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THAN VA RE CAY CHAN CHIM KHONG CUONG QUA (SCHEFFLERA SP3)
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Summary

Preliminary Results of the Study on Botany and Chemical Composition of Schefflera sp3

During the screening of the genus Schefflera, an unidentified Schefflera species was found. This
paper presents the results of the studies on botanical and anatomical characteristics of this plant.
Preliminary studies on chemical composition of the leaf, stem and trunk were also done. Qualitative
analysis of the chemical composition revealed that the leaf, stem and trunk contain saponins,
phytosterols, reduced sugars, tannin, coumarins, organic acids and uronic compounds. The
quantitative determination of fatty acids and trace elements were also made.

Key words: Schefflera sp3, Chemical Composition, Leaf, Stem and Trunk.

1. Diat van dé

Trong nhitng nim gan day, trén th gidi, do
phdt hién ra nhi¢u tdc dung khdng mong mudn
cua nhifng loai thudéc duge sin xudt biing con
dudng tong hgp héa hoc, nén ngudi ta da dic bict
chi y d€n cdc cidy thudc va cdc loai thude ¢6
ngudn gdc thién nhién. Nhu cdu st dung duge
lidu ctia thé gidi ngdy cang ting. 3 nuwdc ta, nhu
cau ndy rit 16n khodng 50 ngan tin/niim, trong
d6, thudc y hoc ¢8 truyén chi€m 27% [1]. Céc
duge liéu ¢6 tde dung bo, ting lue dudge chii y
hon cd do ddi s6ng ngay cang duge ning cao va
nhu cau vé bdo vé sifc khoé con ngudi ngdy
cang dudgc quan tim. Nhin sim, vi thuéc bé
ditng dau con goi 1a thude trudng sinh, d3 dudc
con ngud tin nhi€m (f 1du ddi. Tuy nhién, nhin
sim hi€m, khé trdng, thdi gian thu hoach lau,
gi1a thanh cao, nén trong khodng 20 nam gan
diy, cdc nha khoa hoc dd ¢é xu hudng tim kiém
nhirng loai khdc cing ho Nhiin sim (Araliaceac)
- dé thay thé.

Gin day, Trung tAim Sim va Dudgc liéu ¢
thanh phé HO Chi Minh di thuc hién chuong
trinh nghi€n citu sang loc cdc cay thudc thude ho

Nhin sdm ¢6 tic dung chdng stress, ting luc véi
khoang 30 loai thuoc 10 chi, trong do chi
Schefflera ¢6 nhiéu loai nhat {2]. Bai biao nay
trinh bay k€t qud nghién cttu phin tich xdc¢ dinh
h0d hoc cua cay

cic dic di€m vé thuc vat va
chan chim khéng cudng qua (Schefflera sp3),
m¢t trong nhitng loai Schefflera chua duge dinh
danh trong chudng trinh nghién citu sing loc noi
trén.

2. Nguyén liéu va phuong phap nghién citu

Neuyeén liéu:

Cac bd phan 14, thin va ré cta Schefflera sp3
dude thu hdi & viing Sudi Tre, thén Pré, xa
Kado, huyén Bon Duong, tinh Lam Dong, dem
phdi kho va xay thanh bét.

Nghién cttu thue var hoc: [3,4]

- Vi phiu.

- So1 bot.

Nghién citu thanh phdn hod hoc:

- Xac dinh s b6 hod thyc vat biing phuong phdp
sang loc t6ng quét dira vao phan d¥ng cla cédc
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nhém hop chat [5.61].

Xdic¢ dinh thinh phan acid bco hing phudng
phdp sic kv khi do trén miay HP 6820-Plus.
. Xdce dinh cic nguyén 16 da vi lugng bing

nhtrong phiap dinh lugng gan ding wén may
quang pho ciach ur DOC-8.

3. K&t qua nghién edu
3.1 V¢ thue vat hog
S0 Mo td:
Cay 26 nho. moc dua. Canh ¢6 nhiCu ndt san
mau tring, La kép chiin vit gom 7-9 14 chét, hinh
bau duc, dir 5-11 ¢m, rong 1,5-4 ¢m, géc hinh

n¢m, dau ¢ mii nhon va hoi cong, mép nguyén,
mat tren mau luc bong, mit dudi nhat, ¢ 5-6

¢ip gédn, giin chinh 061 rd 8 mit dudi; cudng li
kép dai 10-15em. cudng 14 chét 1.5-2.5 cm. Cum Hinh 1. Ciy chin chim khong cudng qua
hoa moc Jd ngon lar 2.5-5 ¢ an 4- A A AN s A g R g TR
R canh dal .- ci, phan 4-6  nf5 mém wy I mdé mem dae, cac té hao kich
nhanh ngan. Qua khéng cudng thutng moce chum
2-4, doi khi riéng t¢, hinh ciu voi dudng kinh 5x4

mm. khi ¢chin mau cam ro1 do tim, ¢é 5 canh.

thide nho, ¢d cic dng Ut ran ric.
- Thct dién tron, phin vo chiém 1/3 ban kinh.

Then:

3.1.2 Bdc diém vi phdu: - Ldp ban ¢dm 8-10 hanue (& bio hinh chir nhat
b, -

% Xx¢p d¢u din thanh diy xuycn tim.
e )

- Tang phdt sinh ban-luc bi gom 1 1dp 1é bio.

- Tidt dién gan gitra 1d 161 & ¢d hai mit. | f Lo h
hén dudi a cac t¢ bao mod cing xep thanh voag

- Ldp cutin day bao bén ngoai ldp hiCu bi. gAn nhu lién tuc.

- Bi¢u bi ir¢n gom mot 1dp 1€ bao hinh chit nhit _ MO day gde g,ﬂm 3-7 hanyg 1& bio. ¢co cic {“{ng
xCp dCu dan, bicu by dudi mang khi khong. &t x&p thanh vong khong licn twe.

- Mo day phi¢n doi khi xen Iin mo day goc gom My mdm vé 1d mo mém dao gom nhicu (¢ bio
3-4 hang 1€ bao x¢p sdt bicu bi. tron, mang mong, o nho khong déu, ¢d cac dng

- M6 mém gin ld 1a mé mEm dao. it nam ra rac.

- Nhic¢u tinh thé calei oxalat hinh ciu gai va hinh

- Gan gilra thudng ¢o 4 cum libe-go phin bo
khoi phivn bo khap phan vo.

theo vong tron khong 1ién tuc theo vi tri gin nhy
dor xung. - Nhi¢u ddm 1¢ bdo md citng 1dn nho xen ké

_ Nhidu tinh thé calei oxalat hinh ¢iu gai phan ndhau nam d ranh gid1 mé mem vo va viing hbe.

bo rii ric khip phan gin giita ld va phién 14. x¢p thanh vong khong licn twe. TC hao mo
. .. L o cingnhi¢u canh, many day.

- Cdc Ong uct thudgng hicn di¢n trong mé mem.
Mai Ong tic1 ¢6 5-7 t& bao, chita chit tidt mau - Vung libe day. cic (€ bao libe ¢ kich thude

vang. nho xép thanh diy xuyCn tim.
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Hinh 2. Viphaulad

.Bi€u bi trén

. M6 day phién

. M6 mém dao
B6 libe- go

. M6 mém diic

- Ong i€t

. Biéu bi dudi
.Ha bi

9. M6 giau

10. Tinh thé calci oxalat
] 1. B6 libe-gd phu
12. M khuyét

'ad D

oo~ O L A

Hinh 3. Vi phau than

. Ban

Tang phat sinh ban -luc bi
. T& bao mo cing

. Mo day goc

. M6 mém dao

Tinh thé calci oxalat

. Ong tiét

Dam mo cing

. Libe

10. Tia tuy

1. Tang phat sinh libe - g6
12. GO

O 00N N W —

- Tang phat sinh libe-gd lién tuc. ong (&t x&p rai rdc

- Viing g8 gém mach gd hinh trdn to x€p rdirdc - Tia tdy 16ng 2-4 hang t€ bao kéo dai theo
trong md mém gd&. Trong mdé mém go, ¢d cdic hudng xuyén tam, cac tia my hdéa go khi chay
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vao vang gd.

”~ ~ ra . . ~ p . A e
- MO mém tuy fa mo mém dao, chita nhiéu 6ng
&1, nhiéu tinh thé canci oxalat hinh khoi va hinh
CAU gal.
Re:
- Ti¢t dién tron, phian vo chi€ém 2/3 bidn kinh,
- Ldp ban gdm trén 10 hiang t€ bio hinh chir nhit
x&p thinh diy xuyén tim.
- Tang phit sinh bin-luc bl gom 1 18p € bao,
hén dudi 14 cice 1¢ bao mo cung x€p thanh vong

khong hén tuc.

- M6 mém v 1d md mém dao, rdi rac ¢6 nhifng

1
3
-.F:"
(2}
9
il
3.1.3 Soit bit:
{ .t

- B6t maw xanh, min, khéng mui, vi hdi chat.

- L.Ong che chd da bao phin nhanh, dudng kinh
2-8 um, dai khoang 24 nm.

- Midnh bi¢u bi dudi mang nhicu khi khong véi
cic t& bao hinh da gidc, cach sap xép kiCu hon
bio, kich thude khi khong khodang 5 uym.

tinh thé calci oxalat hinh c¢Au gai va hinh khoi.
Cac ong ti€t xCp thanh vong khong licn .

- Viing libe day bi cdc tia tay cit ra thanh titng
diy dai gdbm nhic¢u 18p 1€ bao xE&p thanh hinh
ngon lira. C6 cdac Ong tiét xCp rii ric trong ving
libe.

- Tang phdt sinh libe-gd khong lién tuc,

- Viing g6 khodng 10-11 b6 gd gdm nhi¢u mach
g0 XCp 1on xOn trong mo go.

- Tia thy roéng gom 2 18p (& bao hinh ch® nhit
X&p thanh day xuyén tim, chay qua vung libe va
viing g0.

- Viing tiy héa g6 gan nhu hoan oan.

Hinh 4. Vi phau ré

. L.ép ban

. Tang phat sinh ban Juc bi
. Té bao mo cung

Mo meém vo

. Ong tiét

. Libe

. Tia tuy

. Tinh thé calci oxalat

. Tang phat sinh libe - g6
10. G

11.Ving tuy hod g6

- Mdnh bi€u bi trén khdng mang khi khong, cic
(€ bao hinh da gidc kich thwde khd d¢u nhau,
kich thudc tir 10 dén 15 um.

- Mach xoan vdi dudng kinh 8-10 um,

- Mach vach dudng kinh 7-10 pm. Tinh thé calci
oxalat hinh gAu gai kich thudc khoang 7-9 pm.
- Tinh thé calci oxalat hinh khoi kich thude 6-9
L.
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- Mach mang v3i dudng kinh 15-25 pm.

- Tinh bot ¢6 t€ hinh xudng cd khodng 4-6 pm.
Thdn:

- B4t mau triing ngd, min, khong mili vi.

- Mdnh ban gobm nhiéu t&€ bao hinh da gidc, vich
hdi day, kich thudc khoang 10-15 pm.

- T€ bao md cing vdch day nhiéu hinh dang x€p
thanh tirng dam, kich thudc mdi t&€ bao thudng 5-
9 pm.

- Mach mang chi€ém da sd, mach vach kha
nhiéu, mach xodn it.

- Tinh thé calci oxalat hinh khdi nhiéu hdn 3 14
kich thudc 9-20 pm, hinh ciu gai to han & 14 10-
20 pm.

- S¢i kém tinh thé calci oxalat hinh khéi kich
thudc khodng 20-30 pm,

Ré:
- B4t mau vang ndu, min, khéng mii vi.

- Ménh ban gdom nhiéu t& bao hinh da gidc, vach
hdi day, kich thudc khoang 10-15 pm.

- Tinh thé calci oxalat hinh ciu gai it hon & bt

thin va 14, kich thudc 7-10 pm.

- Tinh th€ calci oxalat hinh kh&i nhiéu v6 s6 SO
vG1 bot thin va 14, kich thuéc 7-16 pm.

- Ddm 1€ bdo mé ciing chita tinh thé€ calci oxalat
hinh khoi rat nhi€u, dién hinh kich thudc & bao
khoang 12-30 pm.

