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TOM TAT

Hién chua c6 nhidu nghién ciru tai Viét Nam cong b chi tiét vé tac dung sinh hoc va doc tinh cua 14 cay Dung
(Symplocos cochinchinensis (Lour.) S. Moore). Dé tai cung cp co sé vé tinh an toan va tac dung duoc ly cua la
cay Dung qua khao sat doc tinh cip duong ubng va tac dong ha acid uric méu in vivo cua dwoc lidu nay. L4 cay
Dung duoc xay thd va tién hanh chiét xuat bang phuong phap chiét néng sir dung dung méi 1a nudc vai ty 18
dugc lieu:dung mdi la 1:7. Chudt duoc gay ting acid uric bang kali oxonat (liéu 300 mg/kg) va dwoc cho udng
cao chiét nugc 14 Dung hoic allopurinol. Cao chiét nude 14 Dung (SCW) thé hién doc tinh cap duong udng véi
LD, = 7,5 g/kg va tac dong ha acid uric ¢ liéu 0,5 g/kg va 1,0 g/kg. Cao chiét nudc 14 Dung c6 tac dung du phong
tang acid uric trén md hinh gay tang acid uric mau chudt bang kali oxonat.

Tur khéa: Allopurinol, acid uric mau, doc tinh cap, 14 Dung, Symplocos cochinchinensis.

MO DAU

Diéu tri tdng acid uric mau va duy tri ham lwong acid uric trong méau & mdrc cho phép cé y nghia quan trong trong
viéc kiém soat bénh, han ché tdi da cac bién chirng tai khé'p va céc td chirc khac (than, tim mach) giip phong
chéng bénh gout va cac bénh the phat do tang acid uric mau. Viéc sir dung cac loai tan dwoc voi liéu trinh dai
thwong gay tac dung phu. Chinh vi thé, viéc nghién ctu tim ra nhirng thudc c6 ngudn gbce tr dwoc liéu it tac
dung phu, sén xuét dé& dang, gia thanh phi hop véi moi ngudi la didu ma rat nhidu nha nghién céu quan tam.

Cay Dung (Symplocos cochinchinensis (Lour.) S. Moore) thuwéng moc phd bién & mot sé ving nii cac tinh mién
Trung clia nwéc ta (Pham Hoang HO, 1999). La Dung t 1au d& dwoc dung 1am thie udng truyén thdng clia ngudi
dan dia phwong. Nwéc séc la Dung ¢6 mau vang éng, cé nhiéu tac dung nhuw hé tro tieu hda tdt, hd tro didu tri dau
da day, ta trang, gitp thanh loc co thé, tiéu m&, can bang huyet &p, hé tro khang khuan, khang viém, mau lanh vét
thwo’ng gitip théng huyét, giam dau khép xwong... Trén thé gidi, da cé nhidu nghién ctru vé thanh phan héa hoc
clia cay Dung va nhirng cay cung chi v&i nhirng thanh phan chinh dwoc ghi nhan Ia saponin, flavonoid, lignan va
céc polyphenol (Poan Thi Mai Hwong, 2007); ciing nhw cac thér nghiém in vivo vé tac dung ctia cay Dung trong didu
tri dai thao duwdng, khang khéi u, chéng oxy héa, chéng glycat héa,... da dwoc chirtng minh (Antony et al., 2014).
Tuy nhién, cac bao céo vé tinh an toan va tac dong ha acid uric mau con rat han ché. Hon niva, & Viét Nam, nhirng
nghién clru cong bd vé& thanh phan hda hoc va tac dung sinh hoc cta la cay Dung (Symplocos cochinchinensis
(Lour.) S. Moore) con rét so sai. Tl nhitng co sé trén, d tai thwe hién “Khao sat doc tinh c&p va tac dung ha acid
uric cla cao chiét nwéc 14 cay Dung (Symplocos cochinchinensis (Lour.) S. Moore)” nhdm cung cép co s& khoa hoc
vé tinh an toan va gia tri st dung cla dwoc liéu nay.

NGUYEN VAT LIEU VA PHUONG PHAP

Mau thir

L& cay Dung do ThS. Lé Van Huén thu héi tai huyén Tra Bdng, tinh Quang Ngai vao thang 10/2016. Mau dwoc
dinh danh b&i TS. V6 Van Leo va lwu tai Labo Dwoc liéu, khoa Dwgc, Pai hoc Y Dwgc TP.HCM, sd hiéu cta mau
Iwu la NP-SC/102016. L& cua cay Dung dwgc phoi khd, xay thanh bét thd, bao quan & nhiét d6 phong (25°C).

