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Tap chi Duoc liéu, tdip 8, s6 5/2003 (trang 129-130)

CAC LOAI PUGC SUDUNG LAM THUOC TRONG PHAN HO ME
(PHYLLANTHOIDEAE) THUOC HO THAU DAU (EUPHORBIACEAE) O VIET NAM

Nguyén Thi Kim Thanh

Truong DPHKHTN, Pai hoc Qudc gia Ha Noi

(Nhén bai ngay 25 thdng 5 nam 2003)

Summary

Medicinal Plants in Phyllanthoideae (Euphorbiaceae) in Vietnam

The Phyllanthoideae subfamily includes 46 species (23,96% of the total 192 species) used
medicinally, most of which are in the Phyllanthus (10 species), Glochidion (9 species) and Antidesma
(7 species) genera. Among these, 60,87% are trees, the rest are shrubs and herbs, but no lianas. Two
Phyllanthus species are described in detail to avoid confusion.

Key words: Phyllanthoideae, Medicinal Plants.

Viée st dung cay cd trong cudc song da gan bo
con ngudt voi thién nhién moét cdch chat ché. Ngay
nay, khi diéu kién s6ng duge cai thién vad ¢ mifc
cao, bén canh nhitng tdc dong [am huy diét nguon
a1 nguyén thuc vat, con nguoi van tiép tuc di sau
nghién ciru chiing nham phuc vu cac nhu ciu 6n
tai va phat trién. Viét Nam cé lich sir nghién ctiu
s dung cay thudc tir [au doi. Nhitng nam gan day,
cong tac nay ngay cang duge chi trong, nhit 1a
viéc diéu tra phét hién tai nguyén.

G day, ching t81 muon dé cap dén céc loai cay
trong phin ho Me (Phyllanthoideae) thudc ho Thau
dau (Euphorbiaceae) dé sang loc cdc hgp chat tu
nhién dung lam thuéc hién dai, vi day 1a mot phan
ho 16n, kha phuc tap, va cé nhiéu loai cay duoc
dung lam thuéc theo kinh nghiém dan gian.

Nhimg dan liéu trinh bay dudi day 1a két qua

cua qua trinh diéu tra nghién ctru vé gid tri [am
thudc cua phan ho nay & Viét Nam.

{. Da dang vé s6 loai

Phyllanthoideae 12 mot phan ho nguyén thuy
cua ho Thau dau (Euphorbiaceae) ¢ Viét Nam.
Phan ho nay gom 9 téng, 17 chi va 192 loai, trong
dé co 46 loal duge su dung lam thuéc, chiém
23,96% trong tong s& loai cha phan ho. Chiing tap
trung chu yéu & cac chi nhu Phyllanthus (10 10ai),
Glochidion (9 loal), Antidesma (7 loai). ..

2. Da dang vé dang séng

Van dé nghién ciru da dang vé dang cay ¢b vy
nghia thuc tién rat 16n, gidp cho viéc tim kiém,
khai thac, sur dung va trong trot dat duoe hiéu qua
cao (Xcm bang 1).

Bang I: Dang song cua cdc loai duge sir dung lam thudc thudce phan ho Me & Viét Nam

Dang than

S6 lugng loai

Ty Ié %

G6 28
Thao 05
Bur 13

60,87
10,87

Tong 46

28,26
100.00

Bang 1 cho thiy nhiing cay lam thude cha yéu 3. Da dang vé bo phéan dung

la cay than g6, sau dé dén cay bui va cay thio
khong co dang cay leo.

A

Qua nghién cifu va tong hgp, chiing t6i di thong

ke duoc:
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- 16 loar dung 1 bd phan.

- 15 loa1 dung 2 bd phan.

- 3 loai dung 3 bd phan.

.. - 4 loai dung tir 4 b phan tro lén.

- 6 loai dung toan cay.

Cac cdy thuoc thuée phian ho Phyllanthoideae
dung chu yéu tir 1dén 2 bo phan, ngoati ra cd 6 loai
dung toan cay. Pay 4 mot dinh hudng cho viée thu
hai va nudi trong.

Sau day la cac b phin duge ding lam thudc
cua 46 loai:

Bang 2: Cic bo phan duge ding lam thudc ctia 46 loai thude phan ho Me (Phylanthoideae)

| _ _
B6 phan | Toancay | Than | Vothan | Canh [.a Ré | Voré | Hoa | Qua Hat
S3 loai 6 2 3 5 | » 2 i 6 ]
Ty 1¢ % 13.04 | 435 | 1739  10.87 | 7391 | 47.83 | 435 | 2.17 | 13.04 | 2.17

Bang 2 cho thay cdc bo phan duge sir dung chira
- bénh nhi¢u nhat la 14, tiép theo 1a ré, vo than, qua ,
toan cay, con cic by phan khac cé ty 1¢ khong
ding keé.

Hién nay, nhiéu nguoi dang ding cdy ché dé
rang cua dé chita bénh gan. D¢ tranh nhim lin
giira hai cay cung mang tén chd de rang cua, chiing
ta can can ci trén nhimg dau hiéu sau day dé phan
D1ét:

Loar thir nhat: Phyllanthus wrinaria 1.. thuong
c6 than phan nhanh nhi€u & gdc 'va trai rong gan
sat dat. Canh det, mau luc tia, cdc canh con thuong
c phién 14 dinh 6 hai bén. L4 day, ¢6 gan bén noi
rd. Hoa c6 bao phan md doc; qua ¢ gai hay vay.
Theo tar léw nudc ngoai, Bancilhon M. L.,
Mangenot M.G. & M. S. Mangenot (1971) da phan
tich trong loai nay ¢6 cac acid, triterpen, alcaloid
va dan xuit cua phenol. Gan day, ngudi ta da chiét
diwogc 4 chat Ia acid ellagic, acid galic, acid
phenolic va flavonoid. Chat th( nhat khéng tan
trong nudc, cac chit sau tan trong nudc néng. Acid
phenolic va flavonoid co kha nang diét khuan vi
nam ro rét. Ngodi ra, con cd cac chit caleraxin tinh
khiét dugc ding dé ché thudce chira bénh mat o
hiéu qua cao (anh i - bia 4).

Loai tht hai: Phyllanthus amarus Schum. ma
trude day nhiéu tac gia cho 1a P. niruri L. Cay than
thao moc ditng, mau xanh 4 ma. Canh hinh tru,
khong c6 ria 14 men theo canh. L4 nho hon loai
trén, gan khong noéi rd. Hoa c¢é bao phan xép thanh
dang vanh khin, m6 ngang. Qui nhin khong ¢6
gal hodc vay. Thanh phan héa hoc ¢é phylanthin,
hypophylanthin,  niranthin,  nirtetralin =~ va
phyltetralin (anh 2 - bia 4).

Két luan

I. S6 loai cay thuéc trong phan ho
Phyllanthoideae ¢6 téc dung chita bénh 1a 46 loa
chiém 23,96%, mot ty 1& kha cao so v6i tdng s
192 loai trong phan ho. Trong do cic cay thudc tap
trung chu yéu & cac chi Phyllanthus (10 loar).
Glochidion (9 loat), Antidesma (7 loai).

2. Dang cay thudc thudng la cay go (60,87%),
khong ¢6 dang cay leo.

3. Céc bd phan duge diing lam thudce rit da dang,
va moi bd phin lai ¢é gid trj sir dung Khidc nhau.
Day 14 van dé rat quan trong, ¢6 tinh dinh hudng
trong viéc phat trién trong tuong lai.

Tai liéu tham khao

1). V& Van Chi, 1997, Tur dién cay thude Viét Nam, NXB Y hoc, Ha Noi; 2). Lé Tran Ditc. 1997, Cay thuoc
Viét Nam, NXB Nong Nghiép, Ha Noi; 3). Pham Hoang Ho, 1999, Cay ¢6 Viét Nam, NXB Tré, tp. H6 Chi Minh;
4). bBo Tat Lgi, 2001, Nhitng cay thudc va vi thuoc Viet Nam, NXB Y hoc. Ha Néi; 5). N. N. Thin. 1990, Cay Chd
de rang cua, Tap chi Duoc hoc, s6 3/1990: 16-17; 6). N.N.Thin, 1995, Euphorbiaceae of Vietnam, Agr. Publishing
House, Hanoi; 7). N.N.Thin, 1999, Khod xédc dinh va hé thong phan loai ho Thdu ddu Vier Nam. NXB Nong
nghigp, Ha Noi: 8). Vién duoce liéu, 1993, Tai nguyén cay thudc Viét Nam, NXB KHKT. Ha Noi; 9). Vién duoc
liéu, 1999, Selected medicinal plants in Vietnam, NXB KHKT, Ha Noi.
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Tap chi Duwoc liéu, tap 8, so 5/2003 (trang 131-135)

XAY DUNG PHUONG PHAP SAC KY LONG HIEU NANG CAO (HPLC) Pl DINH LUONG
L-TETRAHYDROPALMATIN TRONG DUGC LIIU BINH VOI

Pham Thi Duyén, Trinh Van Ldu - Vién Kiém nghiém

Pham Thanh Ky - Truong Pai hoc Dioe Ha Noi
(Nhan bai ngay 4 thang 7 nam 2003)

- T

Summary

Establishment of HPLC Method for Quantification of L-Tetrahydropaimatine in Stephanias

An HPLC method has been established to determine l- tetrahvdropalmatine (rotundine) extracted
by chioroform [from powders of Stephania viridiflavens, S. dielsiana and Stephama sp.
(Menispermaceae). The technique was carried out on an RP- 18 ( 250 x 4.0 mm; 5 pm) column with a
diode array detector or UV detector at A=283 nmn, using a mixture of 0.05 M potassium dihydrogen

phosphate, acetonitrile and triethylamine (62.5 : 37.5 : 0.5) adjusted to pll 4.0 by concentrated
phosphoric acid as a mobile phase. The HPLC method proved accurate, specise and seunsitive. The
results show that differences exist in the content of l- tetrahvdropalinatine between species.

Kev words: Stephania, 1L-Tetrahvdropalmatine, Quantification, HPLC

1. Pat van d¢

V1 thuoc binh vo1 duge dung khd rong rai trong
y hoc ¢O truyén vty hoc hien dai. Duoc licu khong
nhimg duoce ding lam nguven licu d¢ chict xudt
rotundin ma con la thanh phan chinh trong cic biu
thuoac. ché pham ho tro cit con nghién ma tuy vi
phuc hoi theé i,

Trong cu binh vo1 ¢d cac alcaloid ma thanh
phan chinh 1 1- tetrahydropalmatin (rotundin), mot
alcalond ¢6 tac dung tran kb, an than. Flam luong
alcaloid todn phan ciing nhu rotundin thay doi oy
theo loar va thor vu thu har.

Vice dinh lugng alcalod toan phan va rotundin
trong binh vor duoe tién hanh theo cic phuong
phip khic nhau. Duoc dien Trung Quoc dinh
luong rotundin nguyén licu bang phuong phip két
ta vol AgNO,; v dinh luong rotundin trong cdc
thanh pham bang phuong phap do quang [6], Duoc
dien Viét Nam 11 dinh luong alcaloid toan phan
bang phuong phip chudn do acid - base [2]. Mot
$O tic gia lar dinh luong rotundin bing phuong
phdp sac ky I6p mong Két hop v6i do quang [3].
Phuong phap nay ¢6 quy trinh phitc tap. nén de
PRIGCHT NG

Vi vay, vice xiv dumg phuong phip dinh luvong
rotundin trong cu binh voi [a rat can thiét. No gép
phan ndng cao tiéu chuin chat lugne ca vi thude,
dong thoi lya chon duge loai ¢6 ham luong hoat
chat cao de dung liun thuoc.

Trong bai viet niy, chiing t6i muén gidi thiéu

mot quy trmh chict viao dinh luong rotundin trong
ba lods duoe li¢u binh vor o Viét Nam biang phuong
nhip sac kv long hi¢u nang cao (HPLC).

2. Phan thuc nghié¢m
2.0 Thuoe th, neuven licu va thiét bi

2 t.1. Thuoc thir da duoce chuan hoa theo 1SO / HEC
17025 va GL.P.

- (e hod chat via dung mor dat ticu chuan dung
cho sac ky long hicu nang cao.

- Chat chuan k rotundin cua Vién Kiém nghiém.

- Duoc Licu bl vor, foar thir nhat ¢d tén khoa hoc
la Stephania viridiflavens (Menispermaceac) thu
hat vio mia thu hang nam ¢ Son Li; loai thit hai [a
Stepnanica dielsiana thu hai vio mia thu hang nam
o Ba Vi (I1a Tay), loar thir ba chira ro @en loit dimg
d¢ sdan xudt vien hoin Balok.

2.1.2. Thict by da duoe hiéo chuan theo 1SO / IEC
170025,

May HP 1100 vér detecior UV ndt vai midy tinh
amay .

e

May lic siéu am.

Bo chiét Soxhlet 100 ml.

Not ciich thuy.

ung cu thuy tinh chinh xdc cite loai.
2.2, Dicu kién sde ky -

-Cot D RP I8 (250 x 4.0 mm ;5 um).

Tap chi Duoc liéu, tap 8, s6 5/2003




- Toc do dong  : [ ml/ phut

- Detector UV vai1 bude song phat hién 283 nm.
- Nhiét d6 phan tich . Nhiét do phong
- Thé tich tiém - 20 pl

* Pha dong: Hon hgp gébm: Dung dich KH,PO,
0.05M : 62.5 ml

Acetonttril 373 ml

Triethylamin . 0,5ml

Dung dung dich acid phosphoric dic dé diéu
chinh pH dén 4,0. Loc qua mang loc min ¢& 0,45
nm, lic siéu am trong 5 phiit dé loai bot khi.

2.3. Chudn bi mdu tht

Dugc  héu binh  vo1 kho  (Stephania
viridifluvens) dugc tin nho va rdy qua co ray 0,4
mm. Xic dinh do6 am cha bot duge liéu bang
phuong phap say o 100°C dén khoi luong khong
dot.

Can chinh xac khoang 0,4 g bot min duoc Liéw

chuyén vao mot tdi gidy loc. Lam am khéi bot min
bing 0,5 ml dung dich ammoniac 6N (T'T), dé yén
trong 30 phut. Cho tti 214y loc nay vao trong dung
cu chiét nédng Soxhlet ¢¢ 100ml. Dung 30 ml
cloroform (TT) dé chiét alcaloid trong thdi gian
khodng 4 gid dén khi Kict.

Dich chiét cloroform dugc ¢6 trén cich thuy
dén can. Hoa tan can thu dugc trong dung dich
acid sulphuric 0,1 N (5 1an, mbi lan khoang 10 ml)
Loc dung dich qua giay loc vao mdt binh gan.
Kiém hod dich loc bang dung dich ammoniac dac
dén pH 10. Chiét 4 lan, mdéi lan véi 10 ml
cloroform. Tap trung dich chiét cloroform (TT),
bdc hai trén cich thuy dén khé.

Hoa tan can thu dugce trong pha dong dé duoc
dung dich ¢6 nong do rotundin tuong duong vol
nong do cua dung dich rotundin chuan, lic déu.
Loc so bd qua giay loc thuong, bo 10 ml dich loc
dau. Dich loc sau do duoc loc qua gidy loc min ¢O
0,45 1um, thu duoce dung dich thir.