- Mach vach it hdn so vdi G bot thin va 14, kich
thuGce 5-8 um.

- Mach mang kha nhi€u, kich thu6c to hon so
v6i G bt thin va 14, khodng 12-38 pm.

_ Sdi k&m tinh th€ calci oxalat hinh khdi kich
thudc khoang 20-30 pm.

3.2 V& ho4 hoc
3.2.1 So by phan tich thanh phin hod thuc vat:

Két qua cho thdy 14, thin va ré cdy chin
chim khéng cubéng qud chda cic thinh phin
saponin triterpen, phytosterol, dudng khiy, tanin,
coumarin, acid hitu c¢¢ va hgp chit uronic.

3.2.2 Xdc dinh thanh phdn acid béo:

Thanh phin va ham lugng acid béo so vdi
dugc li¢u kho tuyét ddi dugc trinh bay & bang 1.

Bang 1. Thanh phﬁﬁ acid béo cua dugc li€u.

Dugc li€u | SO carbon clia hgp chat % | Tén acid béo
Cl4 2,40 Acid myristic
LA C15 45,82 | Acid pentadecanoic
Cl6,, 2,92 Acid palmitic
CI8 7,44 Acid stearic
Cl8 19,26 | Acid oleic
C18= 18,26 | Acid linoleic
Cig™ 3,89 | Acid linolenic
Cl4 1,01 Acid myristic
THAN [ CI5 35,30 | Acid pentadecanoic
C17 1,65 | Acid margaric
Ci8 16,79 | Acid stearic
Ci8” 27,77 | Acid oleic
C18*~ 17,49 | Acid linoleic
_ Cl15 45,82 | Acid pentadecanoic
RE C16™ 1,92 | Acid palmitoleic
C17 4,23 Acid margaric
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| C18 17.67 Acid stearic
C18" 18,12 | Acid oleic
C18> 12,25 | Acid linoleic

3.2.2 Xdc dinh thanh phdn cdc nguyén t6 khodng:

Thanh phin vd ham ludng cdc nguyén 8 so

v6i dugc lidu kho tuyét di dugc thé hién trong
bang 2.

Bang 2. Thanh phan cdc nguyén td khodng cua dugc lidu.

Ham lugng khodng (ppm) tinh trén dudc liéu khd kiét
MAiu L4 Thén Ré
Al 337,29 112,60 201,59
Si 225,79 56,30 40,327
Mg 6745,7 1126 2015.9
Ca >11243 >2814,81 >10079,5
Ba 225,76 56,30 6,048
Fe 44972 112,60 100,795
Mn 225,79 28,15 100,795
Ti . 225,79 56,30 100,795
Ni - 0,28 -
Cr 1,12 - -
Mo - 0,1126 -
Sn | - 0,28 -
Cu 2,2579 00,5630 2,0159
Pb - 0,28 -
Ga - - 0,40327
Zr 4,4972 1,1260 2,0159
Na 67,457 28,15 6,048

4, K&t ludn

- Pd m6 td dudc nhimg di€m dic tring clda cdc
~ bd phin 14, thin va ré cia cay chan chim khong
cubng qua. Quan sit vad mé td vé€ hinh dang, kich
thudc clia cdc thanh phin dic trung trong bit
duge liéu, nhim phin biét vad gép phin tiéu
chuin héa nguyén liéu. Pi€m dic biét chung cia
cdc bd phan clia ciy 12 sy hién dién cia cdc dng
ti€t trong m6 mém, trong ving libe. C6 nhiéu
tinh th€ calci oxalat hinh ciu gai va hinh khoi.
L4 c6 16ng che chd da bao hinh ngon nén phin
nhdnh. Thin va ré cé nhiéu sdi kém tinh thé

calci oxalat hinh khéi, tia tiy hod go.

- K&t qua phin tich sd bé thanh phin hod thyc
vit cho thiy 14, thin va ré chi¥a cdc thanh phan

saponin triterpen, phytosterol, dudng khu, tanin,
coumarin, acid hiru co va hgp chit uronic.

- Bi xdc dinh thinh phan acid béo trong 14, thin
vd ré. Trong d6, thanh phan acid béo chua no
gdm acid oleic, acid linoleic ¢6 ham ldng cao &
cd 3 mau, acid linolenic chi ¢6 & 14. Ngoii ra,
acid pentadecanoic, mdt acid ¢6 s6 carbon 1é
(15C) chi€m ty 1& vugt trdi trong cd 3 mau 4,
thin va ré.

- B4 xdc dinh thinh phin da vi ludng cia ba bd
phan cho thidy cdc bé phin c6é thanh phan tuong
tv nhau ngoai trit nguyén (& Cr chi ¢6 § la,
nguyén t6 Ga chi ¢cé & r€, trong khi cdc nguyén
t6 Ni, Mo, Sn va Pb chi ¢6 & thin.
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' TINH DA HINH CUA PHAN TU RIBONUCLEASE TU NOC RAN
HO MANG DPEN. I - HAI DANG PONG HOC®™

Nguyén Vdn Thiét - Vién Cong nghé sinh hoc
- (Nhan bai ngay 12 thdng 9 nam 2003)

Summary
'Polymorphism of Black Snake Venom RNase. I - Two Distinct Kinetical Forms

Ribonuclease of Vietnam black cobra (Naja naja) venom has been characterized by kinetical
method. This enzyme proves to consist of two distinct forms in agreement with the kinetical model 2p

<> P, where p is probably a monomer and P is a dimer. These forms considerably differ in specific
activity. At pH 2.60, i.e., the pH value near the optimum, the monomer form is active whereas the

dimer is not. At pH 7.32, however, the monomer is almost inactive while the dimer is active.

Key words: Cobra Venom, Ribonuclease, Multiple Molecular Forms, Kinetics.

Ma dau

Trong moét nghién ciu trude day, ching t61 da
xdc dinh noc ran h6é mang den Viét Nam (Naja
naja) ¢ hoat tinh ribonucleolytic rat cao va dat
cao nhat trong vang acid, véi pH t0i vu (pH,,,) 1a
2,53 +£ 0,30 [9]. V& mat nay, RNase tir noc rin hé
mang den Viét Nam cé thé dugc xem I mot
RNase acid dich thuc. Mat khac, khoi lugng phéan
tir (M,) cta né dugc xac dinh theo phuong phip sac
kit cot (gel Sephadex G-75, 97 x 1,6 ¢cm) 1a hon 40
kDa [7, 8], cac hon nhiéu so vGi M, ciia RNase tir
noc ran hé mang an D¢ [4] va cla cic enzym khac
trong phan ho RNase A [12]. Gia tri M, cao cho
thdy RNase noc ran hd mang den cé thé c6 cdu
triic bic IV - mét trong nhitng ddu hiéu quan trong
dé mot RNase c6 hoat tinh cytotoxin {1, 2, 5].

Nhu trén da néu, pH t6i ru nam trong vimg acid
la dic diém noi bat nhat phan biét enzym nay véi
tit ca cic enzym khéc thuéc nhom RNase néi

chung va phan ho RNase A ndi riéng. Mit khdc,
trong phan tng thuy phan ARN, dudng cong P -
[S] bi€u dién mé&i phu thudc giita luong san phim
(P) dugc tao thanh (hay t6c do ban dau cta phan
ng - v) va nong d6 ban dau ([S]) clta co chat trong
ving pH,,, va do cing mét luong RNase xiic tac
[10] hoac véi cdc néng do enzym khac nhau ¢ pH
~ pH, [chua cong b6] déu c6 dang sigma. Dudi
gbc do cau tric, di€u nay c6 nghia [a RNase noc
ran hé mang den rat giong cic enzym allosteric
v0i cdu tric bac IV dugc xac dinh hoac cac enzym
allosteric ¢6 kha nang tu lién hop - phan li (enzym
oom nhiéu oligomer khac nhau va c6 kha nang
bién déi qua lat) [3].

Trong trudong hgp cac enzym allosteric ¢é kha nang
phan li thanh cdc ti€u don vi riéng biét hay lién
hop tao thanh ciac hop thé (hay cdu tric) c6 kich
thude 16n hon, thi ngoai dang sigma cua duong
cong P - [S], ching con ¢6 mot quy luat dong hoc

) Cong trinh duoc su hé trg kinh phi cia Hoi dong Khoa hoc tu nhién trong NCCB
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khong binh thuong rat dac trung khic, dé 12 su phu
~ thugc khong tuyén tinh cla téc do phan ing (hay
hoat tinh dic trung cla enzym, bang téc do cua
phan img chia cho néng dod cita enzym) vao nong
d6 coa chinh enzym [3]. Phuong phap dong hoc la
cong cu rat dac luc trong nghién cifu clu tric va co
ché xiic tdc cua enzym va dac biét hiru ich khi chua
tinh ch&€ dugc enzym. Vi vy, chiing t61 da sur dung
phuong phip nay dé nghién citu cdu tric cia
RNase trong noc ran hé mang den dong kho.

Moéi phu thudc giita hoat tinh dic trung va nong
do clia RNase dugce nghién ctu véi ché pham noc
ran dong kho E, (10 mg noc ran dong kho/ ml) ca
trong ving pH,, (dém Gly pH 2,6) va ving pH
sinh 1f (dém Tris-HCI pH 7,32).

08 - NR HMD o | 0.15
P L 1/?\(&’_&\ 01
1 0.05
MM_‘J
" [EY. mcl/m
[.] mcl/m 0
15 20
Hinh | cho thay su phu thudc A, - [E] cha

RNase noc ran khong tuyén tinh. Khi nong do
enzym tang thi hoat tinh chung (A) cua RNase
cling ting, dat gia tri cuc dai, sau d6 giam dan.
Dang chii ¥ 1a & dai nong do thap, hoat tinh chung
cia RNase ti 1& tuyén tinh véi nong d6 enzym.
Nguoc lai, & vung néng do thap, hoat tinh dac
trung cua RNase gan nhu khong doi (twong \ing
vt ving tuyén tinh trén do6 thi A - [E]), sau dé
giam va ti€n din t6i mot gid tri khong doi.

Pong thdi A, - [E] ciia RNase tir noc ran hd
mang den trinh bay & hinh 1 ¢6 thé duge mo ta kha
- chinh x4c bang mo6 hinh dong hoc kiéu 2p < P
trong d6 phan tir enzym (P) phan ly thanh 2 nira (p)
nhu nhau. Cic dang p va P c6 hoat tinh dac trung
(tuong img 1a A,, va A,p) khic nhau va khac
khong. Theo mo hinh ddng hoc nay trong truong
hop A, > Agyp, duong cong biéu dién moi phu
thuoc A, - [E] ¢6 dang nhu cac du’c}ng cong biéu
dién & hinh 1. Ngoai ra, néu enzym cé 2 dang ciu
hinh (conformer) vdi cac A, khdc nhau cling ton
tai & trang thdi can bang, thi dudng cong A, - [E]
cing ¢6 dang tuong tu nhu cac duong

Hoat tinh RNase dugc xdc dinh theo phuong
phép nhu di moé ta trudc day [6]. Su thay doi gid tri
OD,,, clia dich phan ‘mg do thuy phan ARN duoc
do tryc ti€p trén mdy GeneQuant DNA/RNA
calculator cfla hing Pharmacia va UV-Visible
Spectrophotometer UV-1601 cua hang Shimadzu.

Két qua va thao luin

DE tim hiéu ban chét allosteric cha RNase noc
ran hé mang den, chiing t6i da tién hanh nghién
ciru méi phu thudc giita hoat tinh dac trung (A,) va
néng do cia enzym ([E]) trong dich phan imng.
Truée tién 14 méi phu thugc A, - {E] cua RNase
trong ving pH t61 wru. K€t qua cdc thi nghiém nay
duoc trinh bay ¢ hinh 1.

Hinh 1 - Sy phu thudc cua hoat tinh chung
(A) va hoat tinh dac trumg(A,) cia RNase
trong ch€ phdm noc ran hé mang den dong
kho (E,) vao nong do6 cua enzym trong
viing pH t6i wu.

(Hoat tinh RNase do trong 10 mM dém Gly
pH 2,6; t6¢c do ban dau cua phan ing dugc
do 30 gidy sau khi bat dau phan ng).

cong 0 hinh 1 {3].