Hoa chét va thiét bj

Kali oxonat (Sigma-My), bo kit acid uric (Human-Bic). Allopurinol ctia cong ty ¢b phan XNK Y Té Domesco.
May sinh hoa ban ty dong Sreen Master 3000.

bong vat thie nghiém

Chuét nhét trdng duc (chiing Swiss albino, 5 - 6 tuan tudi) dwgc cung cap bdi Vién Véc xin va Sinh phdm Y té
Nha Trang va dugc dé én dinh 1 tuan trwdc thwe nghiém. Chudt dwoc nudi bdng thuc phadm vién dwoc cung cap
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b&i Vién VAc xin va Sinh phdm Y t& Nha Trang va nwéc udng day dd. Thé tich dich chiét 14 Dung diing cho
dwérng ubng hay tiém mang bung dwoc tinh toan dwa theo trong lwong cta chudt (10 mg/kg).

Phwong phap nghién ciru

Chiét xudt duwox liéu

Nguyén liéu 14 cay Dung dwoc thu héi tai huyén Tra Bdng, tinh Quang Ngéi. Nguyén liéu 1a khd duoc xay tho va
tién hanh chiét xuat bang phwong phap chiét néng st dung dung méi la nwéc vai ty 1é duoc liéu:dung méi 1a 1:7.
Dich chiét thu dwoc dem c6 dé& dudi dung méi thu duoc cao toan phan l4 Dung (SCW) cé thé chét d&c sanh, mau
vang sam, vi dang nhe, mui thom dac trung.

Khao sadt déc tinh cap dwong uéng trén chuét nhat

Theo "Phwong phap xac dinh doc tinh cap cha thubc" (D6 Trung Dam, 2014). Nghién ctu doc tinh cip ctia mau
thi» trén déng vat thi nghiém, chi yéu 1a xac dinh liéu chét trung binh néu cé (liéu gay chét 50% sb con vat thi
nghiém, goi 1a LDso: lethal dose 50%) trong nhirng diéu kién nhat dinh. Biét LDso m&i xac dinh dwoc chi sb diéu tri
Tl (Therapeutic index) 1& mét théng sé rat quan trong dé quyét dinh xem c6 nén dwa thudc vao dung trén ngudi
hay khéng va la mét trong nhitng co s& dé& suy ra liéu dé khao sat tac dung dwoc ly trén dong vat thir nghiém va
suy ra lidu diéu trji & nguoi, thweng 1a khodng 1/10 LDso hodc nhé hon. Chi sb diéu tri Tl 1a ti s gitra liéu chét
trung binh LDso va liéu hibu hiéu trung binh EDso. Néu chi sé didu tri cang 1én thi pham vi diéu trj cang Ién va doc
tinh cang thap.

Tl = LDso/ EDso  Diéu kién: Tl 2 10

Chuét nhét chia thanh céc 16 twong tw, nhitng chudt & cling mot 16 s& nhan cling mét liéu chat khao séat. Sw danh
gia dwa vao phan (ng toan (rng hay bat (rng (séng hay chét) nhan thdy & méi chuét trong nhém sau 72 gio.
Chuét dworc tiép tuc theo ddi sau 14 ngay udng dé ghi nhan nhirng triéu chirng bt thuwong (néu cé).

C6 3 trwdrng hop co thé xay ra:

- Trwéng hop 1: Sau khi cho chudt udng mau ther, sé chudt trong 16 thir nghiém van bao toan, xac dinh liéu cao
nhét c6 thé bom qua kim ma khoéng lam chét chuét. Liéu nay dwoc ky hiéu 1a Dmax va liéu twong dbi an toan DS
duing trong céc thwe nghiém dwoc Iy cé thé bang 1/5 Dmax hodc 16n hon 1/5 Dmax.

- Trwéng hop 2: Sau khi cho chuét ubdng mau thi, 17 1é tr vong 1a 100% thi day Ia lidu chét tuyét dbi - LDigo. Tinh
toan va gay 16 thtr nghiém dé tiép tuc xac dinh dwoc liéu khong lam chét con vat nao - LDg. Tl d6, suy ra lidu
LDso dworc tinh theo cong thirc Behrens-Karber.

- Trwdng hop 3: Sau khi cho ubng mau thr, phan suét t& vong thap hon 100%, khéng xac dinh dwoc lidu gay
chét tuyét dbi. Bbi vai trudng hop nay, khong thé suy ra lidu LDso, nhwng c6 thé xac dinh dwoc lidu t6i da khong
gay chét chudt, goi |a lidu dwéi liéu chét — LDo. Liéu twong déi an toan DS dung cho thwe nghiém duoc ly cé gia
tri bang 1/5 ho&c 1/10 LDo.

Khao séat tac dung ha acid uric cda méu thd

Gay tang acid uric cho chudt bang kali oxonat (Watabe et al., 2006).