2.4, Chudn bi man chudn

Pha mot dung dich chuin ¢6 khoang 0,05 mg
rotundin khan trong 1 ml pha dong.

3. Két qua va ban luan

Pé¢ dinh lugng rotundin trong binh voi, diéu
quan trong la phai khao sat phuong phdp chiét
thich hop dé 1ay kiét duoc hoat chat va 1dm sach

dich chiét bang phiong phap thich hop. Qua tham
khao cac tar hiéu [ 1], [2]. [3]. [6]. ching to1 da lira
chon phuong phdp chiét ndéng trong dung cu
Soxhlet v&i dung moi 1& cloroform, sau do tinh ché

s0 bo nhu da néu trong muc 2.3. Phuong phap
chiét nay co kha nang chiét ki¢t duoc alcaloid va
cho dich chiét twong do1 sach. Thue nghiém cho
thay dung phuong phdap chiét nong trong dung cu
Soxhlet vai 30 ml cloroform trong 4 gid. did chict
kiét rotundin; diéu nay dugce kiém tra bang phuong
phdp sac Ky 16p mong (TLC).

Viee [ua chon pha dong thich hop duge ching
01 xdy dung dua trén viée tham khao tai liéu {4]
két hop v61 hoa chat va dung mé1 san ¢o ¢ Vién
Ki¢m nghiém. Qua khao sdat bang thuc nghiém trén
mot $6 pha dong, chiing to61 nhan thay pha dong va
dicut kién sac ky néu o muc 2.2 cho kha nang tich
tot rotundin trong duoc [iéu binh vor (hinh 1, 2,3).

Thot gian lua cua rotundin khoang 4,30 phut;

he s6 dung luong k=1,02; s6 dia Iy thuyét
N=5390; hé so bat doi cua pic T=1,14 (hinh 4).

[ ——) et - A —1 . =, . EmILEEE s L w LR .

VWO1 A, Wavelength=283 nm (D

s F-
mAl : w0

8 8 & 3

e
-

-

Hinh I: Sac kv d6 mau thu (dich chiét cu binh vol
Stephania viridiflavens)

Vo1 Detector diode aray, chung 101 da ¢o duge
toan bo pho clia tat ca cdc hoat chat trong viing
song di lua chon tai timyg thot gian hee cua ching.
Viéc nhin dang cdce chat duoc dua trén hinh vé pho
chat chudn va chat thi. Véi ky thuat so sanh todn
hoc thong ké giita hai pho dua trén hé $6 match ¢
thé so sanh sur gidng nhau gilta phod clta mau thir va
mau chuan (hinh 4).

V&i hé so match 1a 0,9994 va so sanh thoi gian
liru vi phd, ¢6 thé khang dinh ring trong cdc chéit
chiét dugc tir duge 1iéu binh voi cé rotundin.
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Hinh 2: Sac ky d6 mau thir dich chiét cu binh v61  Hinh 3: Sac ky d6 mau thir dich chiét cti binh voi
£ (Stephania dielsiana) (Stephania sp. )

~ ,_ 3.1. Xdc dinh do én dinh ciia hé thong sdc ky

| Vil Mo+ g b T Sl M BV 8 Com 90 :. Po ?nﬂd;nh Clilﬂ hé thﬂngﬂs.ﬁc ky dqqa IEJ}EI.I }h;
] N bang do 1éch chuan twrong doi (RSD) cua dién tich
] A | pic va thoi gian lvu qua 6 lan tiém mot mau chuan
T 10 | vio hé théng sac ky va ti€n hanh sic ky vdi diéu

\ kién da chon & trén. Ghi dién tich pic va thai gian
lira thu duoce v6i dung dich rotundin chuan.

-r[-—-—r.| r........_...E

Magnroance LAy
-
PR S . .
§ 7 frosbradis e ey
T

Hinh 4. Pho cua rotundin chiét tir binh voi so véi
T T ey e p—— 2 % . !
I pho cua rotundin chuan

. - b Euaemt By
o= —ee Eptomdin (5 LID Searel h'll.:..-

R
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Bang 1. Khao sat do on dinh cua hé thong sac ky

G e 34

Dién tich pic cua rotundin Thot gian luu
860,45 4,303
856,60 4,305
855,98 4,307
857,80 4,305

854,14 4,306
_ 85527 | 4,308

——
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So licu théng ké | S=856,71:n=6;RSD =026 % | R.=4305: n=6: RSD = 0.04 %
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’ Ket qua 0 bang 1 cho thay do léch chuan tuong 3.2, Khdo sdr khoang tuyén tinh
dot cua dién tich pic 1a 0,26% < 2,00% va thoi gian . S o
lru 12 0,04% < 1,00% qua 6 lan tiém dung dich . ~1a0 sat su phy thuoe gilta nong do rotundin va
chuan rotundin. Diéu dé chimg o heé thong sac ky 21&11 tl;’:i,plch?uic kh:aﬂ sat m quf: dting dich Chl.'ﬁn
duoc van hanh 1a phir hop va dam bao sy 6n dinh goc. iwen hanh pha moét day ciac dung dich

, A el * rotund; an ¢6 none do o 5 S
ctia phép phan tich dinh lugng rotundin. ndin chuan ¢6 nong do tr 0,005 dén 0,123

Tap chi Duoc liéu, tip 8, sé 5/2003 133

A




mg/ml pha dong.

Két qua cho thay, trong khoang nong do khao

sat ¢6 sur twong quan tuyén tinh gilta nong dé cua

rotundin va dién tich pic. Phuong trinh hoi quy va
hé sO tuong quan duoc ghi ¢ bang 2.

Bang 2. Lién quan giita nong dé rotundin va dién tich pic

Néng do me/ml 0,005011 | 0.02505 | 00501 | 0,08016 | 0.1002 | 0.1253
Dién tich pic 100,73 1 484,86 | 941,66 | 149872 | 188042 | 236281

Phuong trinh hoi quy

Y=1872927x +7.1%8

Hé so twong quan 1 r = 0,99996

3.3. Khao sar dé ldp lai ciia phuong phdp

Dé khao sdt do lap lai cha phuong phap, chiing
tdo1 di can chinh xdac 6 mau thir tir bét min S.
viridiflavens va chiét nhu da mo 1a trong muc 2.3,
roi dinh lvong rotundin theo chuong trinh sac ky
di chon. Dong théi diing mot mau chuan ¢o chira
0,0457 mg rotundin khan/mi pha déng.

Do lap lai cta phuong phdp duge danh gid bang
do lech chuan tuong doi cia 6 phép thir song song.
Két qua duoc ghi o bang 3 cho thay phuong phéap
da dung dé¢ dinh lugng rotundin trong duoc liéu
binh voi ¢6 do lap lai cao v&i do léch chuan (uong
doi nho (RSD = 2,10 %).

Bang 3. Khao sat do lap lai coa phuong phap

e
SI'T | Bot min duge hi€éu | Ham lugng % rotundin ¢6 § Cac s6 liéu thong
g) trong duge lidu kho ke '
i 00,4062 0,61 . '
2 0,4038 0,61 C =062
3 0,4007 0,63 n=>o
4 0,4080 0,63 RSID =210 %
3 0,4010 0,61
0 (1,4004 (0,64

Nhur vay ham luong rotundin ¢6 trong dugce liéu
S. viridiflavens 1a 0,62 %.

3.4. Khao sar do diing cua phuong phdp

Pé khao siat do ding cia phuong phip, ching
td1 dp dung phuong phap thém dua vao ham luong
roiundin da bict trong mau bot duge liéw & muc
3.3 va ham lugng cua chat chuan rotundin.

Cac mau do ding duoc chudn bi nhu sau: Can
chinh xac 0,20 g bot min duge liéu cho vao mot i
gidy loc, thém chinh xac mot lugng rotundin chuan
sao cho tong fugng hoat chat rotundin c¢é trong
mau thi dem tiém nam trong khoang nong do
tuyén tinh da khao sat. Tién hanh chiét tach nhu
muc 2. 3.

Tién hanh sac ky theo chuwong trinh da chon
trén 6 mau thir song song vl mot mau chuln
rotundin. Tinh ham lugng rotundin ¢6 trong mau

thir dua vao mau rotundin chuan. Luong rotundin
thu hoi duge the hién trén bang 4. K&t qua cho thay
kha nang l”in} la1 dirge trung binh cua phuong phap
xay dung do1 véi rotundin trong duoc liéu la 99,73
% v do kech chuan tvong do1 RSD = 2,20 %.

3.5 fip dung phiong phdp da xdy dung dé dinh
irong rotundin trong hai loai binh vér o Viét Nam.

Dua vao phuong phap da xay dumg, chiing 161
ti€én hanh dinh lugng l-tetrahydropalmatin cta 2
mau dugce liéu binh voi ¢ Viét Nam. Két qua thu
duroc nhu sau:

3531, Duoe fidu Stephania dielsiana Y. C. Wu

Két qua khao sat ¢ bang 4 cho thdy ham
lurong rotundin ¢6 trong duge hieu S, dielsiana Y.
C. Wu 1a 0,40 %.

3.5.2. Duoc liéu Stephania sp.

134

Tap chi Duoc liéu, tdp 8, s6 5/2003

o - - PR ]

- . - - . TR T . eaP e e e _'-'_'.,.. e e e o

T g o M e ¢ Bt e 1

R A A A A T

LT ;-.'. s = U R

-"-1':':-':&1# g_-:l.' . '_.‘

o

-

s =0 LT



i

rLay h . aae - m artarm T morn amsa s ak fhr amoama moamem® oa o mmem e owe o "F
i . : 3

: e . e .o . v e a - .. - ' . P .- . - e e . . .. - - . . i - e e e e e e e ed = . . . . .. . - . . .. e e . .
Tk 4 = - - W - . . - - - - - - . - . - - - ) - - - - - - . - - R - - - W 1] . PR - . . - - - P - - - - .t . . e L - - - - .t
!:T- Lo . T ST - - md e L e T e e S eth = Teem mae e e e P L e e e e e gt e e T mant e e e e e Y . P A P e e Loeret e et e e e e e [ S T T N T L T L. [T L

i
LR AT T T e = TR L TY B

fm = - I T T T LI TRTRN T T R T - T yoy =
e A L R O e Py Bk, § e e BT A BT SRR e B LN e L | BT
i

Bang 4. Khao sit do diing cua phuong phap

STT Lugng |- tetrahydropalmatin (roiundin) khan

Luong thém vao

[.uong thu hoi

So 1iéu thong ké

e e e L Fwa A=

{mg)

1,299
1,214
0,303
0,844
(.844
2,276 i

me

1.294
£.200
0311
(0,831
(.817
2311

O B e BN e

N —

A
Y

09.62
09 34 |
102.64 |
08,46
96,80
| 101,54

LA L ——

C=9973¢
n=~o6t
RSD = 2.20 G

. - et

Bang 5. Khao sat him luong rotundin trong duge Lieu S. diclsiena Y. C. Wu

STT | Bot min duge Liéu
| (2)

L —— —— —un -

Ham luong % rotundin co
trong duoc iu kho k¢

—_————————

Cac 6 li¢u thong

,4022
0,4052
00,3924
0,4002
00,3992
0 0,4087

+a ted O —

1A

— — — L W TEA LLE A e —— e —— =

0,39
0.41 T = (0,40 %
0.40 n==o6

0,40 2.4
(0,39
0,39

Bang 6. Khao sit him luong rotundin trong dugc 1iéu Stephania sp.

cemmEr T S o om

[ S

STT | Bot min duoe ligu

(2)

--._-.-.-.-i

Ham lugng Se rotundin ¢o
trong duge lieu kho ke

r—— . T r— [N T, —_—

i 0,4094
0,4016
0.450:
0.4392
0,3964

:
4

- fad N —

A

CEn mas e —

62
1,5 (= 1,63 %
04 n=>
1,65 RSD =2,19 %

1,66

Nhir viy, qua bang 6, ham luong rotundin cé
trong loan binh vor chura Xidc dinh mua & thi trudng
lam nguvén li¢u dé san xuat vién hoan Balok 1
1,63 .

4. Két luan
Sau khi chiét hoan toan alcaloid trong durge liéu
binh vor bang phuong phip chiét nong trong dung

cu Soxhlet vor dung méi a cloroform. tinh ché so
bo va dinh fuong rotundin bing phuone phip

HPL.C voi chuong trinh sac ky da néu, két qua cho
thdy ham lugng rotundin thay doi theo timg loai:
0,40 % o loai 8. diclsiana, 0,62 % & loai §.
viridiflavens  va 1,63 % o Stephania sp. Cac két
qua thuc nghi¢m cho thay phuong phiap HPLC
duoc dé xudt dat do ding, do on dinh va do chinh
xac dang tin cay. Phuong phiap HPLC da néu & trén
cé thé dp dung dé dinh tinh va dinh luong rotundin
trong duoc li¢u binh voi ciing nhir cic ché pham
dong duge khic ¢d chira cu binh vol.

Tai licu tham khao

[). Bo mon inge héu, Trudng Dat hoe Duge Ha Noi (1998, Bai giang Duoc ligu tap 1. NXB Y hoc. Tr. 79-83:
23 ;5Q} Y 1€ (2002). Duge dien Viét Nam III, NXB Y hoc, tr. 321-322: 3), Neguyén Quac Huy (1998). Gop phin
ngiyen ctru loar 5. glabra (Roxby Mier moc & Ninh Binh. Cong trinh 16t nghiép Duoc s Dai hoc khod 48, Trudong
Dl hoc Duge Ha Noi, 1. 29-31: 4). Nguyén Die Toan. Neuven Tuan Agh. Pham Thi Giang (2001) ™ Phat hicn su
cO it cua Rotundin trong hon hop nhiéu duoe liéu bing phucng phap sac Ry tdp mong (TLC) vi phuong phap sic
ky long hi¢u nang cao (HPLC)™, Thong bido kiem nghiem so 2, . §-11: 9). Pharmacopoeta of the People s
Republic of China (English Edition 1997), Vol. I, pp. 173-174: 6). Pharmacopoeia of the People s Republic of

China (English BEdition 1997). Vol.I1, pp. 530-331.
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Summary

T'wo cultivars of Mentha spicata of French and Russian origins cultivated in Hanol, produce
piperitenone oxide rich essential oils (72.8 and 61.0%, respectively).

Key words: Mentha spicata, Spearmint oil, Chemical Composition, Piperitenone Oxide.

Introduction

Mint oils are among the most important
essential oils produced in the world (estimated
value 1s around 200 million USD per year). Several
specles are cultivated [1]. For instance, Mentha

arvensis  produces “cornmint oil”, the most
important  source of (-) menthol; menthol,
menthone and menthyl acetate are the main

components of M. piperita (Cpeppermint 011y, M.
citrata 15 a souwrce of linalool and linalyl acetate
while M. puleguon produces the so  called
“pennyroyal oi1l” which 1s a pulegone rich one. M.
spicata (native spearmint) and M. cardiaca (scotch
spearmint) arc mostly rich 1n carvone, although
other compositions have also been reported [2-4].
Beside the otls mentioned above, several essential
oils produced by other Mentha species or
subspecies have also been investigated. Some of
them have been reviewed by Lawuncu [2.31.