Trong hcm 100 enzym thudc phin ho RNase A,
chi ¢c6 mot RNase duy nhat c6 cdu tric bac IV
(RNase tir tinh dich bo, BS-RNase) va la mot
dimer. Vi vay, RNase noc rin ho mang den rat c6
thé ¢6 cu tric twong tu, dang p ciia né la mot
monomer va dang P la mot dimer.

Hoat tinh ribonucleolytic 1a y&u t6 cin thiét dé
cdc RNase thé hién tinh chat sinh hoc. Hon nifa,
hoat tinh ribonucleolytic cua cac RNase ¢o tac
dung chéng ung thu (cytotoxin) hay chong virus
thap hon nhiéu so véi cdc RNase khong ¢6 nhimg
tic dung nay. Tuy c6 hoat tinh cao trong vung
acid, nhirng khi xam nhap vao co thé thi RNase
noc ran phai hoat dong trong ving pH trung tinh
hoac gin trung tinh. Vi vay, budce ti€p theo ching
toi di nghién citu maéi phy thudéc A, - [E] cua
enzym nay trong vung pH sinh li. Két qua nghién
ctiu trinh bay & hinh 2.

Hinh 2 cho thay quy luat phu thudc A, - [E] cua
RNase & pH = 7,32 hoan toan ngugc lai so véi cic
két quéa nhan dwoc trong viing pH t6i wu: 8 noéng do
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enzym thap, hoat tinh chung cua RNase rat thip va
hoat tinh diac trung gin bang O, con & nong do
enzym cao, hoat tinh chung gin nhu ti 1é thuan véi
néng do enzym va hoat tinh dic trung khong déi.
Tuy nhién, khi néng d6 enzym qua cao thi hoat
tinh dac trung cia RNase bi giam. Pong thdi mdi
phu thudc A, - [E] cia RNase trong viing pH sinh
ly dugc trinh bay & hinh 2 vin ¢6 thé dugc mé ta
rat chinh x4c bang mo hinh d6ng hoc kiéu 2p & P,
gidng nhu trong ving pH t8i wu, nhung & pH =
7,32, dang p hau nhu khong c6 hoat tinh va A, >>
A, Di€u nay li gii tai sao khi do v6t mot lugng
nhé enzym & pH trung tinh, RNase clia noc ran
khong cé hoat tinh [chua cong bo].

So sanh hoat tinh dac trung cua cic dang p va P
0 cac gia tri pH sinh ly va pH,, cho thay hoat tinh
déc tnmg cua dang P khdac nhau khong nhiéu

Hinh 2 - Su phu thudc cua hoat tinh chung
(A) va hoat tinh dac trung(A,) cia RNase
trong ch€ phdm noc rdn hé mang den dong
khé (E,) vao nOng d6 clia enzym trong vung
pHsinh li. :

(Hoat tinh RNase do trong 10 mM dém Tris-
HCl1 pH 7,32; t6c do ban dau ctua phan ting
dugc do 30 gidy sau khi bat ddu phan img).

(Agy= 0,0148 £ 0,0006 dv OD,/30's & pH = 7,32
va A, < 0,0250 dv OD,/30 s 0 pH = 2,60 trong
khoang néng d6 [E] = 15+35 ul E/ml hén hop
phan (ng), va thip hon hoat tinh dac trung cua
dang p 0 pH,, khoang gn mét bac (A,, = 0,1072
+ 0,0015 OD,/30 s & pH = 2,60 trong khoang
néng d6 [E]} = 0,3+4,0 ul E/ml hén hop phan
img): Hoat tinh dic trung cla dang P (dimer) ¢ pH
sinh 1i bing khoang 15% gia tri tuong (ng cia
dang p trong ving pH,, Hai khoang néng do
RNase nay cach biét nhau qua xa, nén cic sO liéu
duge so sanh chi ndi 1én ti€ém nang xic tac cua cac
dang enzym khac nhau ¢ 2 viing pH sinh li va t61
uu. PE so sdnh tryc ti€p hoat tinh clla RNase noc
ran h6 mang den trong 2 ving pH nay, ching ta
phai xét hoat tinh enzym vdi cung mot luong
RNase nhu nhau. Két qua duge trinh bay o bang 1.

Bdng 1. Hoat tinh RNase noc ran ho mang den trong ving pH,; (sinh 1i) va pH,,

IT _[__E]: F-Uml A(F’Hrp{) A(PHu) ) % (ApHxl/ApHum)
1 6 0,5666 0,0036 0,6
2 8 0.6173 0,0262 4,2
3 10 0,6407 0,0471 7.4
4 15 0,5557 0,2329 41,9
S 20 0,4943 0,2825 57.2
Céc s6 liéu & bang 1 (& néng d6 [E] < 5 u/m!  Két luan

khong do duge hoat tinh RNase noc ran trong viing
pH,)} cho thay trong khoang néng d6 enzym tir 6
dén 20 pl/ml, hoat tinh RNase & pH,, 1a rat ding ké
so vai hoat tinh cua né trong ving pH,,,. Hoat tinh
nay di cho RNase noc rin hd mang den thé hién
cac hoat tinh sinh hoc can thiét trong viing pH sinh

2

Bang phuong phdp nghién ciru dong hoc clia méi
phu thudc giita hoat tinh dac trung cua enzym va
nong do cua chinh enzym trong hén hop phan img,
ching t6i da phdt hién duwoc RNase noc ran ho
mang den c6 it nhit 2 dang phan tir khac nhau c¢é
kha nang bién ddi qua lai, v6i hoat tinh dac trung
khac biét nhau khoang gan 1 bac. Cic dang nay cé
1€ ]a nhimng oligomer hoac cdu hinh khic nhau cua
RNase noc ran, tam goi 12 cdc dang dong hoc cia
RNase noc rin hd mang den.
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Summary

Methanol extracts prepared from twenty eight Vietnamese plants were screened for the inhibitory
activity in vitro against mouse brain monoamine oxidase (MAQ). Three plant extracts showed more
than 50% inhibition on MAO activity at a concentration of 400 ug/mi. These active extracts were
fractionated in different solvents and tested to determine the MAO inhibitory fractions. Among them,
the ethyl acetate and butanol fractions of the methanol extract from the leaves of Eurya ciliata Merr.
(Theaceae) inhibited 74.7 and 87.2 % monoamine oxidase activity, respectively, at the concentration

of 400 ug/mi.

Key words: MAO screening, Vietnamese plants, monoamine oxidase inhibitor, Eurya ciliata

1. Introduction

Monoamine oxidase (EC 1.4.3.4; MAQO) 1s a
FAD-containing enzyme located in the outer
membrane of the mitochondria and catalyzes the
oxidative deamination of a variety of biogenic
monoamines such as dopamine, serotonin and
noradrenaline [1, 2]. It exists as two 1soenzymes,
MAO-A and MAQO-B, encoded by two different
genes linked to the human X chromosome, with
different  specificities for  substrates and
sensitivities to inhibitors. Nowadays, the search for
MAO inhibitors from natural products of either
plant or microbial sources is of increasing interest
due to their potential use In the treatment of
various neurodegenerative disorders such as
depression, Parkinson’s and Alzheimer’s diseases.

Preparation of plant material:

All of the plant materials were collected from
Tamdao mountain, Vinh Phuc province in northern
Vietnam and identified by Ngo Van Trai, National
Institute of Materia Medica, Hanoi. Plant parts
(leaves, roots, flowers, or stems) were dried in
shade, ground and extracted with MeOH three
times (eight hours each) and filtered. The filtrates
were combined and evaporated in vacuo.

Fractionation:

In our collaborative search for new MAO
inhibitors from Vietnamese plants, 28 samples of
25 species belonging to 21 families were screened
on mouse brain in virro. This paper reports the
results of the screening.
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I- Materials and Methods

Each methanol extract possessing MAO
inhibition of more than 50 % was suspended In
methanol/distilled water (1 : 1) and then extracted
succesively with dichloromethane, ethyl acetate
and butanol (three times for each solvent) to give
three solvent fractions. All fractions, including the
water one, were evaporated n vacuo.

Chemicals and Instruments:

Kynuramine and zinc sulfate were purchased
~ from Sigma Co. All other chemicals were of
reagent grade. The fluorescence intensity of the
reaction product, 4-hydroxyquinoline, was
measured by a Hitachi Model-F300 fluorophoto-

. meter.
| 'Enzyme preparation:

Mice (male, ICR, 25-30 g each) were purchased
from Samyook Animal Center (Soowon, Korea).
The animals were fed with laboratory chow and
water ad libitum and killed by cervical dislocation.
A crude mitochondrial fraction was prepared from
mouse brain according to the method reported
eariler [4].

Determination of MAO activity:

The MAOQO activity with kynuramine as an
amine substrate was determined fluorometrically
according to the method reported by Naoi er af [4]
and Kraml et a! [5] with. slight modifications.
Stock solutions of the test samples were prepared
in DMSO at the concentration of 20'mg/ml.

Reaction mixture was composed of 73 ul of
0.2M potassium phosphate buffer (pH 7.4), 5 ul of
enzyme, 2 ul of test solution (20 mg/ml) and 20 pl
of 500 pM kynuramine. After adding 20 pl of 500
uM kynuramine with shaking, the mixture was
incubated in a water bath at 37 "C for 30 min. The
reaction was stopped by adding 25 pl of 10 %

7ZnSO, and 5 ul of 1IN NaOH aqueous solution.
After being centrifuged at about 3000 g/min for 7

minutes, 140 pl of IN NaOH aqueous solution was
added to 70 pl of the supernatant to stabilize the
fluorescence of 4-hydroxyquinoline. The fluores-
cence intensity of thg reaction product, 4-
hydroxyquinoline, formed from Kynuramine by
MAOQO, was measured at 380 nm (emission) with
excitation at 315 nm in a fluorophotometer. Each
sample was prepared in triplicate. As a blank test,
the reaction was carried out without the substrate.

Calculation of MAO activity

The MAO inhibitory rate was calculated using
the following equation:

Inhibitory rate (%) [{Acon — Asam){(Acon —

Abla)] x 100

(Acon: fluorescence intensity of the control -
without test sample). Asam: fluorescence intensity

of the sample. Abla: fluorescence intensity of
the blank sample - without sample and
enzyme). |

III- Results and Discussion

The results of the screening are summarized in
Table 1. As shown in Table 1, the methanolic
extracts of Eurya ciliata leaves, Ampelopsis
japonica leaves and twigs and Connarits
semidecandrus leaves at the concentration of 400
ug/ml inhibited MAO activity by 72.8 %, 58.0 %
and 62.4 %, respectively.

In order to get an idea as to what fraction 1s
responsible for the activity, in terms of polarity,
the MeOH extracts of the active plants were then
fractionated to give four different solvent fractions:
CH,Cl,, EtOAc, BuOH and H,O, which were then
subjected to the MAO assay.

Table 2 shows the inhibitory effects of the
different fractions of the three active plants on
MAOQO activities. These data confirm that the

MeOH extract from the leaves of Eurya ciliata
possessed significant inhibition of MAQ activity.

