phong
thang liéu 1 va 15 dung cao léng théng phong
thang 1a tuong duong khi qui ddi ra s gam dugc
liéu ding bao ché (40g duoc liéu/kg). Tac dung
ha acld uric mau ¢ 2 160 nay la tuong duong,
chifng t0 qui trinh bao ché cao khod tu cao long
(bing phugng phap phun sdy ting s6i) khdng
lam anh hudng dén tac dung clia ché pham.,

Thdng phong thang 14 ché phd8m bao ché
hodn toan tir duge ligu ty nhién, nén ¢d uu diém
hon Allopurinol 1a ¢6 thé han ch& dugc cac tac
dung phy va tugng tac thudc trong dieu tri.
Allopurinol ¢o thé 1am biing phat bénh viém khdp
gout trong khi mirc acid uric mau dang budc dau
dude diéu chinh, va khéng thé ding Allopurinol
trong khi viém hoat déng vi thudc cd thé lam
nang va kéo dai con wem khap guut cap [5]
Allopurinol co thé gay nhiém déc gan, gay mot s6
bénh Iy & thén va tudng tac vdi mot s6 khang
sinh. Cao kho thdng phong thang ¢d hiéu qua 1dm

giam acid urlc mau tu‘dng duong allnpurmnl cung
vai Uu diém & ch& pham hoan toan tiy dudc lidu
b nhlen, hira hen cao khé théing phong thang i3
ché pham cé tac dung tot trong didu tri ting acid
uric mau va it tac dung phu.

V. KET LUAN

Cao kho théng phong thang véi cac mirc lidy
6,04g va 12,08g/kg/24h (tuang dudng véi 40g
va 80g dugc lidu/kg/24h) cé tic dung ha acid
uric mau tét trén ¢ac md hinh gdy téng acid uric
mau cdp va man bang Kali oxonat & chudt nhét
trang, ca khi dung dv phong va khi ding diéu tri
cdp bdi mét liéu duy nhat, Cac tac dung nay cla
ché pham tuong dudng véi thudc Allopurinol liéu
10 mg/kg/24h ding lam tham chi€u, va tugng
duong vai cao ong 4:1 théng phong thang liéu
10mifkg/24h  (tuong duong 409 dugce
liéu/kg/24h).
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