Cur present work 1s aiming at the characterisation
of the essential oils produced by two cultivars of
M. spicata. one 1s of I'rench and the other 1s of
Russian origins, imported and cultivated in Hanot,
Vietnam [3].

Materials and Methods
Plant und essential oil production:

French spearmint was imported into Vietnam In
1996 and culuvated in Hanoi. In the first year, 1t
was cultivated by seeds and smce the second year

it has been planted by stolons. Every year, planting.

‘1s done in February - March and the crop reaches

full blooming in June. The Russian cultivar 1s also
cultivated 1n Sa Pa (Lao Cai province).

Spearmunt of French and Russian origins have

the same appcarances, but colour of their leaves,
stems and tlowers ts different, being violet {or the
French and white-green for the Russian spearmint.
Voucher specimens  were  deposited  at  the
Herbarium of [EBR, Hanot (number V. X. Phuong
1077y and at the Herbarium of the Institute of
Materia Medica, Hanoi (number 1411).

Essential o1ls WEIC obtained by
hydrodistillation of the aerial part at full flowering
using a Clevenger type apparatus. Distillation was
usually donc 1n 2 hours yielding 0.15% and 0.17%
oll for French and Russian cuitivars, respectively
(w/w on tresh basis).

GC. GCIMS and “C-NMR analysis.

Samples of the oils were analyzed by GC using
a Perkin-Elmer Autosystem apparatus equipped
with FID and fused capillary columns (50 m x (0.22
mm; film thickness 0.25 Um), BP-1 (polvdimethy]
siloxanc) and BP-20 (polvethviene glycol). The
oven temperature was programmed from 60°C 1o
220°C at 2°C/min and then held isothermal
220°C for 20 min; injector temperaturc: 250°C;
detector temperature: 2350°C; carrier gas: helium
(20 ps1); mode split 1/60.

GC/MS was carried out with a Perkin Elmer

Turbo mass detector, directly coupled to a Perkin

Elmer Autosystem AL equipped with 4 tused-silica
capillary column, BP-1 (polvdimethylisiloxane,
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50 m x 0.22 mm 1.d., film thickness 0.25 am). lon
source temperature: 150°C; energy 1omzation: 70
eV; electron 1onization mass spectra were acquired
over the mass range of 35-350 Da. Sphit: 1/30.
Other GC conditions were the same as described
under GC.

“C-NMR spectra were recorded on a Bruker AC
200 Fourier Transtorm spectrometer operating at
50.323 MHz equipped with a 10 mm probe, in
deuterated chloroform, with all shifts referred to
internal tetramethylsilane (I'MS). The spectra were
recorded with the tfollowing parameters: pulse
width (PW): 5.0 ps (thp angle 45%); acquisition
time: 1.3 s for 32K data table with a spectral width
(SW) of 12 500 Hz (250 ppm); CPD mode
decoupling; digital resolution: (.763 Hz/pt. The
number of accumulated scans was 3000 for each
sample (200 mg of the o1l in 2 ml CDCIl;). An
exponential multiplication of the free induction
decay with the hine broadening of 1.0 Hz was
applied before Fourler transformation.

ldentification of components

Identification of the individual components was
based on comparison of 1) therr GC retention
mndices  (RI) on apolar and polar columns,
determined  relatively  to  those of authentic
compounds, especrally to the linear relationship of
the retention time of a scrics of m-alkanes; i)
matching with mass spectral ibraries on computer
(NIST and WILEY) (6,7) and with spectra of
authentic samples or literature data (8.9 iii}
chemical shifts of the carbons in the "C-NMR
spectram of the mixture with those of the reference
spectra compiled in our spectral library with the
help of a laboratory produced software (10). This
technique allows the 1dentification of individual
components at  a minunum content of 0.5-1%
without any previous purification,

Results and Discussion

Both samples of Mentha spicara essential oil
were analyzed by GC/RI, GC/MS and "C-NMR. In
total, 39 compounds have been identified, 28 in the
first sample, 31 1n the second. Both are
monoterpene rich oils (table 1) characterized by
the prc-eminence of piperitcnonc oxide (72.8 and
61.06). Cis-piperitone oxide (correct
stereochemistry ensured by comparison of its "'C-
NMR data with those of an authentic sample) s
the second compound 1n importance, 1 the sample
of Russian origin (10.8%) and much less abundant
(2.7%) 1 the sample of bFrench ongin. Among
other monoterpenes, myvrcene (3.4 and 3.3%),
[imonene (5.0 and 2.3%) and |,8-cineole (3.0 and
0.29%) were present at appreciable contents. We
poutted out the presence oi several sesquiterpene
hvdrocarbons, represented by (£)-caryophyllene
(0.8 and 2.9%) and germacrene D (2.5 and 1.1%)
while three oxygenated SESqQuIterpenes,
carvophyllene oxide, spathulenol and «-cadinol
were 1dentified at low contents.,

several compositions have been reported for the
essenual o1l from Menmtha  spicata  (native
spearmint), carvone and limonene being the major
components of most oils (2,3). It should be noted
that the content of carvone In spearmint oil is
usually high: 68.1-59.1% (United States) (3),
03.3% (Japan) (2), 60.5% (Argentina) (2), 49.7-
35.2% (Greece)(3), 39.1% (ltaly)(3). Although
most samples belonged to the so called carvone-
limonene chemotype (limonene up to 23%), other
chemotypes have been reported: dihydrocarvyl
acetate/neosodihydrocarvvl  acetate/  carvone
(24.8/20.9/200.49)(3); cisf/irans-dihydrovarvone
(16.1-21.6/11.5-21.2%)(3); arvone/dihydrocarvone

Table 1. Chemical composition of the essential oils of Mentha spicata of Frenct and Russian origins.

Compounds Ria RIp | France | Russia [dentification
o-Pinene 030 | 1022 (.0 0.6 GC, MS, "C-NMR
Sabinene 964 | 1119 0.5 0.7 GC, MS
B-Pinene 970 (108 [.G 1.2 GC, MS, "C-NMR
Myrcenc 980 | 1158 3.4 3.5 GC, MS, "C-NMR
a-Terpinene 1007 | 78 - 0.2 GC, MS
p-Cymenc 1009 264 - (.2 GC, MS
Limonenc™ 1020 | 1199 3.0% 2.3% GC, MS. "C-NMR
[.8-Cineole” (20 | 1208 3.0% 0.2% | GC, MS, "C-NMR
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(Z.)- B-Ocimene

1229

0.3

GC, MS

124 ]

0.3

GC, MS

v-Terpinene -

trans-Sabinene hydrate | 1050 | 1454 — 0.2 GC, MS
Terpinolene 1076 | 1278 | 0.1 0.3 G, MS
c1s-Sabinene hydrate 1078 (546 - 0.1 GC, MS
Linalool 1080 | 1538 0.5 - GC, MS
3-Octyl acetate 1108 nd - 0.4 GC. MS
Pinocarvone 1138 | 1561 - (.3

GC, MS

Borneol

1683

GC, MS

p-Cymen-8-ol

1838

GC, MS

Menthol

1641

(}.2

GC, MS

Terpinen-4-oi

1593

F.1

GC, MS

Myrtenal

1629

GC, MS

o-Terpineol

689

0.1

GC, MS

trans-Piperitone oxide™

1700

|.4%*

GC, MS, ""C-NMR

cis-Piperitone oxide*

1722

2.7%

10.8*

GC, MS, ""C-NMR

{sopiperitone

nd

0.2

().8

(C, MS

Thymol

2180

0.3

GC. MS

Piperitone

[ 722

0.2

G, MS

Piperitenone oxide

1963

72.8

61.0

GC, MS, "C-NMR

Nepetalactone

nd

0.7

GC, MS

B-Bourbonene

[513

GC, MS

B-Elemene

1581

-

GC, MS

3-Caryophyliene

1588

2.9

GC, MS

(E)- B-Farnesene

1660

0.4

o,-Humtlene

1668

GUOMS

0.2

G, MS

Germacrene D

1697

1.1

GO, MS

Bicyclogermacrene

1726

0.4

GC, MS

Spathulenol

2121

0.1

GC. MS

Caryophyllene oxide

1982

(.2

G, MS

o-Cadinol

2227

0.1

GO MS
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(35.2-49.7/5.4-21.5%, Greece) (3); trans- (52.3%)(12) and at appreciable content in oils
piperitone oxide (44.9 + 8.4%, Greece, cultivated from Grecece (15.7 £ 7.1%) (4) while it has been
plants) (4); menthone/iso-menthone (62/17%, found in Mentha longifolia from Jordan at high
Turkey) (11), trans-sabinene hydrate/terpinen-4- amount (83.7%) (13) and also in other Labiaceac
olfcarvone  (22/18/19%, Turkey) (11}, 1.8 suchas Calamintha nepeta (14).

cineole/linalool/carvone (19/17/14%, Turkey) (11).
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| | The occurrence of this chemotype should be

Conversely, 1t appears that piperitenone oxide confirmed by analysis of more samples in order to
has been scarcely reported as major component in  yse the cultivars of Mentha spicata as a source of
Mentha spicata oils except those from Cuba piperitenone oxide.
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Yordan. J. Essem. Oif Res., 2000, 12, 530-532: 14). Baldovini N., Ristorcelli D., Tomi F.. Casanova.. Infraspecific
virtability of the essennal ot of Calamintha nepeta from Corsica (France). Flav. Fragr. J.. 2000, 15, 50-34.
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TAC DUNG CUA CAY NHO DONG TREN TON THUONG GAN DO
PARACETAMOL O CHUOT CONG TRANG
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BDao Van Phan'”, Lai Thi Van'”, Nguyvén Duy Thudn'
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(Nhan bar ngay 25 thing 6 nam 2003)
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Iuffects of Morinda sp. on Liver Injury Induced by Paracetamol in Rats

E = ey

-

Effects of aqueous extract from the root of Morinda sp. were studied on liver injury induced by «a
high dose (2g/kg, p.o.) of paracetamol (acetaminophen) in rats. The results showed that the extract
had a hepatoprotective effect at a dose of 10g/kg of bady weight. The effect was similar to that of
silymarin at a dose of 25mglkg of body weight in terms of AST, ALT activities, total serum cholesterol
and protein concentrations as well as macro- and microscopic histological studies of the liver.

T e =it

Kev words: Morinda sp. Hepatoprotection, Paracetamol.
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I. Dat van dé lrong cong trinh nay, muc tiéw nghién ciu cla

chung toi [a ddnh gid tic dung bao vé san cla ré

-

Cay nhd dong (Morindea sp. - Rubiaccae) moc he de 3 )
. » . . . . . . . .ﬁx____.,_. ' 07 -5 - - - ; - .
hoang nhi¢u & tinh Son La [2]. Theo kinh nehiem & .c N :}r: mo :,.L_:: gay ton thuang thuc
= nghiem gan chuodt cong bang paracetamol.
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dan gran cua dong bao Thii, nude sac ré vi 14 cla
cay duge dung dé chita cde chidng bénh gan. phir L Déi tuong va phuoeng phap nehien et
thiing hodc viem dai trang. Tran Phi Hung [[] va
Bin Thi Vin [4] d& nghién ciu dic diem thue vat
va MmOt vai tac dung duge Iy cua re va 1d nhd dong [Jich chict toan phan trong nude cia ré cay nhéd
thdy ¢& tic dung khang khuan, chéng oxy héa va dong (DCND) moc hoang & ving nii tinh Son La
Mﬂrﬂ—. - | ] . ....-.- ' L .. [ - |“ 1
1 mat I 'ml dich chi¢t tuong duong vai 1u duoce licu kho.
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Silymarin (Legalon) vién 70 mg duoc ding lam
thudc chuin so sanh.

2. Nghién ciu anh Iniong ciia DCNB trén 1on
thucong gan do paraceiamol (PAR)

Chuot cong trang non cé trong lugng 130g +
10g duge chia lam 4 16, moi 16 10 con:

Lo 1: cho udng NaCl 0,9% - 10ml/ kg ¢in ning

.o 2: cho uéng NaCl 0,9%- 10ml/ kg ¢in nidng
(+ PAR)

Lo 3: cho uong DCND [0g/ kg (+ PAR)

Céc 16 chudt duoc uong thudc hang ngay

1.6 4: cho uéng Silymarin 25 mg/ kg (+ PAR)

Chuot d cac 16 duge uong thude 6 ngay trudce va
2 ngay sau khi gay nhiem déc gan (chi cho 16 2, 3,
4) bang udng paracetamol 2g/ kg. Sau 48 gid uong
paracetamol, gi€t toan bd chudt, 1y mau [am x¢ét
nghiém hoa sinh chic ndng gan qua dimh luong
aminotransferase (AST, ALT), cholesterol toan
phan va protein toan phan, quan sit dai the va vi
thé mo bénh hoc cua gan.

Thue nghiém duge tién hanh theo so do sau:

\ T

6* 9
| |

ngay

+

Udng PAR

3. Cac pluong phap xet nghiém

- Pinh luong aminotransferase huyét thanh (AST,

ALT): do do giam hip thu quang cua NAD o bude

séng A = 340 nm trén mdy quang phd Screen
master ctia hang Hospitex Diagnostic theo phuong
phip Bergmeyer, 1986 {0].

- Dinh lugng cholesterol toan phan trong huyét

thanh ¢ budc song 2=580 nm theo phuong phap
Liebermann Burchard, Salkowski [51.

>

+

Giét chudt

- Dinh luwong protetn toan phan trong huyeét thanh
theo phuong phap Biurcet, K¢ thudt Gornall [71 ©
bude song A = 580 nm.

II1. Két gua nghién ciu

[. Anlt lweong cua DCND o 1én nong  do

transanunase himvét thanh

Két qua duge ghi o bang |

Bdng [: Anh huong cua DCND 1én nong do transaminase huyét thanh chudt cong trang bt nhicm doc
paracetamol (n =10)

Transaminase HT | AST (UI/D ALT (Ul/D Chi s6
Thudc va liéu lugng ——— ol ) De Ritis
1. NaCl 0,9% 113.8+ 16,9 275+251 | 413
2. NaC10.9% + PAR 2g/kg 61369 +2108,6° | 2044+629 ' 3002
3. DCND 10g/kg+ PAR 2g/kg ) 4452 +1612° | 97.6+322° 456
4. Sitymarin 23mg/kg+ PAR 2g/kg 233.6+932° 388+973° 642

Vai p <001

Bdng 2: Anh hudng cia DCND lén ndng do cholesterol toan phan huyet thanh chudt cong trang nhi¢m
doc paracetamol (n = 10)

Lo Thuéc ding va lidu luong Cholesterol TP | D ‘-
NC o (mg/100ml) | o
N NaCl 0,9%% 110,5 + 10,8
2 NaCl 0.9% + PAR 2g/kg 782+ 8.7 <(),01 so vdi1 (1)
'3 | DCND [0g/kg+ PAR 2g/kg 79,5 + 10,2 > 0.05 50 voi (2)
4 Silymarin 25mg/kg+ PAR 2g/kg 89.6 + 7,3 < 0.05 so va1 (2)
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Két qua cho thay DCND did ngan can rd rét tac
dung tang transaminasc huyét thanh ctita PAR. Téc
dung trén AST manh hon ALT.