Table 1. Inhibitory effects of Vietnamese plant extracts on mouse brain monoamine oxidase

Test ID |Plant Name and Authority Family Parts* Used | Inhibition (%)
E2-135A |Eurya ciliata Merr. Theaceae FR 21.7
MO1 Mussaenda erosa Champ. ex Benth Rubiaceae LF 14.0
MO2 Ardicia conspersa Walk. Myrsinaceae LT -15.8
M03 Eurya ciliata Merr. Theaceae LF 72.8
MO4 \C hloranthus glabra (Thunb.) Nakali Chloranthaceae WP 41.5
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M0O5 Bousigonia mekongense Pierre in Planch. |Apocynaceae LT 36.8
M06 Amnpelopsis japonica (Thunb.) Makino  |Vitaceae LT ] 380
MO07 Croton cascarilloides Raeusch. Euphorbiaceae LT 20.5
MO8 Croton cascarilloides Raeusch. Euphorbiaceae RT 14.3
M09 Lasia spinosa (L.) Thw. Araceae LF 11.9
MI10 \IConnarus semidecandrus Jack. Connaraceae LF 62.4
M12 Glochidion daltoni (Muell.-Arg.) Kurz  [Euphorbiaceae LF 38.3
M13 Ceiba pentandra (L.) Gaertn. Bombacaceae FL 10.1
Ml14 Brucea tonkinensis (Lec.) Gagn, Simaroubaceae SD 29.2
M15 Callicarpa longifolia Lam. Verbenaceae WP 14.7
MI18 Werophioblachia fimbricalyx Boerl. Euphorbiaceae LF 6.6
MI19 Rubus cochinchinensis Tratt. Rosaceae LF 34.4
M20 Naravelia zeylanica (1..) DC. Ranunculaceae LT 14.3
M21 \Glycosmis stenocarpa (Drake) Tan. Rutaceae ST 20.9
M22 Viburnum lutescens Bl. Verbenaceae LF -10.4
M23 \Gymnema reticulata (Moon) Alst. Asclepiadaceae LF -18.9
M24 Phyllanthus reticulatus Poir. IEuphorbiaceae LF 14.6
M25 Phyllanthus reticulatus Potr. Suphorbiaceae ST 5.2
M26 brassaiopsis variabilis Shang. Araliaceae AP 16.7
M27 Gouania javanica Miq. Rhamnaceaee ST 41.6
M?28 Hydnocarpus macrocarpa (Bedd.) Warb. [Elacourtiaceae LF 6.1
subsp. burmanica Steum.

M29 Elaeocarpus angustifolius Bl. Elacocarpaceae LF 24.1
M30 Diospyros susarticulata Lec. Ebenaceae LF 17.0

“Part used : AP (Aerial part), FL (Flower), FR (Fruit), LF (Leaf), LT (Leafy twig), RT (Rnot) SD
(Seed), ST (Stem) and WP (whole plant).

Table 2. Inhibitory effects of the fractions on mouse brain monoamine oxidase

No. Plant Name Fraction Inhibition (%)

1 \Connarus semidecandrus Jack. CH,(Cl, -26.2
| EtOAc 51.5

BuOH 56.4

H,0 63.9

2 |Eurya ciliata Merr. CH,Cl, 55.2
EtOAc 74.7

BuOH 87.2

H,0O 41.4

3 |Ampelopsis fjaponica (Thunb,) CH,(l, 0.5
Makino EtOAc 65.6
BuOH 22.3

H,0O 16.0

Among the four fractions, BuOH fraction shows
the strongest inhibitory effect of 87.2%, then
comes the EtOAc fraction with 74.7% inhibition
(74.7%) against monoamine oxidase. The less
polar CH,Cl, and the H,O fractions show weaker
eftects on MAO activity.

The water fraction of the leaves of Connarus
semidecandrus and the ethyl acetate fraction of the

Ethnopharmacologically, some Furya species
such as L. japonica (Linh), F. groffii (Linh doi)
and E. nitida (Sim, Che ciu) have been used in
traditional medicine in treaiments of uedematlc
and urinary diseases [6].

leaves and twigs of Ampelopsis javanica also
possess significant inhibitory effects on MAO
activity of 65.9 and 65.6 %, respectively.
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As our best knowledge, there have been no
chemical and biological reports on E. ciliata, C.
semidecandrus, and A. japonica so far. Isolation of
compounds from E. ciliata to examine what Kind
of them is responsible for MAQ inhibitory effect
on mouse brain.is being undertaken.
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XAY DUNG PHUONG PHAP GAY PHIDAI TUYEN TIEN LIET O CHUQT CONG
TRANG PE NGHIEN CUU CAO NANG HOA TRANG

P6 Trung Pam, Nguyén Bd Hoat, Lé Minh Phuong
Nguyén Kim Phuong, Do Thi Phuong
Vién Duoc lién
(Nhan bai ngay 12 thang 9 nam 2003)

Summary

Experimental Induction of Prostatic Hypertrophy in Rats for Study of Leaf Extract of Crinum
asiaticum L. |

Prostatic hypertrophy was succesfully induced by testosterone in rats. The method is reliable and can
be used in screening for drugs capable of inhibition of prostatic hypertrophy. This model has proved
the leaf extract of Crinum asiaticum L., a medicinal plant in Vietnamese traditional medicine, to be
effective against the hypertrophy of prostate in rats.

Key words: Experimental Method, Prostatic Hypertrophy, Testosterone, Crinum asiaticuin L.

Pat van de

Androgen va cu thé hon la testosteron cé tac
dung gay cam img va lam tién tri€n u tuyén tién
liet. Tir lau, ngudi ta thady rang nhitng ngudi bi
hoan tir ltic con bé khong bao gio bi ung thu tuyén
lién liet. Nam 1786, Hunter John 43 diéu tri ung
thir tuyén tién liét cé két qua bing cdch cat bo tinh
hoan.

Nam 1941, Huggins da dé xuat phuong phap
diéu tri ung thu tuyén tién liet bang cdch cat bo
tinh hoan, hodc diing mét hormon khdng androgen
[ estrogen. Cong trinh nay di doat giai thuong
Nobel nam 1966 [1]. Cit bd ca 2 bén tinh hoan
lam cho nong do testosteron trong huyet twong

giam tir 500 ng/100 ml xudng con 50 ng/100 ml,
tirc 12 giam 90%. Nong do testosteron thap khong
di lam phat sinh va phat trién cia ung thu tuyén
tién liet. Vi thé€, ngudi ta cling nghi dén phuong
phép dung thudc khang androgen dé diéu tri ung
thur tuyén tién liét va ciling thu duogc két qua nhu da
ding diethylstilboestrol (mot loai estrogen tong
hop) hodac polyestradiol. Liéu ding chi 1-2
mg/ngay. Ding liéu cao s& gy tai bi€n tim mach,
dé& din dén tir vong. Ciing c6 thé dung thudc iic ché
qua trinh tong hogp testosteron nhu amino-
glutethimid, ketoconazol hodc thudc canh tranh voi
testosteron & thu thé nhu cyproteron acetat,
nilutamid.
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Truée khi Huggins nhan dugc giai thuong
Nobel, trong nhitng nam 1959-1962, Dorfman
[2,3] da nghién citu va thay su phat trién phi dai
tuyén tién liét phu thudc vao néng do testosteron &
chuot cong tring.

Sau khi Huggins doat giai thuong Nobel, Byar
(1967-1969) da ki€ém tra lai két qua diéu tri ung
thir tuy€n tién liét bang estrogen.

Cho dén nay, chiing t61 chua thay cé tai liéu
nao vé phuong phdp thuc nghiém gay phi dai
tuyén tién liét. Vi vay, chiing t6i da ti€n hanh
nghién cttu xay dung phuong phap giy phi dai
tuyén tién liét bang testosteron & chuot cong triang,
va tht tdc dung chOa cao chiét tir 14 ndng hoa tring
trén mo hinh thue nghiém nay trong nghién ciu vé
tac dung khang androgen va chdéng u ctia thudc.

II. Vat liéu va phuong phap nghién ci
1.Vt liéu nghién criu

- Cao nang hoa trang: Dung 14 phoi kho cha cay
ndng hoa trang (Crinum asiaticum L.), ho Thuy
tién (Amaryllidaceae), xay thanh bot tho, chiét
bang ethanol 70%, ro6i ¢6 dé duge cao long 1:1.
Ngay trudc khi diing, co6 cach thuy dé loai bo hét
con. Sau do, thém nude cat dé duge cao 1ong ¢d ty
l&¢ 15% (100ml dich tuong duong véi 15 g dugc
li¢u kho). Liéu dung tinh quy ra dugc liéu kho.

- Testosteron 6ng 1 mg/1ml trong dung dich diu.
Ngay truGe khi dung, pha lodng véi dau 6 liu theo
ty 1¢& 1:1, s€ dugc dung dich 500 pg/ml.

- Chuét cong trang duc con non, khoé manh, can
nang 80-100g.

2. Phlutong phdp nghién ctiu

Sau khi khao sat va xdy dimg duge phuong
phap nghién ciru, da ap dung phuong phap thuc
nghiém gay phi dai tuyén tién liét bang testosteron
& chudt céng trang va thir v4i vién nang néng hoa
trang nhu sau:

Chuét (tiéu chudn nhy d néu & trén) duge nuoi
trong diéu kién phong thi nghiém trudc dé it nhat
3 ngay, gom 27 con, duoc chia 1am 3 16, mdi 16 9
con. '

1. Lo 1: Lo d6i chimg sinh ly. Chudt duge t1iém
durGi da dau 6 liv hang ngly, vdi thé tich bang thé
tich tiém testosteron cho chuot dé gay phi dai
tuyén tién liét (0,2 ml/100g chuot), va uéng nude
cdt voi thé tich bang thé tich cho chudt uéng cao
l6ng nang hoa trang (2 ml/100g chuot).

2. Lo 2: L6 d6i chimg bénh 1y. Gay phi dai tuyén
tién liét bang cédch tiém testosteron véi liéu 100
ng/100g chudt (0,2 ml/100g dung dich testosteron
c6 nong do 500 pg/ml). Tiem dudi da dii trong 7
ngdy lién. Pong thdi, cho udng nudc cit hang
ngay, voi thé tich bing thé tich cho chuét udng
cao long nang hoa trang (2ml/100g chuét).

3. Lo 3: Lo thir thu6e véi cao ndng hoa tring.
Ciing gay phi dai tuyén tién liét bang cdch tiém
dudi da dui dung dich testosteron nhu 16 2. Pong
thoi cho udng cao 1ong ndng hoa tring 15%, liéu 2
ml/100g chuét, tinh ra liéu theo dugce lieu kho 1a 3
g/kg chudt. Diing lién 7 ngay.

Dén ngay thir 8, gay mé chuot, mé bung, béc
tdch toan b tuyén tién liét, roi can ngay bang can
phén tich. Khéi lugng tuyén tién liét ciia méi con
chudt dugc quy vé cho 100g chuot. Tinh khoi
lugng trunge binh tuyén tién liét cho moéi 16
(M£SE).

Ddanh gid kha nang gay phi dai tuyén tién liét
do testosteron bang cdch so sanh khéi hrong tuyén
tién liet & 16 gay bénh so véi 16 d6i chimg sinh Iy.

Danh gia tic dung cla cao ndng hoa trang
bang cach so sdnh 16 gay phi dai tuyén tién liét c6
dung thudc va 16 gay phi dai khong dang thudc.

Xu 1y théng ké theo phuong phdp "t" cua

Student.
I11. Két qua nghién citu

3.1. Xay dung phuong phdp gay phi dai tuyén tién
liét bang testosteron

K&t qua nghién citu xay dung phuwong phap gay
phi dai tuyén tién liét bang testosteron ¢ chuét
cong trang da dién ra nhu sau:

3.1.1. Nghién ciu gdy phi dai tuyén tién liét ¢
chuor nhdt trang

Chiing t6i da chon chuot nhat tring dé nghién
citu vi dé mua va gia lai ré. Trude hét, ching toi
thir trén chudt nhat trang duc gin trudng thanh
(15-16gfcon) dé d& bi anh hudng do testosteron
nd1 sinh gay ra. Tuy nhién, tuyén tién liét cua
chudt nhat trang con non quéa nho, khong thé boc
tich dugc. Sau dé, chiing t61 da diing chudt nhat
trang trudng thanh, tuyén tién liét co 16n hon,
nhung van nho, nén khé béc tich dé can. Nhu vay
ta kKhong thanh cong.

3.1. 2. Nghién cwu gdy phi dai tuyén tién liét ¢
chudt cong trang |
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Trudc hét, ching t61 nghién citu trén chudt
cOng trang trudng thanh cé khéi luong tuyén tién
liét kha va dé bée tach. Nhung tuyén tién liét &
timg c4 thé to nhé khéng déu, ¢6 1€ do anh hudng
cua su tiét testosteron noi sinh & cic cd thé khac
nhau. Sau dé, chiing t6i thir trén chudt cong tring
duc gan truong thanh, can nang 80-100g. Nhimg
chudt nay, tuy tuyén tién liét nhé hon, nhung van
boc tach duge, dac biét 1a trong thi nghiém, chudt
a1 duoc nudi thém mot s6 ngay nita, nén khoi
lwong tuyén tién liét da to thém lén, nhat 1a & 16 ¢6
diong testosteron. Trong thi nghiém nay, khoi
luwong tuy€n tién liét it phan tan hon, ¢é 1€ la do
testosteron ndi sinh chua nhiéu. Vi vay, thi
nghiém dat yéu ciu cua mot phuong phap thuc
nghiém.