L6 ching sinh ly: udng nuéc cét lién tuc 4 ngay; ngay 5 tiém mang bung NaCl 0,9%.

L6 ching bénh ly: ubng nwéc cét lién tuc 4 ngay; ngay 5 tiém mang bung kali oxonat (liéu 300 mg/kg) va 1 gi&r
sau cho udng nwéc cét.

L6 thtr cao chiét cho udng mét 1an vao budi sang trong 4 ngay lién tuc; ngay 5 tiém mang bung kali oxonat (liéu
300 mg/kg) va 1 gi& sau cho ubng cao chiét.

Lo dbi chiéu: ubng nwéc cét lién tuc 4 ngay; ngay 5 tiém mang bung kali oxonat (liéu 300 mg/kg) va 1 gi® sau cho
udng allopurinol (li&u 10 mg/kg).

Tién hanh 14y mau duéi chudt sau 1 gi® khi d& hoan thanh cho chudt tiém va udng nwéc/cao chiét nhuw thiét ké
thi nghiém.

Ndng d6 acid uric trong huyét twong dwoc xac dinh theo hwéng dan cla kit thtr Human-Brc.
Ddnh gid két qua

Céc sb lieu dwoc biéu thi bang tri sé trung binh: M + SEM (Standard Error of the Mean - Sai s& chuén clia gia tri
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trung binh) va x& Iy théng ké dwa vao phép kiém One-Way ANOVA hau kiém Student-Newman-Keuls hodc
T-test (phan mém SigmasStat-3.5). Két qua thir nghiém dat y nghia thdng ké véi d6 tin cay 95% khi p < 0,05.

KET QUA
Hiéu suét chiét va chat lwong cda cao chiét nwéc

Hiéu suét chiét cao v&i dung méi nudc la 20,14%, sau khi cd loai dung mdi thu cao d&c, mau vang sam, c6 mui
thom dac trwng clia duoc liéu. Cao cé do am trung binh 15,8%, d6 tro toan phan trung binh la 14,21%.

Anh hwéng cha cao chiét trén trong lweng cia chuét thi nghiém

Chuét dwoc udng nwéc cat hodc mau thlr mot 1an vao budi sang, lién tuc trong 4 ngay. Tién hanh can chudt vao
ngay tht 1 (D1) va ngay thtr 5 (D5) nhdm danh gia kha ndng anh huwéng clia cao chiét dén khéi lwgng cia chuét.
Két qua dwoc thé hién & Bang 1.

Bang 1. Anh hwéng cta cao chiét nwéc tir 1a cay Dung dén trong lweng co’ thé chudt

L6 n D1 (Mean + SEM) D5 (Mean = SEM) Giatrip
Chirng 8 24,75+ 0,77 26,13 £ 0,55 0,164
Liéu ther 1 (2,5 g/kg) 8 24,75+ 0,96 24,88 +1,22 0,786
Ligu thv (5,0 g/kg) 8 22,88+0,88 21,75 +0,73 0,051

Nhé4n xét: Trong th&i gian nghién ctru, trong lwong cta chudt & 16 ching, liéu thir 1 va lidu thtr 2 khdng c6 sw
thay ddi c6 y nghia théng ké (p > 0,05).

Poc tinh cap dwong ubng trén chudt nhat cta cao chiét nwéc tir 14 cay Dung

Cho chuét ubng ddng lwvong cao thir & ndng do6 t6i da phan tan trong nwéc cét qua kim la 1500 mg/ml, thé tich
cho chuét ubng 20 mi/kg (twong dwong 30 g cao/kg). Sau khi cho uéng mau thir, chudt cé biéu hién I dw, 16ng
xU va chét sau 4-24 gi® thtr nghiém, chdy mau méng mét, gan xung huyét.

Tién hanh xac dinh LDg: Sb lwong chudt chét va séng & méi 16 sau 72 gid dwoc trinh bay & Bang 2.

Bang 2. Két qua thir doc tinh cap cao chiét nwéc 14 cay Dung

Lu(e;/;l;)ng So crz::gt thor So chzgt chet Ty 18 % chét
7,5 10 0 0
10 10 ! 10
15 10 2 20
20 10 6 60
25 10 8 80
30 10 10 100

Tién hanh giam lidu cao thir, k&t qua cho thay & liéu ubng 7,5 g/kg thé trong, chudt van cé biéu hién xi 16ng nhw
trén va sau 6 gi® tAt ca cac chudt déu sinh hoat binh thwéng va khong ghi nhan dwoc phan suét tlr vong trong
72 gi¢. Lieu nay dwoc xac dinh la lieu dwdi lieu chét (Infralethal dose): LDo.