2. Anh Iniong cua DCNP 1én nong doé cholesterol
toan phdn (bang 2)

Bang 2 cho thay DCND khong doi lap duoc tac
dung [am ha cholesterol toan phan huyét thanh cua
PAR.

3. Anh lutong cia DCND 1én nong do protein toan
phan (bang 3)

Bdng 3. Anh hudng ciia DCND lén nong do protein todn phan (n = 10)

= e

Lo Thude diing v licu luong Protein TP p
| NC - (mg/ 100ml) | I
I NaCl 0.9% 70,3 + 4,41
2 NaCl 0,99% + PAR 2g/kg 60,8 + 3.5 - <001 sovéi (1)
3 DCND 10g/kg+ PAR 2g/kg 63,8 + 5,88 > 0,05 s0 vai (2)
4 i Silymarin 25mg/kg+ PAR 2g/kg 69.9 + 8. < 0,05 so vdi (2)
Bang 3 cho thay trong khi DCND khong 1am  nhéan. Dong thoi, PAR. lam tang manh chi s6 De

thay dm dugc nong do protein toan phin di bl ha
do PAR thi Silymarin di dua duge protein v€ nong
do bang 16 doi ching.

2.Anh hwong ciia DCND len ton thieong nié bénh
hoc gan do PAR.

Cac xét nghiém dai thé va vi thé vé mo bénh
hoc dugc thuc hién ¢ B mén Co thé bénh truong
a1 hoc y Ha Noi1 cho nhan xét sau:

Hinh anh cau trdc gan chudt & 10 udng nirde
muodi sinh 1y va gay dUC bdnn pdraceldmml cO bl
ton thuong nang véi nhitng 6 I]Ddl tr tir tiéu thuy
no sang ticu thuy kia (hoai tir bac cdu), hoai tr
trung tam. mo gan xung huyét, bdo twong thodi hoa
md dién rong, ¢6 hién tuong tén thuong nhan (hién
tuong nhan dong va nhéan tan) va xam nhap bach
cau da nhan. Cidc hién tugng nay khong ¢é hoic
khong dién hinh ¢ 16 chuot ding DCND ciing voi
uong paracetamol cling nhu trén hinh anh cau tric
vi the gan chuot & Io dung Silymarin véi
paracetamol.

IV. Ban luan

Paracetamol la thude giam dau ha sot rat ph{}
bien. Trong co thé, paracctamol by chuyén hoa o
gan duor tic dung cua cviochrom P..,, cho N-
acetyl-p-benzoguinoneimin (NAPQI) la chit &
dién tu, gan manh vao protein cia t¢ bao gan, gay
hoai tr 1€ bao [8]. Véi li¢u diéu tri, PAR khong
doc vi luong NAPQI thap sé duge glutathion cia
gan trung hoa.

Trén mo hinh thue nghiém cua chung 161, PAR
liéu cao di lam taing nong do AST dLﬂ 54 lan va

ALl dén 8 lan so véi 16 doi ching (bang | 16 2).

Trén hinh anh vi thé gan, PAR ¢ ,._,.;1} hoai tir manh
cdc tiéu thuy, gay thodi héa md va dn thuong

Ritis (AST/ ALT): 30.02 so véi 16 doi chimg la
4,13, ching to ton thuong gan dén mifc ty thé [9].
Hinh anh mo bénh hoc ciing chimmg minh diéu do:
ngoal ra, PAR ¢on lam suy giam chic ning tong
hop cholesterol va protein toan phan cta gan (bang
2va 3, 102)

Silymarin 1a hoat chat chiét xuat tir qua cay clic
gal (Stlvbum marianum L. Asteraceae) da duoc
nhiéu cong trinh nghién citu chimg minh la ¢é tic
dung bao vé gan do tac dung bao v¢ mang t€ bao,
ngan can hip thu chat doc vao t€ bao, (c ché qua
trinh peroxy. héa lipid, bat giit goc tv do, kich thich
sinh tong hop pmtein lam phuc héi nhanh chéng
né¢ enzym trong (€ bao, kich thich tai tao t& bao bi
ton thurong [3]. Silymarin da duoc diung lam thudc
bao v¢ gan dudt tén thuong mai 1a Legalon, vi thé
chiing t6i da chon lam thude chuin dé so sdanh vdi
DCND.

Trén mo hinh thuc nghiém ciia chiing o1, két
qua cua 16 3 trong bing 1 cho thady DCND véi liéu
10g/ kg dd ngan can duoe ro rét doc tinh cia PAR,
dura nong do AST cua 16 chudt nhiém doc PAR tir
54 1an so v&i 10 dor chitng xudng chi con gin 4 lan;
con nong do AST cua 16 chudt nhiém doc PAR tir
8 lan xudng con 3.6 lan so véi 16 d6i chimg. Vi vay.
chi s0 De Ritis ciing tr& vé 4,56 gan nhu lo déi
chung 4,13. So voi 16 4 dung silymarin 25 mg/ ke,
két qua cua DOND dat duoc gan 50%, tuy nhién,
chi s6 De Ritis lai trd vé gdn véi 16 doi ching hon

16 dung stlymarin.

DCND chua lam tang dugc su tong hop
cholesterol va proten bang silvmarin (16 3 va 4 &
bang 2 va 3). Tuy nhién, silymarin ciing chua dua
duge nhiing chi $6 nay vé binh thudng. C6 thé liéu
lrong thue nghiém con thap.

Tap chi Duoc liéu, tap 8, s6 . 003
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Nhu vay, ¢ chudt gdy nhiém doc bang da the hién ro tic dung bao vé gan véi liéu udng Ja
paracetamol theo do6i trén cac cht sO sinh hoa vé  10g/ kg, gin bang k&t qua cia silymarin liéu 25
chirc phan gan va hinh anh mé bénh hoc, DCND  mg/ kg.

Tai liéu tham khao

1). Tran Phi Hung (1999). Gop phan nghién ctu vé thuc vat, hda hoc va mot s6 tac dung sinh hoc cla cay nhé
dong. Ludn an Thac sy duoc hoc. Dai hoc Duge Ha Not; 2). bo Tat Loi (1999), Nhitng cay thude va vi thuse Viél
Nam. Nha xuat ban KH & KT; 3). Bao Vin Phan (2000), Silymarin (Legalon)- ddc diém duoc 1y va cic ung dung
trong lam sang. Hoi thao khoa hoc Legalon va ing dung Ha Nét 11/2000; 4). Bui Thi Van (2001), Tiép tuc nghién
ciru thanh phan hoa hoc va tac dung sinh hoc cua cay Nhé Pong. Khod luan t6t nghiép duoc s§ dai hoe 1996- 2001
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NGHIEN CUU TAC DUNG CHONG OXY HOA CUA CAY PINH LANG

Nguyén Thi Thu Huong, Hoang Thi Mgn
Trung tam Sam & Duoc liéu Tp. HCM, Vién Dugce liéu
(Nhan bai ngay 25 thang 4 nam 2003)

Summary

Studies on Antioxidant Activity of Polyscias fruticosa Harms. (Araliaceae)

Extracts from roots and leaves of Polyscias fruticosa Harms. (Araliaceae) and their combination
have been studied on lipid peroxidation in mouse brain using an auto-oxidation and a free radical
generaling system: the Fenton’s reagent (ferrous iron + hydrogen peroxide). All the root, leaf and
combined extracts have inhibitory action on peroxidation of lipids and trolox, a water-soluble
analogue of vitamin E used as a reference antioxidant compound. The resulfs also indicate that the

leaf extract is the strongest of all.
Key words: Polyscias fruticosa, Antioxidant Activity, Lipid Peroxidation.

I. Dat van de sdm (Araliaccac) cing dude biét dén nhu nhirng

Goe tr do dude hiét ¢6 lién quan dén sy lio v1 thuoce ¢o tic dung hor bo ¢d (he, ting luc,

hoa sdm, cdc chitng bénh vé tuim mach, céic
chitng vi€ém. b¢nh Parkinson, nha chu viém, duc

chéng nhwge siie v chdng stress |1]. Nhivng
nghién citu gin diy cho thiy dinh ling, mot cay

3 . = 2 a7 y, N EE - T ;E Y 1 T g Y Y ¢ 4 ¥
thity tinh thé, cdc dang ung th.. Trong y hoc ¢8 thudce d¢ uréng, d¢ su dung ¢6 tic dung chbng

truyén  Viét Nam, nhi¢u cdy thudc chia
flavonoid, anthocyanosid, saponin, tanin
pyrocalechic ¢6 tac dung chdong oxy hod dudc
diing lam thic dn, nudc uéng d¢ boi dudng vi
gidi ddc cd (hé. Cdc cdy thude thudc ho Nhin

tram cam v stress {2]. Cao phdi hgp ré va 1a
dinh Ling thé hién nhidu wu di€m v€ tic dung
duge 1y so vdi cic dang cao ré hodce cao 14 don
thuan {3]. D& ndng cao gid tri st dung cia ciy

thuéc ndy, ching 161 xin gidi thiCu mdt s6 kEL
qua nghién cfu vé tic dung chdng oxy hoa in

142 Tap chi Duoc liéu, tdp 8, s6 5/2003
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vitro cua cao ré, cao ki va cao phol hgp ré va 1a
dinh lang.
II. Nguveén liéu va phuong phap nghién cuu

[. Nguvén.lHéu ngluén crtu

RE va 14 dinh lang (Polyscias fruticosa (L.)
Harms.) trong ¢ Tuy Hoa dude sy khd, xay nhd
va chiétl xudt hiing phudng phip ngdm kit qua 2
phin dvan con 96" va con 45" Trdon hon hop 2
dich ¢hiét niy va ¢6 cdch thay thinh dang cao
todn phan (cao 1l va cao r¢ riéng). Ham lugng
saponin toan phin trong cao la fa 1.4% va caoré
I3 0.7% (tinh (hco chuin acid olcanohic). Ngodi
ra, r¢ va 1a dinh ling dude trdn thco mdt v 18
nhit dinh va chiét xudt wiong 1 biing ¢on 96" vi)
cOn 45" thinh dang cao 14 va ré phoi hdp ¢6 ham
ltgng saponin toan phan 1d 1,0 % (tinh theo
chudn acid oleanolic).

2. Stic var nghién criu

Chudt nhat wang duc (ching ddY, trong ludgng
(rung binh 20 1+ 2¢) do Vién Pasteur TP.HCM

ey —m—

3. Hod chdt — Thuoe thir

- PCm phosphat (pH 7.4).

- NaCl 0,9%.

- Acid thiobarbituric (TBA) 0,8%:.

- Acid tricloacetic (TCA) 10%.

- Malonyl dialdchyd (MDA).

- H¢ Fenton: FcSO, O0,ImM + H-0O- 15 mM.
- Trolox (RBI, USA).

4. Phutong phdp nghién ciu tdae dung chong oxy
hoda nvitro (14,3

4.1. NguyCn tac

Xidc dinh khd ning e ché peroxy hoa lipid
thong qua vi¢e xdac dinh ham lwdgng malonyl
dialdehyd (MDA), mdt trong nhitng sdn phim
tao ra bdi qud trinh peroxy hod lipid mang (&
bao (phudng phap cua E.A. Makarova, 1989; J.
Robak vd cOng sy, 1988). Sdn phim MDA <o
khd ning phdn tng vai acid thiobarbituric dé tao
thanh phic hgp trimethin (mau hdong) ¢é dinh
hip thu cue dal 3 L = 530 — 532 nm.

cung cip va d¢ on dinh it nhi't mot wan wude khi 4.2, Ti¢n hanh
thit nghi¢m. - .
RSt 4.2.1- Thiét Iap didng chuan cua MDA
Bang ]

Nong dd MDA (nM/ml) 0 | 9.10 1515 | 2125 | 2730 | 3340 |
MDA (ul) 0 | 3 5 7 9 i
B¢m phosphat (50 mM/ml) 2 1.997 1 1,995 1,993 1,991 1 989
TBA (m]) 1 L i 1 1 1

Hi¢n mau ¢ 100°C/15 phit, do quane § L = Biéu do 1.

Phirang trink dudng chuin cia MDA
332 nm. - |

Licn do hoi (us

4.2.2- Thue nghi¢m chong oxy hod in virro

Tach nio chudt va nghién dong thé rong 1
dung dich dém phosphat (pH= 7,4) thco 1 IC HL(;
1:10 & nhi¢t d0 0-5"C. Lay I ml dich ddng (h¢, 2 0.7
thém vao (0,2 ml cac nﬁng dd mau tht + 0,8 ml ;‘iig . v = 0035% + 001843
dém phosphat v 0 ¢ 37°C trong 15 phit (g oxy ) H'; ‘ R™ = 0.9675
héa) holdie i 3 37'C trong 5 phit véi hé Fenlon (1.2
(FeSO, 0,1 mM:H-0, 15 mM theo 11 ¢ 1:1). K& “'il}
thie phian dng bing | ml acid tricloacctic 10%,

) 20 H)

ly (dm [dy dich trong cho phan @ng véi 1 mi acid ot o AL (e
: hRTITR Atnvlamis

thiobarbituric 0.8% ¢ 100 °C wong 15 phiit vi do
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mau J A =532 nm,

4.3.Tinh todn k&t qua

Ham lugng MDA dugc tinh theo ¢dng thiic:
X = (0D ODuin) X Cepuin (nM/ml)

Hoat tinh chdng oxy hoa (HTCO) dudc tinh
theo cOng thuc:

HTCO ({Xf) — ’(C MDA JdGchire — C A10A iIH'I') f C MY
di L'hu"ngl X 10(}

OD: Mat dd quang
C: nong dd
5. Bdnh gid két qud

Cédc 8 licu dude bicu thi biing tri s6 trung
binh: M =+ SEM (Standard Error of the Mean- sai
sO chudn ctia gid tri trung binh) vi xtt 1y thdng
ké dua vao phép kiém One-way ANOVA. Tic
dung chéng oxy hod cta cdc nguyén licu thi dat
¢ nghia thong k¢ vdi d0 tin ¢y 95% khi P < 0,05
so v doi chitng (phan mém kiém dinh Sigma
Stat 98).

I1I. Két qua va ban Juan
[. Xav dunge dieone chudn MDA

Can cif vio biéu dd ta chon nong dd MDA =
21,23 nM/ml lam ndéng dd chdt chuin trong cdc
dinh lugng.

Ham lugng MDA trong cdc thu nghi¢m dude
linh theo ¢Ong thirc:
X = (OD,iy/ OD0jasn) X 21,23 (nM/ml)

2. Két qud khdo sdt tde dung chdng oxv hod cia
Trolox

Trolox, mdt ddong phin tan trong aude clia
vitamin E d cdc nong do 1 25 dén 100 pe/mi thé
hién & tic dung 1we ché su hinh thainh MDA
trong dich dong thé nio chudt véi HTCO (Hoat
tinh chong oxy héa) 1a 62-89% (h¢ w oxy héa)
vd 50-86% & hé Fenton (bing 2).