PE loai bo nhiéu hon nguyén nhian do
testosteron ndi sinh gay ra, chiing t61 da thi€n tinh
hoan ctia chudt cong trang trude khi thi nghiém.
Tuy nhién, két qua thu dugc khong t6t bing
phuong phdp ding chudt cdng tring non khong
thién. Do dé, chidng t6i ciing khong dung phuong
phép nay, mac dii ¢6 it trién vong.

3.1.3. Chinh Iy liéu testosteron

Chiing t61 da nghién ciu thu testosteron voi
nhiéu liéu khdc nhau 10 pg/100g/ngay; 20 pg; 50
ng; 100ug/100g/ngay tiém dudi da dui cho chudt
va thay rang li€u testosteron cang cao, khéi luong
tuyén tién liét cang 16n. Nhung néu diung liéu qua
cao, khéi lugng tuyén tién liét s&€ qua to va thudc
khé c6 kha ning biéu bién dugc tic dung trong
mé hinh gay tang tuyén tién liét qud to. Cudbi
cing, ching t6i thdy dung liéu testosteron 100
ttg/100g chudt trong mdt ngay la thich hgp nhat.

3.1.4. 86 ngay diing testosteron

Liéu diing ghi & trén la liéu ding cho mot
ngay. Chiing t61 da tham do dung lién tuc tir 3 dén
10 ngay va thiy ding 7 ngay 12 16i uu.

3.2. Xay dumg phuong phip gay phi dai va thir v6i
cao nang hoa trang

Két qua nghién ciu xay dung phuong phap gay
phi dai tuyén tién liét bang testosteron & chuot
cOng tring dé nghién cifu cao ning hoa tring dugc
trinh bay & bang 1. |

Bang 1. Két qua gay phi dai tuyén tién liét bang testosteron va tic dung ciia cao ndng hoa trang

Liéu Liéu ndang | Khéi luong o
Lo n | testosteron | hoa tring | tuyén tién ligt | .. lS N 1 P
1g/100g g/kg mg/100g | VOO
1. Dol ching sinh 1y | 9 - - 206,31+5,8 100 -
2. Déi ching bénhly | 9 100 - 74.3+6.5 282 P, ,<0,001
3. Gay bénh + thuse | 9 100 3 47.945.2 182 P; :<0,01

Qua bang trén, ta thay trong 16 d6i chimg sinh
Iy, kh6i lugng trung binh cua tuyé&n tién liét la
26,3£5,8 mg/100g chudt, con & 16 doi ching bénh
ly, gay phi dai tuyén tién liét bang testosteron,
kho1 lugng nay 1a 74,3+6,5 mg/100g, gdp gin 3
lan (tang 182%) véi P<0,001 so véi 16 d6i chimg
sinh 1y. Trong 16 gay phi dai tuyén tién liét bang
testosteron, ¢é diung cao niang hoa trang, khoi
lugng trung binh tuyén tién liét 1a 47,9452
mg/100g. So véi 16 doi chimg giy bénh, khong
dung thudc, khoi luong trung binh tuyén tién liét
giam 35,4% vdi p<0.01.

IV. Ban luan

4.1. V& mo hinh gay phi dai tuyén tién liét da xay
dung

Trong 106 d6i chting sinh 1y, khéi lugng trung
binh cua tuyén tién liét la 26,3 mg/100g chuot,

con ¢ 16 doi chimg bénh 1y, gay phi dai bang
testosteron, khéi lwong nay 12 74,3 mg/100g, tang
182% (gap gan 3 lan), v6i P<0,001. Su khic nhau
la rat c6 y nghia, chitng t& mé hinh gay phi dai
tuyén tién Liét bang testosteron di xay dung la
dang tin ciy.

4.2. Téc dung cta cao nang hoa trang

Trong kht ¢ 16 doi chitng bénh ly, khoi lugng
trung binh cua tuyén tién liét la 74,3 mg/100g
chuét, thi 16 diing thém cao long ndng hoa trang,
vdi liéu tinh ra duge liéu khé 1a 3 g/kg, khoi hwong
nay chi la 47,9 mg/100g, giam 35,4% so véi 16 doi
chimg bénh 1y, véi P<0,01. Diéu dé ching 16 cao
nang hoa trang c6 tic dung itc ché su phi dai cta
tuyén tién liét, khing androgen va ¢6 kha nang
duoc tng dung dé diéu tri chimg phi dai va u
tuyén tién liét,

Tap chi Duoc liéu, tdip 8, 56 6/2003

175



V. Két luan
Da xay dimg dugc phuong phap thuc nghjém

gay phi dai tuyén tién liét bang testosteron 0 chudt
cOng trang. Mo hinh nay déng tin ciy va ¢o thé

duoc dung dé nghién ciu céc thudc (i ché sy phat
trién cha tuyén tién liét. Cao chiét tir 14 cay ndng
hoa tré’ing, mot cay thude trong v hoc cd truyén
Viét Nam [4], cd tdc dung tc ché 16t su phi dai
clia tuyén tién liét & chudt cdng trang.

Tai liéu tham khao
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NGHIEN CUU ANH HUGNG CUA CAO QUA NHAU TREN THE TRANG VA HE
THONG TAO MAU O PONG VAT THUC NGHIEM
Nguyén Trong Thong, Pham Thi Vin Anh, Vit Thi Ngoc Thanh

Truong Dai hoc YHa Nor
(Nhin bai ngay 24 thang 10 nam 2003)

Summary

Studies on Effects of Morinda citrifolia Fruit Extract on Constitution and Hematogenesis in Rats

Semi-dried extract of Morinda citrifolia fruit (1ml contains 2g fresh fruit) was used to evaluate it'’s
influence on general status, body weight and hematogenesis in experimental rabbits.

The results show that the extract in daily oral doses of 6g/kg and 12glkg body weight
(corresponding to 10 and 20 times of the clinical dose, respectively} in a 30-day course have not
influenced the general status, the body weight and the bood forming function.

Key words: Morinda citrifolia Fruit, Hematogenesis, Body Weight, Rabbit.

1. Pat van de

Cay nhau (Morinda cirrifolia L. - Rubiaceae)
moc nhiéu & cac tinh mi¢n Trung, mién Nam Viét
Nam va nhiéu nudc khac trén thé gidi. Theo kinh
nghiém dan gian, nudc sac ré cay tuoi hodc sao
chday canh c6 tac dung ha huyet ap, glam dau gan
xuong, c:hﬂng nhiém khuin, béi bd co thé...[2].
Mot s6 tac gia Dao Van Phan va cong sur(1981),
Phan Thi Phi Phi va cong su (1996)da chitng minh
nudc sac ré nhau o dang sao hoédc khéng sao0 ¢ tac
dung an than, giam ﬂdll ha hU}et ap, kich thich
mién dich [3,4]. Tuy nhién, nguodn ré nhau de Iam
thudc cé gidi han, trén thuc t€ nhan dan & mién
Nam Viét Nam va nhiéu nudc khic trén thé gidi
van diing qua nhau ngam véi rugu dé udng nham

giam dau xuong, boi bé ca thé. Do d6, dé cé co s6
khoa hoc cho viéc dianh gia tdc dung cua qua nhau,
chiing 161 tién hanh nghién cifu sy anh hudng cua
cao qua nhau trén thé trang va hé thong tao mau,

2. Poi tuong va phuong phap nghién ciru
2.1. Chdt liéu va dor neong nghién citu

- Cao mém qua nhau véi ty 1& 1/5 do Xi nghi€p
Dugc phdm trung uong 25 cung cép, duoc chiét
x Uit bang ethanol, sau dé cho bay hot hoan toan
(1g cao mém tuong duong 5g dugc liéu kho). Khi
st dung, cao diuge pha lodng bang nudc cat dén ty
& 172,

- Hod chat va may huyét hoc tw dong ABC
(Animal Blood Counter) cua Ugo-Basile, Italy.
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- Péi tugng: Tho ca hai giong, khoe manh, trong
luong 2,0 - 2,5 kg, do Trung tam nghién ciu Dé va
Thd Son Tay cung cap. Tho duge nudi dudng day
di thitc an vA nudc udng tai phong thi nghiém bo
mé6n Duoce 1y, trudng dai hoc Y Ha Nou.

2.2. Phuong phdp nghién citu: Tho dugce chia thanh
3 16.

L6 doi ching: Cho uéng dung moéi (nudc cat)
3ml/kg thé trong.

Lo tri I: Cho udng cao qua nhau liéu 6g/kg/ngay,
gdp 10 lan liéu dung trén nguoi.

L6 tri II: Cho uéng cao qua nhau liéu 12g/kg/ngay,
gap 20 ldn liéu dling trén ngudi.

Tho & ca 3 16 duge uéng dung moi hoac thude
thir vao 8 gi® sdng, lién tuc trong 30 ngay va dugc

theo ddi tinh trang chung, trong lugng co thé va
cdc chi s6 ddnh gid chirc phin tao mau vao 3 thoi
diém trudc va sau uéng thudc 15 ngay va 30 ngay:
s6 lugng héng cdu, s6 lugng ti€u cdu, s6 lugng
bach cdu, cong thitc bach cdu, hematocrit, huyét
séc t6, thé tich trung binh hong cau. |

K&t qua nghién ciu duge xir 1y thong ké theo t-
test-Student va test trudc - sau (Avant- Apres)

3. Két qua nghién ciru
3.1. Tinh trang chung

Trong su6t thoi gian ubng thude, & tt ca cic 16
tho van dugc an udng binh thudng, 16ng muot,
phan khong thay doi.

3.2. Anh hudng ciia cao qud nhau dén thé trong
cia tho

Bdng 1: Anh hudng clia cao qua nhau dén thé trong cua thd
Can ning (kg) e g
Théi gian L6 ddi chimg | Lo n% 1( - Lom2 |7 (S"i’l e )d“‘
(n=6) (n=10) (n=10) chins
Truéc uéng thudc 2.1+0,.2 2.1 +0,3 22+0,3 p> 0,05
Sau udng thudc 15 ngay 22+0,2 22+0,2 2.3+02 p>0,05
Sau udng thuée 30 ngay 22+0.2 2.2 +0,3 2,3+0,2 p > 0,05
p (test truGc- sau) p > 0,05 p > 0,05 p > 0,05

Két qua & bang 1 cho thiy tho 0 ca hai 16 tri va
16 d6i chimg déu tang trong lugng co thé nhung
khong cé su khdc biét so véi truGe dung thudce va
giita cac 16 véi nhau (p>0,05).

3.3 Anh hudng ciia cao qud nhdu lén mot s6 chi 56
huyét hoc trong madu tho

Bdng 2: Anh hudng ctia cao qua nhau dén s6 lugng hong cdu cta thd

S6 lugng héng cdu (triéu/mm”) o
Thoi gian L6 doi ching L6 tri | Lotj2 | P(sovoidol
(n=6) (n=10) (n=10) ching)
Trude udng thude 52+0,3 5,3+0,3 5,3+0,2 p> 0,05
Sau uéng thudc 15 ngay 54+0,6 5,4+0,5 54+0.3 p > 0,05
Sau udng thudc 30 ngay 50+04 5.1+06 52 +0,6 p > 0,05
p (test trudc- sau) p > 0,05 p > 0,05 p > 0,05

~Két qua ¢ bang 2 cho thdy cao qua nhau véi
litu 6g/kg va 12g/kg dung lién tuc trong 30 ngay,
khong lam anh hudng dén s6 luong hong cau cua

tho so vdi trude udng thude va so véi 16 doi chimg
(p>0,05).