Theo ddi tiép tuc trong 14 ngay, cac chudt déu sinh hoat binh thwdng va khéng ghi nhan dwoc phan suét
t vong.

Liéu twong déi an toan trén chuét nhat trdng cho céc thar nghiém tac dung dwox |y

Liéu twong dbi an toan Ds trén chudt nhét trdng cé thé dwoc lay gid tri < 1/5 hodc 1/10 LDy (d&m béo chi s tri
lisu > 10).
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Tac dung dw phong ting acid uric cia cao chiét nwéc tir |14 cay Dung

Két qua & Bang 3 cho thdy ham lwong acid uric & 16 chirng bénh ly tang 41,27%, dat y nghia théng ké so véi 16
ching sinh Iy (p < 0,001). L6 chudt tiém mang bung Kkali oxonat va udng allopurinol liéu 10 mg/kg trong lwong
chudt cé ham lweng acid uric gidam 50,00%- dat y nghia théng ké so véi 16 ching bénh Iy (p < 0,001); phuc hdi
ham lwong aicd uric mau tré v& mere binh thwdng khi so séanh véi 16 chieng sinh ly (p = 0,193).

Bang 3. Két qua tac dung ha acid uric méu cta cao chiét nwéc tir |4 cay Dung

L6 thir nghiém (n =8) Ham lwong acid uric (U/L) (Mean + SEM)
Ching sinh ly 1,94 +£0,12
Chirng bénh ly 3,30 £0,13*
L 1,65 +0,19*
Kali oxonat (+) Allopurinol lieu 10 mg/kg (50,00%)
x 2,51 +0,08"
Mau SCW lieu 0,5 g/kg
(23,85%)
x S 2,39 +0,07"
Mau SCW lieu 1,0 g/kg
(27,67%)

(*) : p < 0,05 so vdi |6 chdng sinh ly
(#) : p <0,05 so véi 16 chung bénh ly
(...): Phén trdm ha acid uric so véi 16 ching bénh ly

L6 chuét tiém mang bung kali oxonat va udng mau cao chiét nwéc la cay Dung (SCW) & céc liéu thtr nghiém déu
¢6 ham lwong acid uric giam (23,85% - 27,67%) - dat y nghia théng ké so v&i 16 chirng bénh ly (p < 0,001).

Nhuw vay, cao chiét nwéc & cay Dung thé hién tac dung ha acid uric, két qua nay gép phan cung cap co sé cho
viéc nghién ctru, phéat trién san phdm tr cay Dung c6 thé ng dung trong hd trg phong nglra bénh gout, ciing
nhw gép phan mé ra hwéng trng dung méi clia l4 cay Dung so véi cach str dung nhw truyén théng.

KET LUAN

Cao chiét nwéc 14 cay Dung thé hién doc tinh cdp dwdng ubng, khéng cé sw khac biét vé& trong lwong can cla
chudt trong subt qua trinh nghién ctru. Lidu thtr nghiém tac dung dwoc Iy cta cao chiét nwéc 14 cay Dung (SCW
< 1/5 hodc 1/10 LDo; LDo = 7,5 g/kg) la 0,5 g/kg va 1,0 g/kg. Cao chiét nuwéc 14 Dung & lidu 0,5 g/kg va 1,0 g/kg c6
tac dung ha acid uric trén md hinh gay ting acid uric mau chuét bang kali oxonat, & céc liéu thir nghiém déu cé
ham lwong acid uric gidm (23,85% - 27,67%) va tac dung yéu hon so véi allopurinol. D& tai mé ra trién vong
nghién ctu va phat trién san pham tlr l4 Dung ng dung trong phong cac bénh vé ting acid uric mau.
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SUMMARY

Due to the fact that there are still not many researches in Vietnam focusing on bioactivities and toxicity of
Symplocos cochinchinensis leaves, effort has been made to pursue this study with the aim of evaluating the
acute oral toxicity and anti-hyperuricemia property of SC aqueous extract in order to provide the evidence for the
safety and the mentioned pharmalogical effect of this plant. Symplocos cochinchinensis (SC) leaves were
extracted using water as a solvent in the presence of heat (SC:water =1:7). Potassium oxonate (IP 300 mg/kg)-
induced hyperuricemia mice and treated with SC aqueous extract or allopurinol.The aqueous extract of
Symplocos cochinchinensis leaves had oral acute toxicity in mice with LDy=7.5 g/kg as well as anti-
hyperuricemia effect at the doses of 0.5 g/kg and 1.0 g/kg; effect at the doses of 0.5 g/kg and 1.0 g/kg were lower
to those of 10 mg/kg allopurinol.

Keywords: Allopurinol, uric acid, acute oral toxicity, potassium oxonate, Symplocos cochinchinensis.
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