- Két qud khdo sdi de dung chiong oxy hod cliad
dinh ldng

KEt qua & bang 3 vd 4 cho thiy cao 1d ¢d tic
dung e ¢ché su hinh thinh MDA manh nhat dat
y nghia thong ké& & néong d6 25-50 pe/ml so vii
cao r¢ va cao 1d va r¢ phoi hdp ¢ cia hé W oxy
hoid va hé Fenton. Hoat tinh c¢héng oxy hda
duge x€p theo the (y: cao ré < cao phdi hgp <
cao la. Nhan dinh ndy twang gquan vai him lugng
saponin todn phian (rong cic miu cao trong dé
cao ré (0,7%) < cao phﬁi hdp (1%) < cao lid
(1,4%). MOt trong nhitng ¢J ch¢ tac du ng uhﬁfng
oxy hod ctia nhém suponin trong sim Tricu Tién
duge gidi thich do cau trie steroid ¢6 tdce dung ie
ch& sy tao thanh MDA trong qua trinh p{:mﬁ}f
héa lipid ¢ia miang (& bao [6]. Cic hop chil
saponin cia dinh ling cling ¢d ¢ciu trie steroid
thudée nhoém acid olcanolic nén cing ¢o the ¢
cung ¢ ¢hd tdc dung nhi chéom saponin rong
sam Trieu Tién. Do do, nhirng nehién cdu in
vivo chin dude thue hién dé xde dinh 16 ¢d ché
tic dung chong oxy hod cua dinh ling.

Bang 2. K&t qud khio sdt tic dung chdong oxy héa cia Trolox

Y F T ——

Mau thit (n=6) Nﬁng d6 TN | Mat do quang Nong dd MDA HTCO(%) |
B (g/ml) | (nM/ml) |
Tu oxy hda
F 0 0,654 32,352 + 0,38 |
Trolox 25 0,248 S 484 0216 | 62 7’
50 0.121 4.137 = 0.148* 3
100 0.072 2461 +0,148" 89
H¢ Fenton
0 0,864 2054340513 | '
Trolox 25 0426 | 14,575+0,105% 50 5
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50 0296 10.119 + 0,414 66 |
100 0.122 4,159 +0,313* 36 |

* P<(3,085.

Bang 3. K&t qua khido sdt tic dung chdng oxy hod ciia dinh [ang (1 oxy hda)

| ) I | ) |
L .h Mit do Nong dé MDA e
MAu thif (n=6) | Néng do TN (ug/ml) | o0 Hs E HTCO (%)
| o Quang p (oM/mly ¢ R
0 0.569 25,044 +2392 |
o] 8497 ) 25017+2737 | 13 B
Cao 1 25 0444 | 19554+ 1411 22 .
) | 50 0292 | 12,872+ 1,104% 49
0 0,480 16.820 £ 1,191 |
5 0,489 17,164 £1,212 | 2
] 25 0,444 15,443+ 1.522 g
Cﬂ(} l.,c — e — . - _-__., e -—
50 (3,416 14,52 0,765 13
100 0315 11,163 + () 885* 34
YU oS b 178200618
| o 5 0,495 17,250 + 0.685 4
Cao la var¢ - - .. .
. 25 0,436 15,097 + 0,359 [5
phé1 hdp - - R : -
. 50) 0,386 | 13458 £0.367 25
* P« (.05,
Bang 4 : Két qua khao sdt tde dung ching oxy ho4 ctia dinh ling (hé Fenton)
., L o Mat d¢ Nong do MD
Mau thir (n=6) | Ndng do TN (ug/ml) e ong do MDA HTCO (%) |
quang (nM/ml}
0 0,773 27,425 1 0,408
Cao 13 25 (),454 16,106 + (0,164 41 g-
50 0,261 | 9260 % 0,399+ 66
_ () (),773 27.425 1 0,408
Cao ré - - — - . |
100 0426 | 15124 £0.216% 45 |
0 0,773 27425 £0408 |
. 25 0,577 20,479 + 0.484 25 |
Cao la va ré T T _ E
30) 0,410 14,556 + (0,343 47
pho1 hgp - |
B _ 100 0,174 6,177 +0,198% 77

* P< 0,05,
IV. Két [uan

nude cua vitamin E ¢ ¢d h¢ tr oxy hod va hé

Pinh ling c6 tic dung we ché sy hinh thinh Fenton. Cao 1a the hién hoat tinh chéng oxy héa
MDA & nbng do 25-30 pg/ml luong ty chat manh hdn so vdi cao ré va cao r¢ va 1d phdi hgp.

chong oxy héa Trolox, mdt dong phan tan trong
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NGHIEN CUU TAC DUNG BAO VE GAN CUA ACID OLEANOLIC
PHAN LAP TU SAI AT

Neguyén Thi Xuan Hoa, Pham Vidn Thanh,
Pham Kim Mdn, Nguyen Thi Minh Khai
-Vién Dugce hiéu-
(Nhan bat ngay 25 thing 7 nam 2003)

Summary

Studies on the Hepatoprotective Activity of OQleanolic Acid from Wedelia calendulacea Less.

In order to use Wedelia calendulacea Less. in treating liver diseases, fractions from the plant have

been studied pharmacologically. This paper presents the nethod of extraction of oleanolic acid and
results of its anti-oxidative effect. Our studies have revealed that amount of liver MDA of the treated

mice decreased by 44,8% (P < 0,001), and that of serum GPT decreased by 20,3% (P > 4,03). These
results show that oleanolic acid do take part in the hepatoprotective activity of the plant.

Keyvwords: Wedelia calendulacea, Olcanolic Acid, Hepatoprotective.

1. Dat vin de

Trong bai "Nghién ctru thanh phan hoa hoc cua
cay sai dat” (Tap chi Duoc liéu, tap 8, so 2, 2003),
chiing to1 da néu sa1 dat (Wedelia calendnluceu
[.ess.) chira khoang 2% saponin triterpenotd tinh
theo duge hiéu kho, Nam 1991, Govindachart va cs
dd phan lap duge tir cay 3 saponin ¢é phan genin la
acid oleanolic [8].

Theo tai ity nude ngoal, acid olecanolic ¢o
nhi¢u tic dung sinh hoc qui nhur chong viém, diéu
tri bénh dai thio dudng, viém gan [3], [4], [3]. [6].
[7]. Trong bai bdo nay, chiing 161 thong bao vé viée
phin 1ap acid oleanolic tir sdt dat va chiimg minh
tic dung bao vé gan cua san pham nay.

2. Nguyén liéu va phuong phap nghien ciru

2.1 Nguven lidn: Cay s dat duge thu hidt o khu
vire Vian Pién - Ha Nou.

2.2 Chiét xuct va phan ldap: [1]

Quy trinh chiét saponin toan phan duge trinh
bay trong s do |

Lay 120 g saponin toan phan (duoc chiét tir |
ke duoc ficu) cho vao binh ciu dung tich 500 ml,
do vao dé 400 ml dung dich acid sulfuric 10%.
Dun hoi luu true Gép trong 4 g6, Loc lay can va
rira dén khi dich rua trung tinh ro1 say cho kho.
Cho can kho vao binh cau 250 ml, chi¢t véi n-
hexan 3 lan, moi lan 150mil. Dich chiét n-hexan
duroc tap trung Fai va thu hot dung mos dén can, sé
duge 500 mg chat bot mau trang goi la S,

2.3 Xac dinh hoat tinh chong oxy hod in vivo bane
vice xdo dinh o Tuong MDA o gan (theo phirong
nhap Stroev E.A va Makarova V.G (1989)) [2].

* Neuyeén tac: Dua vao san pham cuia qud trinh
peroxyd hod lipid ¢6 kha nang phan tng vor acid
thiobarbituric tao phuc mau hong.

* Tien hanh: Chudt co trong luong tir 20 dén 22g.
chia thianh cac 1o nhu sau:
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- Sodo 1 Chier xudt saponin toan phan

Bot duoc liu

Chiét Soxhlet véi methanol

Dich chiét methanol

Thu héi dung moi

Methanol thu hdr

- Lo dét chimg gay bénh: Gay viém gan bang
dung dich CCl; 10% pha trong dau olive. Tiém
phtic mac 3 lan, lan trude cich l4n sau 2 ngdy voi
li¢u 0,2 ml cho 20 g trong lucng chuot.

- L0 gay bénh va thir thuéc: Gay bénh nhw 16 trén
va dong thoi cho uéng thude vai licu 400 meg/ke
chudt, udng 8 ngay lién ke tir hom bat dau gay
bénh.

- L6 déi chimng sinh ly: Tiém dau olive voi s6 lan
va thé tich tuong duong 2 16 trén.

Lo doéi chimg gay bénh va doi chimg sinh ly:
-Cho uéng nudc cat voi cung sO lan va thé tich
trong duong 16 thir thudc.

Sau § ngay gict-chudt, 1ay gan rura sach bang
nudc mudi sinh ly. Can chinh xdc 100 mg gan. Sau
do, thém 5 ml dung dich dém tris pH=7,4, nghién
ky. Hiit 2 mi dich sau khi nghién, thém vao dé6 0,2
ml dung dich eSO, 10°M, 0,2 ml dung dich acid
ascorbic 10°M. U hén hop twén ¢ 37°C trong 15
phit. Sau do, thém | ml acid trichloacetic 30%, lac
ky, ly tam 0 4200 vong/phit. Lay 2 ml dich trong
sau ly tam, thém vao do 0,2 ml dung dich HCI
0,5N va 2 ml dung dich acid thiobarbituric 0,25%.
Lac k¥, dun 6 nhiét do 100°C trong 15 phiit. Pé
ngudi dén nhiét do phong, do mat do quang & bude

Dich chiét methanol dic

Ly tam, loc bo cian
!

| Dich chi€t methanol {

Co dén dich dic

N .
1 Dich chiét methanol
] dam dac

Rot tir tr vao aceton. Deé
lanh qua dém

i
Tua

L.oc

—

L Saponin toan phén

sOng A=532 nm.

2.4, Xac dinh hoat do cac men GPT {theo ky thudt
cua Reiman, Frankel)

* Nguyén tic: Co chat 2-oxoglutarat va L-alanin
phan tng véi nhau duge xuc tdc boi GPT trong
huvét thanh. San pham cudi cling cia phan ing la
NAD", do mat do quang NAD™ ¢ bude song A=365
nm biét duoc ham lugng GPT trong huyét thanh.

Qua trinh phan tmg xay ra nhur sau:

OFT

2-oxoglutarat + L-alanin
pyruval

Pyruvat + NADH + H¢—-29 ] actat + NAD*

* Tién hanh: Dung thi nghiém 2.3, truée khi lay
gan, lay mau chudt, ly tam & 4200 vong/phiit trong
15 phiit, [dy huyét thanh dinh luong GPT.

p L-glutamat +

3. Keét qua nghién ciu

3.1. Nhdan dang san pham S,;: dya trén diém chay,
dir liéu pha UV, IR, MS ¢6 so sanh véi mau chuan.
Chat S, thu duoc la acid oleanolic.

- Tinh chat: Chat S, & dang tinh thé hinh kim, két
tinh trong ethanol, dé tan trong methanol, nhat la
methanol néng, tan trong ¢on cao do, khong tan
trong nuwde. Diém chay: 298°C.

Tap chi Duoc liéu, tdip 8, so 5/2003
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So do 2: Chiér xudt va phdn lap S,

Saponin toan phan

+ H,50, 10%. Dun héi luu truc ti€p trong 4
010. Loc.

Dich thuy phéan Can

Rtra bang nude cat dén trung tinh. Say kho
Can kho

+ n-hexan (chiét néng)

Dich chiét n-hexan

Thu hot dung moi

|

Dich dam dac

I

% D¢ qua dém

[

Bot trang + Dich mau
vang nhat

Gan rura bang n-hexan (& nhiét do phong thi
nghiém)

L

Bot trang

Hoa tan trong lugng téi thi¢u ethanol, dé bay hoi
tir nhién

__ Tinh the S,

. Phé tir ngoai: C6 Ay, (MeOH): 242 nm va 220 - Phé khoi: Pic ion phan tir [M*] c6 m/z=456.
nm tring vé1 A,,,(MeOH) cua acid oleanolic UONg —xgm_e.@w cong thirc m_rm: (r la: Gy Hy,Os. Pic
chuan cna Han O:@n. cua ciac manh v3 ¢co m/z lan _:._m: la: 438, 410, 300,
— | N L. 258,248,203, 189, 147, 133, 105, 69 1a nhimg pic
- Pho hong ngoai: duoc do du6i dang ép vien v6i (g 14 56 1, tring v6i m/z clia nhing pic trén phé
KBr ¢6 cdc dinh hip thy manh dac trung cho cdc 4014 oleanolic chudn c6 trong dir liéu pho cla

nhom chirc: Wilev 275 1
3454 nE-__.-mmﬁ 1:.:.:m cho zgﬁnwrm:c_ (-OH). 3.2, Xdac dinh hoar tinh chong oxy hod in vivo
Wmmm.q MM_ _.v&m.ﬁ trung cho nhom hydrocarbon no bang viéc xdc dinh ham heong MDA ¢ gan
_m@@fn_d-_w mmn trung c¢ho nhom carboxyl (- Két qua nghién ciu cua acid oleanolic vai liéu
COOH) de 400 mg/kg chudt trén hoat tinh chong oxy hoa in
1500-650 cm™: dac trung cho céc lién két hydro va  vitro duge ghi ¢ bang |
carbon.
Bang I: Su thay doi ham lugng MDA clia gan chuot
STT L0 thi nghiém S& chudt Diia __| Giam so véi gdy bénh (%) |

] Pai chitng SL [0 0,130 + 0,030

2 Doi chimg BL 8 0,680 20,054

3 Udng acid oleanolic 13 0.377 £ 0.041 44.6; 1=4,4; p<0,001
148 | Tap chi Duoc liéu, tdp 8, so 5/2003
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3.3 Xdao dinh hoat do cde men GPT

K&t qua nghién ciru clia acid oleanolic vai licu
400 me/kg chuot trén hoat tinh cua GPT duge ghi
o bang 2.

Cong thirc ciu tao cua acid oleanolic

Bang 2: Ham luone GPT trong huvet thanh cua chudt tinee nghiém

S S - e e B
- ST Lo thi nghiém ~ Sochudt ﬂ[* L {LT;’L Ciiam so val ady bénh (Y¢)
1 boi1 chirng SE 10 | 17 0+843 | | -
2 D61 chimg Bl 8 ____1.4':) 24 + 47, 1;-, B
3 Uong acid uiuumhc | 3 110993 & ?{1_?_9______ 26,3 1=0,805; p>0.05 |
4. Két luian lam eiam ham hrong MDA tren to chiic gan va ¢6

’ o | xu hudng lam gtam ham lugng GPT trong huyél

O Viet Nam, lan dau tien, ching 61 thong bao  hanh cia chuot nhit duge gay viem gan cap bang
két qua phan lap va xadc dinh acid oleanolic rong 14 hink gay doc bar tetrac lorua carbon.
sal dat. Trén co so nhtmg nghién ciu dé, chung 161 .
chimg minh ching ¢6 1ac dung chéng oxy hda,
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NGHIEN CCU TAC DUNG DUOC LY CUA CAY NANG HOA TRANG

Neuyen Kim Phuong, Do Trung Pam, Lé Minh Phuong,

Neouyén Thi Dung, Po TIM"Phuong Vien Duwoc lién
(Nhan bar ngav 9ghiang 7 nam 2003)

Summary
studies on Pharmacological Effects of Crirnem asiaticum L.