Bdng 3: Anh hudng cia cao qua nhau dén thé tich trung binh héng cau ciia tho
MCV (fm’) p (50 VOI
Thot gian 1.6 do1 chimg L.Otr1 1 : B A
(n=6) (n=10) Lo tri 2 (n=10) | do1 chimng)
Trude udng thude 63,6 12,9 63,5+ 2,6 65,3 +3,7 p > 0,05
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Sau uéng thudc 15 ngay 63,3 + 3,0 62,8 + 1,3 63,3+2.8 p > 0,05
Sau udng thuoc 30 ngay 63,9143 63,9+4.0 634+5.3 p> 0,05
p (test trudc- sau) p>0,05 p>0,05 p>0,05 '

Két qua & bang 3 cho thay thd & ca hai 16 tri héng cdu thay d8i khong ¢ ¥ nghia so véi trudc
uéng thudc 15 ngay va 30 ngdy lién tuc, thé tich

Bdng 4: Anh hudng clia cao qua nhau dén huyét sic t6 ciia thd

dung thudc va so véi 16 d6i chimg (p>0,05).

o . Huyét fﬁc. to (g/dl) b (50 V6i
Thoi gian Lo ‘gfllz‘;*)‘““g ‘(i‘ﬁ))l Lo tri 2 (n=10) | dGi chimg)
Trude udng thudc 11,2407 11,9+0,7 11,3+0,7 p > 0,05
Sau udng thuéc 15 ngay 108 +1.3 11.9+009 11,6 +0.7 p> 0,05
Sau udng thude 30 ngay 1,0+ 1,0 1,509 11,7£1,2 p > 0,05
p (test trugc- sau) p > 0,05 p > 0,05 p > 0,05

Keét qua 0 bang 4 cho thay sau 15 ngay va 30 khong thay déi so véi trude ding thudc va so véi 16
ngay udng thudc lién tuc, huyét sac td 6 hai 16 tri

doéi chitag (p>0,05).

Bdng 5: Anh hudng clia cao qua nhau dén s6 luong bach cau cia tho

SO luong bach cau (nehin/mm° e
Thai gian L6 ching doi i Lo tri 1( i Lﬁ) wri2 | P (Si vot dor
(n=6) (n=10) (n=10) - chung)
Trude udng thudce 14,3 3,5 14,1+23 142+ 1,9 p> 0,05
Sau udng thuéc 15 ngay 150+2,0 16,9+22 16,9+ 3,6 p > 0,05
Sau uong thudc 30 ngay 13230 14,9 +2.7 15,5+ 4,5 p> 0,05
p (test trudc- sau) p > 0,05 p > 0,05 p> 0,05

Bdng 6: Anh hudng cha cao qua nhau dén cong thifc bach ciu ciia thd

Cong thirc bach cau (%) b (0 V6i d6i
Thai gian . . | Lo ching Lo tri Lo tri 2 .,
Thanhphan | - g 6Y | (@=10) (n=10) chimg)
. . Lympho 75679 | 813+224 | 750+ 10 p > 0,05
Trudc uong thuoe Trung tinh | 230+8.1 | 220+115 | 250+98
Sau udng thudc 15 Lympho 73,1t 14,1 | 81,6+93 | 8i,1+6,8 p>0,05
ngay Trung tinh | 269+ 14,1 | 183+9,1 | 184+66
Sau udng thude 30 Lympho | 66,9+102 | 76,0+10,8 | 75,6+ 14,3 p> 0,05
ngay Trungtinh | 331+102 | 23,9+10,7 | 244+ 10,7
p (test trude- sau) p > 0,05 p> 0,05 p > 0,05

Két qua ¢ bang 6 cho thay ty lé bach ciu

lympho va da nhén trung tinh thay doi khéng c6y  chimg (p>0,05).
nghia ¢ 2 16 tho diing thudc 15 ngay va 30 ngay

Bdng 7: Anh hudng clia cao lqua nhau dén s6 luong tiéu cdu clia thd

[ién tuc so véi trude khi dang thudc va so véi doi

S6 lugng ti€u cdu (nghin/mm*)

- Thdi gian

L6 chitng doi
(n=0)

Lot 1
(n=10)

Lo tr1 2 (n=10)

p (so val
do6i chimg)
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Tru6e udng thude 353,5+5,2 | 353+1242 354 + 105 p > 0,05
Sau udng thudc 15 ngay 357,1+80,5 | 372,6+109,1 | 3285+1156 | p>0,05
Sau udng thude 30 ngay 406 + 90,1 377,74+ 36,6 324+111,3 p > 0,05
p (test trudc- sau) p>0,05 p>0,05 p>0,05

K&t qua & bang 7 cho thay sau 15 ngay va 30
ngay udng thudc lién tuc, sé luong tiéu cdu thay

ddi khong c6 ¥ nghia & hai 16 tho tri so véi trudce
khi diing thudc va so véi 16 doi chimg (p>0,05).

Bdng 8: Anh huong clia cao qua nhau dén hematocrit cla tho

Hematocrit (%) .
. . - y 7 —, p (s0 vOl1
fhot gian Lochimgdo | 0h) | Lewi2@=10) | d6iching)
Trudc udng thude 324+19 344+17 | 348+22 p> 0,05
Sau udng thudc 15 ngay 33,8 +3.6 33.4+272 344+2.5 p> 0,05
Sau udng thuée 30 ngay 32,9432 32,4 £2.8 328+28. | p>0,05
p (test trudc- sau) p> 0,05 p > 0,05 p> 0,05

Két qua & bang 8 cho thay hematocrit thay d6i
khong ¢6 ¥ nghia ¢ hai 16 tri dung thudc 15 ngay
va 30 ngay lién so véi trude khi ding thudc va so
vét 16 doi chitng (p>0,035).

4. Ban luan
4.1.Vé tinh trang chung va trong liuong co thé

Tir nhimg két qua nghién ctru dat duge qua thuce
nghiém, chiing t6i thay sau 30 ngay udng thudc va
udng dung méi lién tuc, thd & cac 16 van an udng,
hoat dong binh thudng, 16ng muot, phan khong
thay déi va trong Iugng tho & hat 16 tri khong giam
can so vai 16 doi chimg va so véi trude khi diing
thudc. Piéu nay cho thiy thudc khong anh hudng
dén su phat trién clia tho.

4.2.Vé anh hirong trén co quan tao mdu

S6 twgng va chit lugng t€ bao mau phan anh
tinh trang ciia co quan tao mau nén moi khi ¢é tic
nhan anh hudng dén co quan do sé tao nén su thay
doi vé s6 luong va chat lugng t€ bao mau [1). Vi
vay, néu thudc ¢6 anh huong dén co quan tao mau
thi trudc hét cac thanh phan coa mau sé thay doi.

Két qua & cac bang 2 - 8 cho thay cac chi s6
nhu s& ltiegng héng cau, s6 luong tieu ciu, so luong

bach cdu, coéng thitc bach cau, huyét sac to,
hematocrit, thé tich trung binh hdéng ciu, déu
khong c6 sur thay doi & hai 16 dung thudc lién tuc
15 ngay va 30 ngay so véi 16 do1 chimg va so voi
trude khi diing thudc.

Diéu nay cho thiy cao qua nhau & lieu 6g/kg va
12g/kg cao gép 10 va 20 l4n liéu dung trén lam
sang, dung lién tuc 30 ngay khong anh huong dén
co quan tao mau. Két qua nghién citu cua ching
t6i cling tuong tir nhu két qua cua Dao Vian Phan,
Nguyén Trong Thong, diing cao rugu ré nhau licu
8g/kg lién tuc trong 30 ngay trén tho, khong lam
thay doi céc chi sd s6 lugng hong cau, sO lugng
bach cdu, cong thitc bach cau, huyét sac t6 so véi -
trudc ding thude [3].

Theo Wang MJ. va cong su (2002), qua nhau
rat it doc, dung lién tuc trong hon mét thang trén
nhiéu stic vat van chua phat hién dugc doc tinh [6].
Ciing theo cac tac gia trén (2000), thanh phan hod
hoc chinh cia gua nhau la anthraglycosid, trong dé
chil yéu la D-glucopyranosyl, D-glucopyranose va
D-gluco-pyranosid [5] déu la nhimg chat it déc.
Két qua nghién cttu chia chiing t6i phit hop véi két
qua nghién citu ciia cdc tdc gia trong va ngoai
nudc.
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PANH GIA TAC DUNG CHONG VIEM VA GIAM PAU TREN THUC NGHIEM CUA
CAC DANG BAO CHE KHAC NHAU TU CON XOA BOP

Pao Thi Vui, Neuyén Hoang Anh, Pham Ngoc Bing

Truong DH Dugc Ha nor
(Nhan bai ngay 23 thdng 10 nam 2003 )

Summary

Evaluation of Anti-inflammatory and Analgesic Effects of Different Formulations Made from a
Massage Tincture

In order to improve efficacy, safety and convenience of a massage tincture, a traditional anti-
inflammatory and analgesic prescription, various formulations have been made from it and their

effects have been evaluated experimentally using the tincture and diclofenac gel 2%, a patent
medicine of the kind, as reference preparations. The results show that fomulations of 5% propylene
glycol and emulgel are more effective ir anti-inflammation and analgesia than the tincture itself.

Key words: Massage Tincture, Formulations, Anti-inflammation, Analgesia.

Con xoa bép 12 mot ché pham ¢dé ngudn goc
duge liéu dd duoge str dung trén 1am sang vo1 muc
dich giam dau, chdng viém va la mét chuyén ludn
trong Duoc dién Viét Nam III [1]. Véi muc dich
hién dai héa céc thudc b truyén, tang cudng hiéu
lic di€u tri, dam bao an toan va thudn tién cho
nguoi str dung, ching t6i ti€én hanh nghién ciu
chuyén cdn xoa bép tir dang dich chi€t con sang
moét s dang bao ché khac. Bai bdo nay trinh bay
két qua nghién ciu tic dung giam dau va chong
viém cia cic dang bao ché do trén mé hinh thuc
nghiém giy viém béng carragenin va bang chéin
thvong thuc nghiém, ¢ so sdnh d6i chi€u voi tac
dung cia con xoa bdp va diclofenac gel 2%.

1. Nguyeén lieu va phuong phap nghién cou
[.1. Thuéc nghién cuu

Dich chié€t con xoa bop véi thanh phan cua 11

duge lidu theo cong thic I cha Duge dién Viét
Nam III gébm ma tién, huyét giac, 6 dau, long nio,

-dail hoi, mot duoge, dia lién, nhil huong, dinh

huong, qué, girng, duge chiét 2 lan bang phuong
phdp ngam lanh trong 5 ngay véi ethanol 90°. Dich
chiét con xoa bép dam diac do Cong ty Duge pham
TW TII Hai phong cung cap, dat tiéu chuan qui
dinh trong Duoc dién Viét Nam III.

- Céc dang bao ché khdc nhau clia con xoa bdp
duoc ti€n hanh duéi dang dung dich (CT1, CI2,
CT3) bang phuong phip hoa tan, dang nhii dich
(CT4, CT5) va dang emulgel (CT6) bang phuong
phéap nhil héa truc ti€p tir dich chiét con xoa bop.
Cac ta duoc str dung déu dat tiéu chuan cha DDVN
I, BP98 hoac USP 23. Thanh phan cong thitc cac
ché pham dang dung dich, nhil dich va emulgel
duge trinh bay ¢ bang 1.

Bdng 1. Cong thitc cac ché pham ciia cén xoa bop

Khéi huong (g)

Thanh phén

CTl1 CT2 CT3 CT4 CT5 CT6
Tween 80 l 3 3 3
Propylen glycol (PG) S 4 4 12
Dimethyl sulfoxid (DMSO) 1 | 1
Dau thau dau 3
Dau dau nanh 3
Isopropyl myristat (IPM) 1 1 -
Span 80 0,5 0,5 1
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Dau parafin

Vaselin

Alcol cetylic

Carbopol

NISS|S

Dich chiét con xoa bop dam
dac gdp 2 lan cong thitc duogc
dién

50

0

50 50 50 50

Ethanol 75° 49

49

45 37,5 37,5

1.2. Thuéc so sanh: Diclofenac (Voltarene gel 2%)
! 3. Plnwrong phap nghién citu
1.3.1. Tac dung chéng viém

Tic dung chéng viém cia dich chi€t con xoa
bép (CXB), cdc cong thitc chuyén dang bao ché
(CT1 — CT6) va cua Voltarene duoc danh gia trén
hal mo hinh:

- Mo hinh gay phii bang carragenin theo Winter
(1962) [6]. Phan img viém dugc hinh thanh bang

titm dung dich carragenin 1% vao gan ban chin
phai cuia chudt.