Alcoholic extract and alkaloid fraction of the leaves of Crinum asiaticum L. were mbjerted to
pharmacological studies. The results showed thai:

L. LD, of the alcoholic extract is 22,75 gikg p.o. in mice on dry basis.

2. Subchronic anti-inflammatory effect of the alcoholic extract is srrmrger than that of the alkaloid
fraction.
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3. Both alcoholic extract and alkaloid fraction inhibit the prostatic hypertrophy induced

experimentally by testosterone.

Key words: Crinum asiaticum, Alcoholic Extract, Alkaloids, Acute Toxicity, Subchronic Anti-

inﬂammamry Fffect.
1. Dat van dé

Ndng hoa trang (Crinum asiaticum 1..) thuoc ho
Thuy tién (Amaryllidaceae) con goi Ia cay ndng,
loi voi, chuoi nuée, dai tudng quan, viin chau lan.
Trong nhan dan, ndng hoa trang da dige ding tir
lau dé chita bénh. La tusi ho ndéng dip nhitng ché
sung. tu mau do ngd bong gan, sat khop . Ld kho
sac uong chifa trf ngoai. Than hanh gia ép 14y nude
uéng dé giy noén hoac nhod tai chira viem tai (1,2).
Hién nay, & nhiéu not, nhan dan da diing nudc sic
niang hoa trang dé chita u tuyén tién liét va cic u
Khac. Trén co so thuc 1€ do, ching toi dd nehién
ciru tac dung duge Iy caa mot so dich chict li cay
ndng hoa trang nham san xuat ra thude ¢d tic dung
[am giam qud trinh (i€n tricn u cua bénh nhan u
tuyen tien liét.

1. Vat liéu va phuong phap nghién ciu
[.Varlicu nghién cirn

- Cao con ndng hoa tring: L ndng hoa trang
phot kho, tan nho. chiét bang con 70°, rdi co dac
duoc cao 1:1. Khi dung, ¢4 lai bang cdch thuy dé
loai hét con. roi pha thém nude cat dén nong do
thich hap. Li¢u diing dugc quy ra duge hiéu kho ¢
ke

- Cao alcaloid ndng hoa trang: Tir cao con chict
lay phan doan alcaloid roi ¢6 dén dang cao mém.
Licu ding duoe quy ra duoce licu kho g/ ke.

- Chudt cong trang non 80-100g, chudt céng
trang 120- 150g va chudt nhat trang 20-22 ¢.

- lestosteron ong  Img/iml dung dich dau.
Truge Kht thi nghiém pha vai dau olive dé dugc
nong da S00ug/ml.

ther mée, cloroform. dauw olive. amian.

2. Pluromg phap nehién ciiu

- Xac dinh doc tinh cap theo phuong phap
Behrens- Karber (3).

Nghien citu tac dung chong viém man tinh theo
phirong phdp cua Ducrot . Julou va cs. (4).

- Nghién cu tac dung tic ché su phi dai tuvén
tien li¢t theo phirong phdp chiing t6i da nghién ciru
va chinh 1y.

Két qua nghien ciru duge ly dugce biéu thi bang tri
$0 trung binh cdng trir sai sO chuin (M+SE) vi
danh gid thong ke gitta cdc 106 bang nghiém phip
“t" cua Student.

I1I. Két qua nghién ctru

F.Doc tink cap cia ndng hoa trang

Thi nghiém duge tién hanh trén chudt nhat
trang v6i trong lugng 20-22 g. Chon chudt tridng
thanh, khoe manh va thuan chung do Vién Vé sinh
dich ¢ cung cap.

Chudt duoe cho udng thude bang 1 Kim cong
dau th vio thang da dav vai cac liéu khde nhau,

Theo dor so chuot chét rong vong 3 ngay vi
tinht k¢t qua [LD<, (ligu gay chét 30% bing dudong
uong trén chudt nhat trang) theo cong thie:

> od

H

LD_:,” — LD]H{] -

z : 50 chuot chet trung binh gilra 2 1iéu lién tiép.
d: chénh I¢ch gitta 2 Hcu Lién tiép.
n: SO suic vt trong mot 1o thi nghiem.

Keét qua duge trinh bav ¢ bang sau:

STT Licu (g/kg) | S0 SV/o (n) S6 chet | d 7 o |

1 10 O_ o _
. 13 10 | 3 | 1.0 5

300 20 T N 3 ﬂ 3.0 15
4 25 0 5 5 145 1 223
R 30 0 9 5 | 70 35,0
6 40 | 1w |10 [ 10 9.5 950

172.5
LD, = 40 - - = 2275 g/ kg
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2. Xac dinl tde dung chong vién man

Thi nghiém dugc tén hdﬂh trén chuot cong
trang duc 120- 150 g. Mot mau soi amian ¢ trong
ltrong 30 mg + 001 mg dugc vé tron va siy tiét
triing O 160" C trong 2 gid, dugc cay dudi da lung
chudt. Phau thuat duge tién hianh trong diéu kién
ban vo trung. Thude duoc cho udng ngay sau khi
cay soi amian v 4 ngay sau lién ti€p véi liéu méi

lan 1 g va 3 g duoc liéu/ kg, dong thoi thi nghiém
voi 116 uobng prednisolon dé so sanh. Chiéu ngay
thit 5 giét chudt bang cloroform, bdc tach khoi u
hat va can ngay. Trong hrong trung binh khéi u ctia
chuot thir thHude duoc so sdanh vai trong luong nay
cua chudt doi chitng va tac dung chong viém dLr(‘iC
biéu thi bang ty 1& % giam trong lugng khdi u.

Két qua duge trinh bay ¢ bang sau:

STT Cic 16 n | L i¢u diing (g/ke) TL v {mg} “ ¢ ché u hat P
I | Dai chimg 4 | 33242000 . ;
2 Cao con 4 ! 277.5446,1" 16.5 1 >0,05
3 F.D. alcaloid 4 ] 32254325 | 30 1 >005
4 | Poic ChLI'I]U 5 - 344*04538,'(_}__ )
J Cao con 3 3 256,7+14.0 25,4 < 0,05
6 | F.D. alcaloid 3 3 C303.3+15.0 | 118 > (0,05
7 | Prednisolon 3| 5 1 190,0+15.3 44,8 < 0,05

3. Tac dung giam phi dai tiyén rién licr

Thi nghiem dugc tien hanh trén chudt cong
trang due non, khoé manh, can nang 80-100 ¢
Dong vat duoc chia lam 3 16 thi nﬂhmm mot 16 9
COIL.

- 1.6 d6i chimng sinh 1y: Hang ngdy tiém dudi da
dii 0,2 mi dau oltve cho 100 g chudt va cho uong
nudc cét 2 ml/ 100 g chuot, llen 7 ngay.

- Lo ddi chiing gay bénh: Gay phi dai tuyén tién
L1t ban':T cach tiém testosteron dudi da dui véi liéy

100 pg/ 100 ¢ chuot, dnng thol cho uéng nude cat
2ml/ 100g LhUO[ lién 7 ngay.

- Lo thur thude: Ciing gay bénh bang cdch nhir trén,

dong thoi cho udng cao ¢on ning hoa tring hoac
phan doan alcaloid, liéu tinh theo dugce lieukho 1 g
va 3 g/ kg, trong 7 ngay lién,.

Dén ngay tha 8, gay mé chuot, mé bung, bdc
tach toan bo tuyén tién liét, can chinh xdc bang can
phan tich. Trong luong tuyén tién lict duge qui vé
100 g chuot,

S0 sanh két qua gifta 16 doi chimg sinh 1y va 16
doi chitng gay bénh dé khang dinh dong vat da bi
bénh, du diéu kién dé thir thuoe.

S0 sanh giita 10 d6i chimg bénh 1y vd 16 thir
thudce de danh gid tic dung ca thude nghién ciu.

K&t qua duge trinh bay o bang sau:

-»

TT Lo n | TL tuyén tien liét | % gidm so véi doi P
] | (mg/ 100g) __chiing gay bénh |
| o1 chiing sinh 1y 9 26,3+5,8
2 | Doichimgbénhly | 9 | 743165 P, < 0,00]
3 | F. D. alcaloid 9 52.8 6.5 28.9 P,, < 0,05
4 | Cao cbHn 0 479+ 52 35.5 P,, <0,0]

Két qua thi nghiém cho thay:

- O 16 d6i chime bénh ly, trong lugng tuyen tién
Liét 14 74,3 mg/ 100g, trong khi dé & 16 doi chimng
sinh ly 1a 26,3 mg/ lOOg, tang 182%(P< 0(}01)
Nhu vay, su khiac nhau rat ¢6 v nghia, bao dam mo
hinh bénh 1y thich hop dé thir thudc.

thay 16 ding phén doan alcaloid ¢6 trong lugng
tuy€n tien ligt 1a 52,8 mg/ 100 g, trong khi & 16 doi
chimg bénh 1y la 74,3 mg/ kg, giam 28,9% (P <
0.05) va 0 16 dung cao c6n trong luong tuyén tién
hét 1a 47,97 mg/ lw glam 35,5'—'}& (P <0,00).

Nhtr vay, ca hat dang vai licu trong ducng 3 g

. ey gen ) ., duge lieu/kg ndang hoa trang déu co tac dung giam
S0 sinh giira 16 diéu tri va 16 d6i chitg bénh Iy phi dai tuyeén tién liet
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IV. Két luan
Qua cdc thi nghiém trén ching 161 thay:

1. Ning hoa trang 1a duoc liéu ¢6 liéu déc LDy,
bang dudng uéng trén chudt nhat trang tinh theo
dugc liéu kho 1a 22,75g/kg. Nhur vay, duge 11iéu ¢o
doc tinh kha cao.

2. Dang cao con ¢6 tac dung chong viém man tinh
10t hon phén doan alcaloid. Dang cao ¢6n vai liéu
quy ra duge liéu 3g/ kg ¢6 tac dung choéong viém
man tinh ¢é v nghia thong ké.

3. Ca hai dang cao c¢6n va phan doan alcaloid déu
¢ tdc dung 1am giam phi dai tuyén tién liét trén
mo hinh thuec nghi€ém gy bang testosteron.

Tai licu tham khao

1). D6 Tai Loi. Nhitng cay thudc va vi thude Viét Nain, Xuat ban fan thie 5, ur. 518 . Nxb KHKT, 1986; 2). V&
Van Chi, Tir dién Cay thudc Viét Nam tr. 803, Nxb Y hoc, 1999: 3). D6 Trung Bam. Phuang phéap xdc dinh déc
tinh cdp cla thuoc. Nxb Y hoc , 1999; 4). Ducrot R.. Julou L. vi cs., Annales Pharm.Fr., 1963, vol.21,703- 717
(Trich dan boi Lechat P va cs, Journal Pharmacologic, 1970, vol. 1(2); 255-265)
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TAC DUNG BAO VE GAN VA UC CHE XO GAN CUA CAY BAN TRON

Nguyén Quoc Thitc, Nguyén Thuong Dong, Bui Thi Bang,
Nguyén Kim Phuong, Lé Minh Phuong, Po Thi Phuong,
Neguyén Thi Dung - Vién Dicoc licu

(Nhan bai ngay 23 thdng 6 nam 2003)

Summary

Hepatoprotective and Anti-cirrhotic Etfects of Hypericum patulum Thunb. ex Murr,

Water extract of Hypericum patulum Thunb. ex Murr. collected in Sapa (Vietnum) has been
proved to possess not only liver protective but also anti-cirrhotic effect as well as anti-inflammatory

and choleretic activities in Swiss mice.

Key words: Hypericum patwlum, Liver Protective, Anti-cirrhotic, Anti-inflammatory, Choleretic

Activity
I- Mo dau

Cay ban won (Hypericum patdun Thunb. cx
Murr.), thudoe ho Mang cut (Clusiaceae) moc rit
phé bién & ving thuong du mién Bac va mién
Trung nudce ta.

Theo tai licu nude ngoii, ¢ Trung Quoc, cay
ban tron duge dung trong dan gian lam thudc chita
viém gan cdp va man tinh [1, 2]. Dén nay, chua co
tai licu nao cong bo két qua nghién cuu ve tac
dung chong viém gan trén thuc nghiém ciing nhu
di¢u tri trén lam sang. Vi vay, chiing tot da tién
hanh khao sdt mot s6 tac dung sinh hoc co lién
quan dén hé gan mat nhu bao vé gan, chong viém
vh XO gan, loi mit nham xdc minh kha nang su
dung cay ban tron lam thude diéu tri viém gan.

II- Neayén liéu va phuong phap nghien cuu
2.1 Nguvén licu:

La cua ciy ban tron thu har viao thing 10 nam
2001 o Sa Pa do Khoa Tat Nguyén cay thudc cung
cidp. La duge phoi kho trong ram va diéu ché thanh
cao nudc ¥oi co dén dung cao dac, sau do, pha véi
nudc theo 11 {é thich hop cho timg thi nghiém. Licu
thir twong duong 10 ¢ duge liéu kho/ke chuot.

2.2, Plurone phap nghicén ctiu

T dung bao vé gan dicoe tar trén mo hink gady
tén thirong 16 bao gan bang CCL [3]. Chi tiéu theo
dor: Ham luong men gan GPL va ham lugng

" bilirubin (s&c t& mit ) trong huyeét thanh chudt. Thi
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nghiém duge fién hanh song song véi mau doi
chiéu la hon hop flavonolignan chiét xuat tir hat
clic gai — san pham da dugc chimg minh va dua
vao stir dung lam thuoc hod tro diéu tri viém gan.

*Thr tde dung ite ché xo gan va chéng o xy hod.
a. Tac dung ¢ ché xo gan: Ap dung mo hinh gay
xo gan bang CCl, theo phuong phdp cua Maros va

cong su [4]. Chi tiéu danh gia ham luong colagen
gan la chi tiéu dinh gid mirc do xo hod gan.

b. Tac dung chong 6 xy hoa: Ham lugng malonyl
dialchvd (MDA) la chh uéu danh @1a muc do
peroxyd hod o gan [4].

¢. Lam tiéu ban to chic hoc cha gan.
® Thit tac dung chong viem ma.n trén chuér nhat

trang.

Ap dung phuong phap gay u hat thuc nghiém

bang amian cua Ducrot Julou va cs. {5). Trong
lwong khoi u la chi tiéu danh gid tic dung chong
viém man tinh cua thuéc.

*Thir 1dc dung lot mar trén chudr nhat ang theo
phicong phap Rudi [6].

Luong mat sinh tang (%) so voi1 16 déi ching
duoc tinh theo cong thirc:

[.% =[ (m, - m.)): m.] x 100
Trong dé: m, = Luong mat sinh ¢ 16 thuéc (mg)
m. = Luong mat sinh o 16 doi ching (mg)
*Not thir: Khoa Duge 1y — Sinh hod, Vién Dugc
liéu.
II1- Két qua thuc nghiém
3.1. Tdc dung bao vé gan ciia cao mieéc la ban tron

(BT) trén mo hinh gadv ton thitong té bao gan bang
CCl,(bang 1).