- M6 hinh gay chan thuong thuc nghiém theo
Riesterer (1970) c6 cai tién [5]. Phan (mg viém

dugc hinh thanh sau khi tha mét qua nang 100 g

roi tir do tir 6 cao 50 cm doc theo 6ng nhwa da
duge dat sat ban chan phai cua chudt,

1.3.2. Tac dung giam dau

Tac dung giam dau dugce ti€n hanh theo phuong
phap cuia Randall - Selitto [2,3, 4] trén may do dau
bang cach €p chan cia Ugo-Basile(Italia). Tha ty
cac budc nhur sau:

~  Xac dinh ngudng dau co s¢ trung binh : Do
neudng dau co s¢ 3 lan (2 1an cach nhau 1 gi¢ vao
ngay trudéc ngay thi nghiém) va | 1an vao ngay thi
nghiém khi chua dung thuéc, ro1 13y gia tri trung
binh.

— Tiém tac nhan lam tang d¢ dau la carragenin
1%, 0,1 ml vao long ban chan phai sau cho méi
chudt.

~ Boéi thude 3 14n vao cic thoi diém 1 gid trude
khi tiém carragenin, ngay sau khi tiém khi tiém
carragenin va | gi¢ sau khi tiém carragenin.

— Kiém tra lai ngudng dau cda chudt sau khi
tiém carragenin 3 gi0.

1.4. Tinh todn kér qua

Két qua dugce xir 1y theo phuong phédp thong ké
trong y, sinh hoc.

- Tac dung chéng viém dugc xdc dinh bang do.phu
va phdn tram c ché€ phil 6 16 thir so vdi 16 doi
chimg.

Ve - Vi <100
Ve

Trong d6, Vc la trung binh do tang thé tich
chan & 16 chimg, Vt 1a trung binh dé tang thé tich
chan o 16 thu.

- Tac dung giam dau dugc xdac dinh bang phéan
tram do giam ngudng dau so vdi ngudng dau co sO
va phan tram tang ngudng dau ctia 16 thir so v4i 16
doi ching. |

1% =

Phéan tram tang ngudng dau & 16 thir so v6i doi
chimg dugc tinh theo cdng thic

%ND d6i ching - % ND thir

% ND d6i chimg

Trong d6, % NP (ngudng dau) doi chimg la
phédn tram d6 gidm ngudng dau trung binh & 16 d6i
chimg, %ND thir ia phan tram do giam ngudng dau
trung binh & 16 thu.

2. Két qua va ban luan
2.1. Tdc dung chong viém
2.1.1. Mo hinh gay viém béang carragenin

Téic dung chdng viém cuia con xoa bdp va cac
thudc chuyén dang bao ché€ ctia né dugce trinh bay
¢ bang 2.

Bdng 2. Anh hudng clia cdc cong thiic bao ché tir con xoa bép dén do phit chan chu6t gay bi carragenin
Nhém thuée Do phit chan chudt | % tc ché phu so vai P
doi ching
Nhém déi chimg (con 75°) n=7 0.89 + 0,024
Con xoa bap n=7 0,754+ 0,040 1541 <0.001%
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CT1 (Tween 5%) n=7 0,721+ 0,039 19,09 <0,05%; >0,05%*
CT2 (DMSO‘ 1%) n=7 0,82110,047 7,88 >0,05%; >0,05**
CT3 (PG5% ) n=7 0.604+0,029 32,23 <0,001%*; <0,01%*
CT4 (nhi tuong dau thau dau) n=7 0,686+0,040 23,10 <0,001%*; >0,05%*
CTS5 (nhii trong dau dau nanh) n=7 0,707+0,055 20,69 <0,01%*; >0,05%*
CT6 (emulgel) n=7 0,6751+0,036 24.30 <0,001%*; >0,05%*
Voltarene n=7 0,333,047 62,67 <(,001*; <0,001**

(*) P so véi chimg; (**) P so v6i con xoa bdp.
2.1.2. M6 hinh gﬁy chan thuong thirc nghiém

Bang 3: Anh hu-::fng cua cdc cong thiic bio ché tir con xoa bop dén do phit chan chudt gay bcn chan
| thuong thuc nghiém

-.. Nhom thudc D6 phit chan chudt % tc ché phil so P
. véi dBi ching |

Nhém déi chimg (c6n 75°) 0,32 £ 0,030
Cén xoa bép 0,16 £ 0,029 50.0 <0,001*
CT1(Tween 5%) 0,189 + 0,034 41,07 <0,01%*; >0,05%*
CT2{DMS0O 1%) 0,226 + 0,025 29,46 <(0,05%; >0,05%*
CT3 (PG5% ) 0,843 + 0,019 73,066 <(0,001%; <0,05%*
CT4 (nhii tuong dau thau dau}) 0,163 £ 0,039 49.11 <(0,01%*: >0,05%*
CT5 (nhii twong dau dau nanh) 0,224 1+ 0,028 29,91 <0,05%; >0,05**
CT6 (emulgel) 0.072 + 0.038 77,60 <0,001%; <0,05**
Voltarene 0,041 £ 0.03 87,05 <0,001%*; <0,0]**

(*) P so voi c'h-[i‘ng; (**) P so véi con xoa bop.

Ban luan :

Két qua thu dugc cho thay 6 ca 2 mé hinh, cic
cong thic bao ché déu cd tic dung gay phu va
chong viém 10 rét. C6 su twong img vé hiéu qua
chong viém clia cac cong thirc bao ché gilta 2 mo

hinh;

. Mo hinh carragenin: Tdc dung cua voltagen >
PG 5% >emulgel > nhii dich dau thau dau

M6 hinh chan thuong thuc nghiém: Tac dung
clia voltagen > emulgel > PG5% > nhii dich dau
thadu dau. Giita PG5% va emulgel cho két qua
chéng viém tuong duong nhau( P>0,05).Tuy nhién,

mo hinh gay phu bang chin thuong thuc nghiém

¢6 wu diém hon 13 né tao do phi 6n dinh va mtc
do phii vira phai (25%) tsdnh duoc muc do phu qua
manh, doi khi khong héi phuc cua carragenin, Hon
nita, mo hinh nay gan véi thure t€ hon (vi thude con
xoa bép chu yéu ding dé giam dau chéng viém,.
stng do chdn thuong).

2.2. Tdc dung giam dau

Tir két qua thu duge & phan nghién citu tac dung
chéng viém , ching t6i chon 2 cong thic dai dién
cho 2 dang bao ché ¢6 tic dung t6t nhat 1a PG5%
vi emulgel dé ti€p tuc nghién citu tic dung giam
dau. Két qua dugc trinh bay ¢ bang 4.

Bdng 4: Tic dung giam dau cuta cdc cong thirc bao ch€ tir con xoa bop

Lo Ngudng dau giam so | % tang ngudng daunso | P
vGi ban dau vdi doi chitng
D6i chitng (c6n 75°) n=8 50,49+15.63
Con x0a bép n=9 20,631 6,41 59.15 <0,001*
PG 5% n=8 12,414+ 2,95 75,43 <0,001*; <0,01
Emulgel n=9 11,18+ 3,24 77,86 <0,001%*; <0,001**
Voltarene n=8 (-)55,33+17,08 209,59 < 0,001%*; <0,00]%*

(-) Tang ngudng dau so vdi ban ddu. * P so v6i d6i chiing; *¥P so vGi con xoa bop.
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Thong thuong, moét thude duge coi la co tac
dung giam dau khi né lam tang ngudng dau so vol
ngudng dau ban dau hoac lam tidng ngudng dau so
véi 16 d6i chitng. Con xoa bép va cdc ché pham tir
né tuy lam giam ngudng dau so véi ban dau nhimng
déu lam tang ngudng dau so véi 16 d6i chimg. Nhu
vay, cdc thudc nay déu c6 tdc dung giam dau,
nhung tic dung giam dau cua no yé€u hon tac dung
oay ting dau cua carragenin.

Cac cong thic chuyén dang bao ché PG5% va
emulgel ¢6 tic dung giam dau manh hon con xoa
bdp (P<0,01).

Riéng voltarene khong lam giam ngudng dau
ma con ¢6 tic dung ting ngudng dau so VoI
ngudng dau co s ban dau. Diéu ndy ching to tic
dung giam dau cia voltarene manh hon tac dung
giy dau cua carragenin.

3. Két luan
Chiing toi da ap dung thanh cong 2 mo hinh

gay viém thuc nghiém va mé hinh giam dau dé
danh gid hiéu lyc chéng viém, giam dau tai chod
clia cidc cong thitc bao ché cai ti€n tir con xoa bdp
nhuy moé hinh giy phit bang carragenin 1%, mo
hinh gay pht chan thuong thuc hghiém va mé hinh
giam dau bang ép chan chugt. Cac moé hinh nay
thich hgp cho viéc nghién cifu cdc ch€ pham dong
dugc ¢é nhiéu thanh phan phic tap, kho danh gia
sinh kha dung in vitro.

— Trong 2 mo6 hinh géy viém, mo hinh chén
thuong thuc nghiém cho két qua t6t hon vé hi€u
lirc diéu tri va phu hop vdi tdc dung diéu tri clia
thudc.

— D3 am dugc 2 cong thitc thude cd hié€u luc
ch6ng viem va gidm dau manh hon ch& pham con
xoa bop thudng dung la emulgel va PG 5%. Ching
toi du ki€n dung cic cong thic bao ché nay dong
tht cai tién d6 bao géi thuan tién cho ngudi sir
dung dé thay thé€ cho dang con xoa bép c6 truyén.
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NGHIEN CUU ANH HUONG CUA MACROTERMES ANADELEI VA POLYRACHIS
DIVES LEN QUA TRINH HOC VA NHO

Nguyen Thi Van Thai
Bénh Vién Y hoc cé truyén trung uong
(Nhan bai ngay 28 théing 5 nam 2003)

Summary

Effects of Macrotermes anadelei and Polyrachis dives on Process of Learning and
Memorization

Water extracts of Macrotermes anadelei and Polyrachis dives were shown lo improve
memorization power of experimental rats in one trial learning avoidance test, and mice in Morris

Water Maze.

Key word: Macrotermes anadelei, Polyrachis dives, Learning, Memorization.
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I. Dat van de

Tir xa xwua, con tring da dugc st dung nhi€u
trong van hod am thuc va trong y, hoc ¢ truyén.
Tac dung kién luc, trang duong cua kién gai den
(hac ma nghi) va cita moéi (bach nghi né) da dugc
ghi nhan trong Nam dugc than hiéu va Linh nam

ban thao [9,10]. D€ gép phan ching minh co s -

khoa hoc cua kinh nghiém dan gian sir dung c6n
trung va sinh pham cha ching, chting t6i tién hanh
nghién citu tic dung tang cudng tri nhd cua kién
(Polyrachis dives) vA moi (Macrotermes anadeler)
trén dong vat thi nghiém.

I1. Duoc liéu, doi tuong va phuong phap nghién
cl

2.1. Duoc liéu

- Kién, méi duoc nghién nho trong nude theo ty
l€ 1:1 (1gam trong 1ml). Chudt duge diéu trj lién
tuc trong 21 ngay véi liéu 10g/kg (O, 2ml/chu-i‘;t
nhat/ngay- lml/chudt cong/ngay)

2.2. Dong vat thi nghiém

+ Chuot cong trang truong thanh (13 tuan), cé
trong luvong trung binh 100 - 110 g, phdt trién sinh
1y binh thuong, khong phan bigt dyc cal.

+ Chuot nhat trang (7 tudn tudi) phat trién sinh 1y
binh thuong, khéng phan biét duc, cdi, c6 trong
luwong trung binh tir 18 dén 20 gam.

Dong vat thi nghiém dugc chia ngau nhién
thanh 4 16 : 3 10 dugc udng cic dich nghién méi,
iring  kién voi  lieu 10g/kg, Ginkgo biloba
(40mg/kg) va 1 16 dai ching uéng cung mot thé
tich nuée 0,2mli/chudt nhat; Iml/chudt céng.

- Chuot thi nghiém dugc nuéi dudng trong dicu
kién day du thirc an, nudc udng va chiéu sang chu
ky 12h sdng / 12h toi.