Bang 1. Tic dung ctia BT trén men gan va bilirubin

L6 chudt GPT (UA) Bilirubin (iumol/l)
. D61 chitng sinh Iy (n = 37.86 +1.96 2.15+0,15
10)
2. P01 ching bénh 1y (n = 115,92 + 8,05 2,69+ 0,24
9) Tang 206,23% so v doi chimg | Tang 25,12% so vé d61 chimg sinh
sinh Iy ly
3. Chuot uéng cao nudce la 77.65 + 6,96 1.78 +0.14
BT (n=9) Giam 33,02% so v6i d6i chimg | Giam 33,83% so v6i d6i chiing
bénh 1y bénh 1y
P, - < (0,001 >(0,05
P, . < 0,01 < 0,01

Nhdn xét: Két qua trén day cho thay cao nude
ctia BT ¢6 tac dung bao vé t& bao gan chéng lai ton

thuong do CCl4 gay ra.

3.2. Tac dung itc ché xo gan va chong 6 xy hod

“Tac dung trén men gan va bilirubin trén md hinh

gdy xo gan bang CCl4:

Bdng 2. Tac dung cia BT trén men gan GPT va bilirubin/ huyét thanh chuét

L6 chudt GPT (U/ ) Bilirubin ( pmol/1 )
1. D1 chime  sinh I¥
R 49,60 + 2,18 1,497 £ 0,16
2. D61 chimg bénh Iy 78,63+ 5,80 [,830 £ 0,11
n=09 Tang 38,24 % so voi doi chung sinh | Tang 22,24 % so véi doi chimg sinh
3. Cao nuoe BT 34,28 + 2 .89 1,721 £ 0,10
n=9 Giam 30,97% so v6i d6i chimg bénh | Giam 5,96% so véi doi chimg bénh
P, . < 0,01 < 0,05
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Nhdn xét: Khi chudt bi gay doc kéo dai bang bing cao nudc BT ¢é ¢ nghia théng ké. Két qua
CCl,, cao nudc BT c¢6 tac dung tic ché 1o rét sy nay cho thiy tac dung bao vé gan 1o rét cua BT.
tang men gan va bilirubin. Su khac nhau vé men

NETET E TEIUREPCU SR cr e s oo ®Tac dung trén ham hieone codaven pan
gan va bilirubin gitra 16 khéng di€u tri va 16 di€u tr g g gen g

Bang 3. Ham luong colagen gan (mg/ 100 g gan tuoi)

.6 chudt Ham hrgng colagen lac d:;:fﬂgif{;l:n;y;[} Vol P,
Dot chimg sinh 1y 132.5+3.02 ‘ -
Poi chEng benh 1y 1953 + 15,1 - | o
Cao nuée BT 143.8 + 6.3 Gidm 26.4 <005
Cao cA gai leo [7] - Gidm 27.0 <005

Nhdan xét: Cao nude BT ¢6 tic dung lam giam  phan chiét xuat tir ca gai leo (Solanum hainanense)
ham lugng colagen 26,4 % so voi 16 doi chimg  — mot thude ho trg diéu trj viem gan dat két qua ot
bénh 1y (P < 0,05). Tdc dung irc ché xo hod gan trén lam sang {7].
cua BT twong duong véi tac dung cua cao toan . ... . ,

& & ToTRRe N *Tde dung chéng oxy hod

Bang 4. Ham luong MDA va hoat tinh chong 6 xv hod cua BT

| S
HTCO ( ¢¢ giam s
Lo chuot D{ mat do quang) i Le;ﬁlﬁ;] 0 P
P61 chitng sinh 1y 0,441 £ 0,013 -
D6t chitng bénh 1y 0,690 + 0, 014 : |
Cao nudc BT | 0.534 + 0.019 22.61 < 0,001

Nhan xét: Cao nuée BT, ¢o tic dung chong 6 xy  + Lo déi ching bénh 1v: Nhiéw cho cdu tric beé gan
hod, lam giam ham luong MDA 22,62% so véi déi bt pha vo hoan toan, té biao gan bi hoat wu, thodi
chimg bénh ly. Két qua nay cho thiy cao nudc ¢6 hod, gitra cac bé gan xudt hién nhitng vach xo, tang
tac dung bao v¢ gan. sinh nhicu mach mau.

*To chitc hoc 16 bao gan + Lo chudt udng cao nude BT: Gan van con bi ton
thuong, tuy nhién mic do nhe hon so véi doi
chimg bénh Iy, Nhiéu cho gan van bt hoai (i, cau
+ Lo dot chimg sinh ly: Gan min, mat gan nhan triic be gan b phd huy, ¢6 ca xo xuat hién gira cac
béng, mau nau do. bc gan.

+ L6 dd Chfmg b&nh 15! Toan bfj a24n dén b] x0.co + QLIH ddl the via vi the ih:’l}*’ can nmroc Bl co tac
nhiéu hat nho n6i lén mat gan, gan to, Xop. mat do dung bao v¢ gan va tt¢ chdé st xorhod gan.

chac.

Pai thé: Toin bo céic 16 thi nghiém cho thay:

Nhimg ket qua nghién cttu trén cho thay BT ¢d
+ L6 uong cao nude BT: Mat gan 16, gan van bi tricn vong a thudce dicu 1 viém gan man hoat
ton thuong nhung ¢ mot s6 chuot, tinh trang gan dong va han ché su xo hoa gan.

e T 15 0 o (o1 A 2 e o - . )
d}ff.ft cal thién hon, gan to, twong dor mém, mau 3 ;4. cdiing chong vienman tréi chuor,
vang sam.

Nhin xet; Cao nude BT ¢o tac dung chong viém
man trén mo hinth gay o hat thue nghiém, Tac dung
+ L6 doi chime sinh [j} TAat ca cac mau san déu co Ch{jﬂg vicm dugc thé hien tén tac dung [am gitiﬂ]
c&u triic binh thudng, bé gan nguyén ven, khoang  trong lugng khoi v 30,22 % so v61 16 chudt khong
cura ro, té bao gan binh thuong. duge dicu tr.

* V7 thé:
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3.4. Tdc dung loi mat ciia BT trén chudt nhdt trdng

i E—

Bdng 5. Tac dung ctia cao nude BT trén khoi u hat thue nghiém

Lo chuot thue nghiém

Trong lugng u hat

% giam u SO VOl 10 P
doi chimg bénh ly

P61 chitng (n = 9)

246,87+ 11,78

1.6 u6ng prednisolon (5 143,22 +7.20 41,99 < 0,001
mg/kg; n = 0)
Cao nusc BT (~ 10 ¢ 172,27 + 12.42 30,22 < 0.001
d.1./kg;n = 10)
Bang 6. Tac dung lgi mat cua BT
L& chudt thue nghiém Luwong mat sinh (mg) | % tang luong mat sinh P
| so vai doi chimg
.6 doi1 chimg sinh 1y 10,35 + 0,58
1o udéng cao nudc BT (~ 10 g 18.48 + 1.90 78,53 < 0,601
d.l./ke )

Nhdan xét; Cao nude BT ¢o tac dung lol mét ro rét,
thé hién trén téc dung lam tang tiét mat 78,55% so
véi 16 doi chimg.

*Thdao ludn két qua: Bénh viém gan man hoat dong
thudng dan dén xo gan, rat khé diéu tri. Nhumg su
lién trién cua nd c6 thé bi chan dimg bang viéc loal
bo dugc nguyén nhan gay bénh.

Hién nay, modt s6 thudce thao méoc da duoe
chimg minh cd tdc dung han ché xo gan trén thuc
nghiém va lam sang. Thudc Haina I dugc bao ché
tir cy ca gai leo ¢ Viét Nam [7] va thudc Legalon
tir hon hop flavonolignan cua hat ctic gai da duoc
sirdung rong rai lam thuoc ho trg diéu tri viém gan
(8]

Trong thi nghiém thu tic dung bao vé gan cua
BT, ching t61 da tién hanh song song véi
flavonolignan tir hat ciic gai. Két qua thu dugce cho
thady tic dung bao vé gan clia BT khong kém tdc
dung cua flavonolignan trén mo hinh gay tén
thuong t& bao gan bang CCl,.

Tac dung c ché xo gan cta BT ciing trong
duong voi tac dung nay cua thudc Haina 1.

Hon nita, cao BT con ¢6 tic dung chong viém
man va lgi mar o rét trén chudt. Diéu dé chimng to
BT dap tng diay du véu cau cua thudc bao vé gan
va tc ch€ X0 gan va 1a mot cay thudce ¢é nhiéu trién

vong dé tng dung trong vice bao ché thudc ho tro
diéu tri viém gan man hoat dong. Day la phat hién
mai clta chiung to1, vi chua cd tal liéu nghién ciu
niao O trong va ngoal nitée cong bo vé van dé nay.

IV. Két luan

1. Cao nudc 14 ban tron ¢d cac tic dung bao vé
gan, {rc ché qua trinh xo hod gan, thé hién o cac tic
dung sinh hoc sau:

- Trén mo6 hinh gay 16n thuong gan bang CCl,, ¢6
tac dung lam giam men gan GPT va bilirubin.

- Trén mo hinh gay xo gan bang CCl,, ¢6 tac dung
(rc ché xo gan, lam giam ham lugng colagen 26,4
% s0 v61 16 d61 chimg bénh 1y,

- Co tac dung chong 0 xy hoa, lam giam ham
lugng MDA 22,62% so véi doi chimg bénh 1y.

2. Cao nudc la ban tron ¢é tac dung chdng viém
man trén mo hinh gay u hat thuc nghiém, lam giam
trong khoi u 30,22% so véi 16 doi chitng sinh 1y.

3. Cao nuGe 14 ban tron ¢6 tac dung 101 mat 6 r€t,
lam tang 78,55% luong mat sinh ra so vén 16 doi
chimg sinh 1v.

4. Nhitng két qua thu dugc déu ¢é v nghia thong
ké, chimg t6 1a ban tron ¢ trién vong 1a thudc diéu
tr1 viém gan man hoat dong.
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TAC DUNG CUA CAY NHO PONG TREN TON THUONG GAN DO CARBON
TETRACLORID O CHUOT CONG TRANG |

Lai Thi Van ", Dao Vdan Phan'”, Nguyén Duy Thudn, Pham Minh Hung"”’
"V DHY Thai Binh; PHY Ha Noi; ¥ Vien Dreoc liéu
(Nhan bai ngay 20 thang 2 nam 2003)

Sammary

Effects of Morinda sp. on Liver Injury Induced by Carbon Tetrachloride in Rats

Effects of aqueous extract from the root of Morinda sp. were studied on liver injury induced by
a high dose (1,4mgikg x 2 times-i, p.) of carbon tetrachloride in rats. The results showed that the
exiract had a hepatoprotective effect at a dose of 10g/kg of body weight. The effect was similar to that
of silymarin at a dose of 25mgl/kg of body weight in terms of AST, ALT activities, total serum
cholesterol and protein concentrations as well as macro- and microscopic histological studies of the

liver.

Key words: Morinda sp., Carbon Tetrachloride, Hepatoprotection.

I. Dat van deé

Cay nh6 dong (Morinda sp. - Rubiaceae) moc
hoang nhiéu & tinh Son T.a [1] la cay thudc chita
bénh gan, phi thiing va viém dai trang theo kinh
nghiém dan gian,

Dé kiem chimg kinh nghiém trén, ching toi da
nghén ctru danh gid tdc dung bao vé gan cla ré
cay nho dong trén mo hinh giy ton thuong gan
chudt cong bang carbon tetraclorid.

. Doi tuong va phuong phap nghién ciru
1. Thuoc nghién ciine

* Dich chiét todn phan trong nudc cha ré cay
nh6 dong (DCNDj moc hoang & viing nii tinh Son
La, I ml dich chiét tuong duong 1g duoc Liéu kho.

* Silymarin (I.egalon clia hing Madaus A.G.)
duge dung lam thuéce chuan dé so sanh.

2. B6 tri thi nghiém

Chugt cong trang 32 con gbm ca hai giéng,
nang 180 + 20e duoc chia lam 4 16, méi 16 & con:

Lo 1: uong NaCl 0,9% - 10ml/ ke

L6 2: uong NaCl 0,9%- 10ml/ kg (+ CCl,)
Lo 3: udng DCND 10g/ kg (+ CCl,)

L6 4: uong Silymarin 25 mg/ kg (+ CCl,)

Chuodt dugc uéng thudce trong 9 ngay lién ti€p.
Ngay thr 6 va 8, tiém mang bung carbon
tetraclorid (CCl,) trong dau olive (1:1)- 1.4 ml/ kg
cho cac 16 2, 3, 4. Tlai muoi bon gid sau khi tiém
CCl, lan 2, giét toan bo chudt, 1dy mdu xét nghiém
héa sinh chiic nang gan qua dinh luong
transaminase (AST, ALT), cholesterol toan phan
va protein toan phan roi quan sat dai thé va vi thé
mo bénh hoc cta gan.

Thue nghiém duge ticn hanh theo so dé sau:
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Cac 16 chudt duoe uong thudc hang ngay

v
9

1 6 8 ngay
— r | | + | + >*
CCl, CCl, Giét chudt
3. Cdc phuong phdp xét nghiém diwgc tién hanh ] Anj lweong  ciia DCND  lén  nong  do

nhie dd mé ta [ 3]

IH. Két qua nghién ciru

transaminase huvér thanh cia chudr bi nhiém doc

CCl,

Keét qua duoc ghi & bing |

Bdng 1. Anh huwong cua DOND Ién nong dé transaminase huyét thanh chudt cong trang bi nhiém doc
boi carbon tetraclorid (n =8)

Transaminase HT AST ALT Chi 5 |

Thuodce De
U/ U/l P Ritis |

1. NaCl 0,9% T 114,5+ 16,3 26.7 +2.5 4.3
2. NaCl 09% + CCly/ | 313.4+473 P< 0,001 79.9 + 142 P<0.,002 3,
olive (1:1) (So véi 1) (So vai 1)
3. DCND + CCly/ olive | 230,6 + 54,2 P< 0,1 44,2 = 14,5 P< 0,1 3.2
(1:1) (So voi 2) (So va1 2) |
4. Silymarin + CCL/{ 233,4+51,7 P< 0,25 39,7 + 9,3 P< 0,02 59
olive (1:1) (S0 Vi 2) (So vdi 2) |

Bang | cho thay CCl, d4 lam tang ndng do AST
va ALT (lo 2), nhlmg chi s6 De Rms (AST/ ALT)
gan nhu it thay déi so véi 16 d6i chimg,

Twong ty nhu Silymarin, DCND ¢ ché mot
phan tic dung ting transaminase ctua CCl,.

2. Anh hion g cua DCND lén nong dé cholesterol
toan phan huyér thanh

Bdng 2. Anh hiong cua DCND [én néng d¢ cholesterol huyét thanh chuot bi nhiém doc CCl,

Lo
NC

Thudc ding va
liu Irong

n Cholesterol TP p
(mg/ 100ml)

111,4 + 10,04

95,6 +7.34 <0,03 (so voi 1)

112,8 + 7,39 < 0,05 (sovai 2)

| | NaC!0.9% 8
2 NaCl 0,9% + CCl./ olive (1:1) 8
3 DCND 10g/kg+ CCl/ olive (1:1) 8
4 Silymarin 25mg/ke+CCl,/ olive (1:1) 8

113,9+9,15 < 0,05 (so vo1 2)

DCND va Silymarin da déi lap véi tdc dung tic
che¢ tong hop cholesterol cua CCl, va phuc hoi

ditgc ndng do cholesterol huyét thanh trd vé binh
thuong.

3. Anh huong ciia DCND 1én ndng dé protein toan
phan

Két qua duge ghi ¢ bang 3.

Bang 3 cho thay trong khi CCl, [am giam nén

do prﬂtein toan phan trong huy¢t thanh (16 2) thi
DCND va Sllymdrm da phuc hoi lai duge nong do
nay trd vé gan bang nhém doi chimg (16 1),

4. Anh fucong cua DCNP lén hinh dnh moé bénh
hoc cia gan nhiém dée CCl,

Kiém tra mo bénh hoc gan chuét & Bé mon Co
thé bénh truong DHYHN cho thdy K&t qua sau: §

16 tiem CCl, nhu mo gan hoai tir 6 ning, gan ton

fls fthurong nang tr ngoai mang t€ bao dén nhan € bao,
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Bdng 3. Anh hudng cia DCND lén nong do protein toan phan cha chu¢t bt nhiém doc CCl,

Lo Thuoc dung va liéu huong n Protein TP D
NC (mg/ 100ml)
[ [ NaCl0.9% 3 | 69.2+442
7" | NaCl 0,9% + CCL/ olive (1:1) 8§ | 570+439 | <0.001(sovéil)
3 | DCND 10g/kg+CCly olive (1:1) 8 | 665+845 | <0050 vSi2)
4 | Silymarin 25mg/kg+ CCL/ olive (1:1) g 674+447 | <0.01(s0vdi2)

bao tuong thoii hda m& manh, t€ bao gan va tinh
mach trung tam tiéu thuy bién dang. O 16 ding
DCND hoac Silymarin ¢é tiém CCl,, da cai thién
duoc 50% dén 70% cic ton thuong trén, bao twong
ctia phin 16n t€ bao con thodi héa m& nhung ¢ musc
d6 vira va nhe, khong ¢6 hién trong bién dang t€
bao va ton thuong nhan.

IV. Ban luan

CCl, 1a mot dung moi hitu co khong doc. Chinh
g6c tr do CCl,” tao ra trong qua trinh chuyén héa
CCl, & gan la tic nhan gay doc lam hoai tur t€ bao
can do alkyl héa cdc enzym ¢6 nhém SH [6],
peroxid héa lipid [8]. Trong nghién ctfu cua chiing
t61. CCl, dd 1am tang AST lén 2.7 lan, ALT lén 3
1an (16 2 bang 1); diéu dé cho thay tac dyng gay
doc cia liéu cao CCl,. DCND va Silymarin vdi licu
diing trong nghién ctu (10 3, 16 4 - bang 1) da uc
ché duge khoang 27% su tang AST va 40%- 50%
sirtaing ALT cua CCl,.

DCND va Silymarin cling cai thién duge su giam
(éng hop protein va cholesterol ¢ gan do CCl, voi
p< 0,05.

Trén hinh anh ciu tric vi thé gan, ching toi
thdy & 16 chuot ding CCL, ¢6 hinh anh ton thurong
nang doi véi 1€ bao gan, mang € bao, bao uong,
ca4 mang nhan vd nhan t€ bao. Nhung ¢ 16 ding
DCNP va Silymarin, nhitng ton thuong dé da dugc

cai thién mot ciach 1o rét.

Trong mot nghién citu khdc {3], ching to1 gay
mo hinh tdn thuong gan bing paracetamol voi Hcu
uong 2g/ kg thi lugng AST tang dén 54 lan va ALT
taing 8 lan nén chi s6 De Ritis (AST/ ALT) tang
dén 30,02 (trong khi ¢ 16 doi ching la 4.13). Tuy
nhién. DCND va Silymarin déu dua duge chi s6 De
Ritis vé gan véi miurc binh thuong.

Nhu vay, paracctamol vai li€u vong 2g/ kg so
véi CCl, tiém phiic mac 1.4 ml/ kg gay ton thuong
& bao gan manh hon, tham chi dén mic ty the.
Tuy nhién, trén ca 2 mo6 hinh DCND déu (c che
duoe tic dung gay doc va phuc hot duge cdc thong
s6 vé nong do AST, ALT, cholesterol va protein
toan phin v¢ gan véi nhom doi chimg, tuong tu
nhu Silymarin.

Silymarin la hoat chal chiét xudt tir qua cdy cuc
oai (Silybrm mariamon L., Asteraceae) da dugc
nhiéu cong trinh nghién ctru ching minh ¢ tac
dung bao vé gan do tic dung bao vé mang t€ bao,
ngan can hap thu chat doc vio t& bao, e ché qua
trinh peroxy héa lipid. bat gift goc tur do, Kich thich
sinh téng hop protein lam phuc hoi nhanh chong
hé enzym trong (€ bao, kich thich tai tao t& bao by
t6n thuone [3]. Silymarin di duge dung lam thudc
bao vé gan dudi tén thuong mai 1a Legalon: vi the
ching toi di chon 1am thude chuan dé so sdnh voi
DCND.
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DUGC LIEU VA DOI SONG

et o iy

CAO PONG VAT

Hoi: Xin cho biét cach ché bién va cong dung lam thude cla cao dong vat?

Ddp: Thuoc dudi dang cao ché tir cdc bo phan cla
dong vat nhu xuong, thit, mai(yém), gac(stmg)
duge dung chita bénh tit lau trong y hoc ¢o truyén.

N6i chung, thanh phan cta cic loai xuong, mai,
gac thuong gom nhitng chatl can thiét cho co thé
con nguol nhu calci véi ham luong cao dudi thé
phosphat, carbonat, keratin, osein, musi kali,
magnesl....Keratin ¢o tinh chit gidng gelatin, khi
thuy phan cho nhiéu acid amin, trong d6 ¢é mot s6
loal quy nhur lysin, acid glutamic, leucin, cystin...

Cao dong vat thuong ding la dang thude co
dac, dcéo, so khong dinh tay, duoc déng thdl‘lh
banh, dé lau cing lai. Chi c6 xuong hd, khi, gaul
son duong c6 khi ca xuong ngura, trau, bd vi mai
ba ba, yém rua. gac huou nai duge ndu thanh cao,
doi khi ph6i hgp véi nhiéu vi thudc thao moc
{(truong hop doi véi xwong hé vi la loai hiém).
Riéng khi, trin; dé con duge nau cao toan tinh gom
toin bd con vat (xuong thit, da) dé dimg. Ngudi tu
cho rang ndu xuong hd cling véi xuong khl Xuong
gau, nhat 1a xuwong son dl.rcm*:r (ty I1é 2 bD xuong ho
va 5 bd xuong son duong, goi la nhi hd, ngil
ducmg) dé¢ c6 du " quan, than theo thuyét tri benh
cua y hoc ¢6 truyén méi t6t va ton gid tri cha
xuong ho. C6 khi con phéi hop quy bdﬂ (yém rua)
vO1 gac huou nai goi 1a "nhi tién giao".

Céch nau cao déng vat cu thé nhu sau:

1. Ndu cao xiwong: Chon loai xuong to cho vao
nuoe dun s6i 30 phut, khuay 1on hing gidr cho ra
hét thit va gan con dinh & xuong. Diing ban chii
tre hay long thép chai co cho hoan toan sach thit,

gdn. Rira nhiéu lan bing nudc deh Phoi xuong
trong nang to (16t hon) hodc sdy & 50-60°C cho
khé. Lam nhu vay, xwong s€ trang dep va hoin
toan hét mii tanh. Dem cua xuong thanh timg doan
dat 10 cm, che nho, nao hét tuy va [dp xuong xdp &
frong. Rua sach, ngdm xuong vio rrgu giing véi ty
& 5 lit rugu 40" va 1 kg glng tuoi cho 50 ke
xuong. Xep xuong vao thung nhém, ¢ giira dat mot
ro tre dé miic dich chiél ra (¢6 noi dung thung
nhom ¢6 voi 6 gan ddy hoac ding xi phong). D6
nude cho nglp xuong chimg 10 ecm. Pun s6i lién
tuc trong 24 g16, néu can nude, cho thém nude soi
vao, ludn g1if cho nude ngap xuong. Ruit nudc chiét
lan thit nhat dem co riéng. Tiép tuc thém nudc soi

Mot s6 ban doc

va dun 24 gid nifa. Rat nude chiét lan thit hai, co
rieng. Ti€p tuc lam lan thit ba. Khi ¢6 nude chiét
lan cudi gan dugce thi don cao cha hai 1an trudce vao
ddnh déu, co tiép dén khi duoc cao dic. Chi v khi
co, phai dé 1ta nho, khudy luon tay dé cao khéi
chay, khé. Khi cao did duge, do ngay vio khay da
b6l diu lac hay m& lon cho khoi dinh. Dé ngudi,
cat thanh bdnh, g6i gidy béng hay gidy
polyethylen, bao quan o chd kin, kho va mat. Cach
ndu cao gac va cao mai ciing nhu vay. Riéng doi
vOi gac khong nao tuy va tan dung hét bot gac roi
ra Khi cua, cho vao tdi vai r6 ndu chung cho khoi
lang phi.

2. Ndu cao toan tinh: Chat ca thit, xuong con vat
thanh mi€ng nho (sau khi da cao hét [6ng va mo bo
phi tang). Tam gimg tdn nho (100g gimg cho 10
kg thit, xuong) ngam trong 30 phit. Tam ruou
(1000 ml ruou trang 40° cho 10 kg dugce liéu) trong
2 gi¢. R61 nau soi lién tuce trong 24 gid. Néu can,
cho thém nudc s6i vao, luon gitt mic nude ngip
duge liéu.-Chat 1ay nurde c6t, lt:rc noéng, ¢d ¢ nhiét
do 70°C. Ba con lai danh réc hét thit, rira sach
xuong, dap nho, ndu tiép vai hai 1an nude nita (moi
nuoe dun trong 24 gid). Dem dich chiét tir xuong
¢O riéng cho gén dac, roi tron véi cao xuong thit &
trén. Ti€p tuc cd dén khi thanh cao dic.

Co noi, nguot ta ndu thit va xuong riéng, roi
mao1 tron lan.

Cao dong vat cé tdc dung boi dudng va phuc
hoi stic khoe, bo than kinh, 1am manh gan xuong,
giam dau, cAm mau, dieu hoa kinh nguyét. Liéu
ding hang ngi‘iy' 5- 10g, ¢6 khi dén 30g d6i véi
cao miét giap (mai ba ba) hodc cao quy ban (yém
rua). Cat cao thanh miéng mﬂng, an voi1 chao nnng
hoac ngam ruou udng. Cao ho cot "théng sodi cha
cac loai xuong" ¢6 tdc dung chira té thip, dau
nhdc, rat tot cho ngudi cao tdi. Cao tran dac tri
dau cot s6ng. Cao gau chita dau lung, moi gdi.

Cao khi 1a thude bd mdu, bo toan than diing cho
phu nif bi thi€u mdu, xanh xao, gdy yéu, kém an,
mat ngu. Cao ban long chira suy nhuoc than kinh,
khi huyét suy kiét, co thé y&u mét, than hir. Cao
mi€t gidp bo am, nhuan tdo, chira lao lwc qud do,
Kinh nguyet b€, nhitc xwong. Cao quy ban chifa suy
nhuge, lao huc, ndng trong, sét rét, chan tay nhic
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moi, ho lau ngay, di tinh. Cao dé tang cudng sirc
déo dai, manh hod hap chita dau ing, dau minh
may.

Cao xuong dong vat con duge lam kho, tan bot,
v6i tén goi"Zelaniina", san pham cla Xi nghiép
Duoc pham I trude day.

Theo tai liéu nudc ngoai, trong y hoc ¢c6 truyén
Trung Quac, tir lau, xwong ga dugce coi la vi thude
quy va bo, nhat 1a xuong ga den (ga dc, ga chan
chi). Phoi hop véi mot s vi thudc khac, xuong ga
den duge néu thanh cao, goi la "tinh ga den” voi
tic dung bé dudng, chira kém an, mét moi, dau
ltmg, mat ngu, kich thich sinh duc.

Vién Y hoc ¢6 truyén di co sang kién ding 5
loai xuong 1a xuong bo hodc lon (7kg), xuong chd
(5kg), xuong chan ga (3kg), xuong khi (2kg),
xwong tran (lkg) ndu thanh "cao ngd co6t” dung
cling tot.

Po Huy Bich

GIGI THIEU SACH

1. Céc hop chat tu nhién dung lam thuoc. Nghién ctru sinh tong hop
(Xudt bdn ldn thir 2, 2002, 507 trang... gid 34.95 bang Anh)

Dewick va cs.
Ethnopharmacology, 2002, 81 (1) 139

Sach chia thanh 8 chuong chinh. Cic chuong nay cung cdp nhiéu thoéng tin chi ti€t V€ CAaC
19p tuong iing hop chét ty nhién va sinh téng hop cta chiing. Mot diéu rat ddng quan tdm cua
cubn sich 13 c6 nhitng chuyén khéao riéng tuong doi sau vé tung cay duoc dung trong nganh
duoc (vi du thusc phién) hodc vé cdc hogp chat co tac dung duoc 1y nhat dinh hodc tir cac
ngudn nguyén liéu khéc nhau (vi du cafein), cac ngudn nay dugc dua ra & cac chuong voi E:éc
16p (va duéi 16p) tuong ting clia cac hop chat tu nhién. Cac chuyén khao nay dua ra mot tong
quan réit phong phu-vé phuong dién héa hoc, duge hoc va sinh hoc chon loc (vi du cac cong
dung duoc hoc va cdc tac dung duoc 1y).

3. Vin dé Taxol, ban chét, cac chinh sach trong viéc tim kiém thuoc chong ung thu.
(2001, 282 trang, 19.95 bdng Anh - Trucmg DH tong hop Cambridge)

Goodman, J va cs.
Ethnopharmacology, 2002, 81 (3): 411-412

Cuén sdch chia 1am 3 phan: phan "Agents" ban luan ve cd so phap ly ve phit trjén thudc
ung thu & M§ va thi du vé nhiing hop chat tu nhién dugc tri€n lfhai thanh thuéc héa try ligu
hodc duoc binh luan dé chon dua vao nghién ciu lam sang. Phan "Pratices” gom 3 chuong,
| téﬁg qua'n Ve sur trién khai tir naim 1962 dén 1989 va miéu ta vé Taxol, tré’ii‘qua ti‘f phei{_hi%n bal}
dau dén nghién ciu sinh héa, nghién ciu tién lam sang (giai doan 1 va 2) va ;cuf‘n cung la
nghién cru lam sang rong rai (giai doan 3). Phan "Controversies” - ban luan ve cac chlph SB.C]}
vi kinh doanh vé Taxol va su séng con cua Taxus brevifolia”. Tu chod Taxol thu dugc hiCu suat
rit thdp, gid cuc ky dat, ngay nay Taxol da duoc san xudt tir cay théong do chiu Au (Taxgs
baccata), mot loai sinh trudng tuong doi nhanh, t do6 chiét tdch duoc 10-desacetylbacecatin
11, chat nay duoc bdn tong hop thanh Taxol. ?

N.T.X.Thuy
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