2.3. Plutong phdp nghién ciu

*Tranh thu dong mot lan (one tnial learning
avoidance test) dd duogc nhiéu tac gia [4, 5, 11, 12]
sir dung trong nghién citu danh gid taic dung cua
thude thir 1én qua trinh hoc va nhé. Tac dung tang
cudng tri nhé cua thudc nghién ciru duge dénh gia
bang mic chénh léch (%) cla thdi gian lwu lat
buéng sing hay con goi 13 thoi gian dap tat phan
Xa “sg t8i” so vdi 16 doi chimg.

*Thoi gian tiém tang (TGTT) phan xa tim phao
ctru ho theo moé hinh chuot boi Morris [7] duge sir
dung dé ddnh gia qua trinh hoc va nhé cla dong
vat thi nghiém. Tac dung cua thuéc nghién ciu 1én
qua trinh hoc va nhd dugc tinh bang ty 1€ % thoi

gian tim thay phao ctru ho ctiia déng vat thi nghiém
so vdi thoi diém xuét phat. Danh gid tic dung ting
cudng tri nhé cua thude thlr bang cach so sinh sur
riit ngan ty 1& (%) thoi gian tiém tang cla phan xa
1an tranh stress boi mrdc giita cdc 16 nghién cifu va
doi chimg. Theo d6i chudt boi trong 9 ngay lién
tiép. |

- Test huin luyén duge tién hanh theo cac budc
nhu sau:

+ Tranh thu dong: Dat timg chudt vao budng
duogc chi€u sdang bang béng dién 100W. Theo théi
quen tu nhién, chudt chui ngay qua 16 nho sang
buong t6i (da cai dat san dong dién 0,8mA), bi
dién giat va ngay lap titc phai quay tr¢ lai budng
sing cing v6i su ghi nhé moi nguy hiém (shock
dién) tai budng tdi. Céc test ki€m tra tri nhé cua
chuot duoce ti€n hanh vao cac thoi diém: 1, 3, 7, 14,
21 nghy sau test hudn luyén. Test kiém tra dugc
ti€n hanh tuvong tur test huan luyén chi khac Ia
budng téi khong c¢d kich thich dién. Va chudt sé

“luu lai budng sdng vi nhé méi nguy hi€ém trong

bubng 161 Test ki€m tra két thic khi chudt chay
sang budng t6i hoic luu lat budng sing trén 200
gidy. Chi s6 nghién ciru la thoi gian chuot luu lai
budng sang (TGLLBS) cha céac 16 thi nghi¢m.

+ “Bé boi” 1a chau nhua c6 dudng kinh 70 cm,
v6i muc nudc sau 13 cm cd nhiét do o6n dinh
(25°C) trong suét thdi gian thi nghiém. BE boi dugc
ké san dudng phan chia thanh 4 phan bang nhau va
phao citu ho (platfom) dugc dat tai mot goc o
dinh cao hon mit nuéc I cm. Tha chudt vao bé boi
tir 4 diém xuat phdt khdc nhau, Thoi gian tiém tang
(giay) dé hinh thanh, cling ¢@ phan xa dugc tinh tir
thoi diém xuat phat cho t6i khi chuot bai t6i phao
ctru ho dé 1an tranh viéc boi nude. Thoi gian boi toi
da ciia moéi chudt trong 1 lan thi nghiém la 60 giay,
moi 1an boi cach nhau 5 phit.

- Cac s0 liéu két qua thi nghiém dugc xu ly
theo phuong phap thong ké y sinh hoc.

- Cong viéc nghién citu duoce ti€n hanh tai bénh
vien Y hoc co truyén trung uong.
I11. Két qua nghién ciru va ban luan

3.1. Thi nghiém tranh thu déng mot lan

Két qua kiém tra sau 24 gio (sau test huin
luyén) cho thay thoi gian luu lai budng sang cua

cic 10 nghién ctu trong khoang 187-195 (sec.), 16
doi chitng thap hon (159 sec.).
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Bang 1. Thoi gian (giay) dap tat phan xa “sg t6i” cla chuét c6ng tring

oau luyen | Kin(gity) | M6i(giay) | G.biloba (giay) | D6 ching (giay) p
24h.(1) 187.65+ 12.42 | 189.23+10.91 | 195.05+4.87 | 159.78 + 18.27

100% 100% 100% 100%
72h.(2) 180.14 £ 19.82 | 185.65+13.25 | 192.50+7.42 | 146.57+21.41 | a-b-¢>0,05
(2)/(1).% 95.99% 98.11% 08.69% 91.73 % |
1t.(3) 159.83 +£24.71 | 163.33+£23.51 | 175.50+2843 | 114.33+12.82 a-d <0,05
D% 85.17%* 86.31% * 89.97%* 71.55%**
2t.(4) 100.65 +26.58 | 124.16 £19.34 | 142.50+27.51 | 76.19 +13.17 b-d <0,053
(DHI(1).% 53.849%* 65.61%** 73.06% ** 47.68%**
3L.(5) 81.82+13.89 | 89.35+15.64 | 98.7419.82 3825+568 | a-b-c>0,05
(5)/(1).% 43.60%** 47.229%* 50.60%%* 23.94%%

Ghi cha: p[(5), (4), (3), (2)-(1)] *<0.05 ; **<0.001

Thoi gian luu lai budng sdng giam dén sau test
huin luyén: tai thoi diém 3 ngay thoi gian liu lai
budng sdng (TGLLBS) ctia chuét thi nghiém gidm
chua dat y nghia thong ké. Bay ngay (11.) sau test
huan luyén TGLLBS hay con goi 1a thdi gian dap
tat phan xa “sg 161" cua chudt thi nghiém giam
ding ké & tat ca cdc 16 nghién citu (85%-89%),
giam nhiéu nhat & 16 d6i chimg con 71.55%
(P<0.001). Su khic biét cia téc do dap tat phan xa
gilta cdc 16 nghién citu c6 thé nhan thdy & ngdy thit
14(2t.) sau test huan luyén: L6 chudt thi nghiém
dugc uéng dich nghién toan phén ki€n gidm con
53.84% thap hon so véi moi (65.61%) va G. biloba
(73.06%}), song cao hon 16 d6i chimg udng nudc
(47.68%). Su chénh léch nay thé hién 13 hon sau 3
tuan (3t.) ké tir khi thuc hién test huan luyén.

So v6i thoi diém 24 gi¥ sau test husn luyen,
TGLLBS cua 16 déi chimg giam con 23.94%, 16 G.
biloba giam con mot nira (50.60%). Thoi gian L

lai budng sdng cha 16 chudt uéng kién giam con
43.60% va 16 chudt duoc nhan dich nghién méi
47.22% véi P<0.001, kém khong ddng ké so v6i G,
biloba (xem bang va biéu do).

Nhuir vay, dich nghién toan phian kién, moi thé
hién 13 tdc dung tang cudng tri nhé trén chudt thi
nghiém thir test mot lan gay phan xa “so 161" thu
dong. Tai cac thai diém kiém tra tri nhé (1, 3, 7,
14, 21 ngay sau test huan hiyén) cho thay tac
dung tang cuong tri nhd cha kién, modi tuong
duong v6i G. biloba [4]; [5]; 11 1; [12].

3.2. Thi nghiém hoc boi “Mé cung Morris”

Tac dung tang cudng tri nhd cia thudc thir
dugc danh gid bang muc rit ngan hon thoi gian
tim thay phao ctru ho cua 16 chuot thir thudc so véi
i6 do1 chimg thong qua ty 1é (%) cua ty sO giira
TGTT tai thoi diém nghién tu so véi ngudng
xudt phét (100%). Két qua duoc trinh bay nhu sau:

Bdng I: Thoi gian boi 161 phao citu ho tai cdc thoi diém nghién citu so v61 ngudng xuit phat (%)

L6 thinghiém |- Kién (a) Méi (b) G. biloba (c) | Do6i ching (d) P
Trude thi | 40,54 + 5,92 39,33 + 6,14 41,79 + 9,08 40,25 + 8,78
nghiém 100% 100% 100% 100%
Ngay thir 1 49 48%* 51.74% 43.02% 73.63 a-d < 0,05
Ngay thi 2 37.35% 29.14% 30.58* 57.36 b-d< 0,05
Ngay thir 3 27.15% 27.02%* 19.48% 51.77 c-d < 0,05 |
| Ngay thit 4 18.96%* 15.58%*% 1 8.86%* 45.66 a-b-¢ >0,05
Ngay tha 5 16.36%* 11.13%* 13.17%* 34.08 a-b-c >0.,05
Ngay thit 6 10.53%+ 10.29%* 7.96%* 28.67 a-b-c >0,05
Ngay thit 7 8.11%* 6.99%* 6.86%* 24.74 a-b-¢ >0,05
Ngay thit 8 T.0]** 6, 30%* 6.01%** 18.10 a-b-¢ >0.05
Ngay tha 9 6.80%* 5.12%* 4.6]%* 14.31 a-b-c >(},05
Sau thi nghiém 25.67 16.98 14.57 27.03

Ghi chi: P (2):(3);(4)/(1)<0.05%, <0.00] **
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Thési gian boi dén phao citu ho trong khoang 30
— 50 gidy & thdi diém ban dau, sau 9 ngay thi
nghiém rit ngén con 5-7 gidy & 16 d6i chimg va
van con cao hon cdc 16 diéu tri thudc nghién ciru
(1,5-3 giay). Ty l¢ rit ngan thoi gian céc 16 thi
nghiém: Lo kién dat 6,89% thdp hon 1o d6i
chitng(14,31%), song con cao so véi 10 G. biloba
(4,16%) v méi(5,12%). Thai gian ti€m tang cua
tit ca cdc 16 nghién citu déu ting & thoi diém sau
khi ngimg thi nghiém 72 gi® (xem bang). Két qua
kiém tra tri nhd& sau khi ngimg thi nghiém cho
thay toc do dap tat phan xa cua 16 diéu tri G.
biloba, moi cham hon so vdi 16 d6i chimg va 16
duoc ubng dich nghién kién. Két qua thi nghi¢m

“ %

clia ching t6i phi hop v6i quan di€ém cho ring
phén xa cang bén vimg, cang khé dap tat (Kogan,
1960). Song thi nghiém cdn dugc nhac lai va chinh
két qua thi nghiém nay la goi ¥ cho nghién ciu
ti€p theo vé sur két hop gita kién va moi. Theo y
hoc ¢ truyén, kién ¢6 vi man, cay va hoi doc, ¢
tic dung thanh nhiét, gidi doc, ti€u thiing, dugc
diing trong diéu tri ran cin, mun nhot sung dau...
Trimg kién hoi d6c nhumg duge diing dé b6 khi lyc
lam cho song lau tré dep [8], [9]. Hién nay, 6 mot
s6 nudc, da sit dung trimg ki€n trong diéu tri
chimg suy giam sinh duc clia nam gidi. Ngoai ra,
ki€n con c6 thé két hop véi mot s rau qua khic
lam mon an bé dudng va chifa bénh nhu: kién den
xao mudp dang hoac ngam dau tri chimg viém
khép phong té thap, tang cudng co nang, kéo dai
tudi tho, chifa viém gan man tinh [3]...Ki€n va méi
c6 gid tri dinh dudng cao: Albumin 40-67%, 28
loai acid g6c amin tu do va ¢ 8 loai acid amin
khong thay thé rét can thiét cho co the [1], [2]. Két
qua x4c dinh thanh phdn hod hoc [8] cho thay:
trong lkg trimg

kién chia 235.72mg Zn va 1052.64mg Fe, con
trong 1 kg méi ¢ 190.60mg Zn va 1490.80mg
Fe,.). V6i tdng s6 46.89g% (irimg kién) va
46,818% (mé&i) ham lugng acid amin toan phan la
nhitng yéu t6 gitp cho chiing ta cang hiéu thém 1y
do tai sao tir Xxa xwa ong cha ta di sir dung con
tring va sinh phim cdla chiing trong am thuc va
trong y hoc.

Két luan

1. O liéu 10g/kg, dich nghién toan phan tring kién
thé hién 16 tdc dung ting cudng tri nhd trén dong
vat thi nghiém, gay ting cé y nghia thdng ké thoi
gian dap tat phan xa “sg t6i” so véi 16 d6i chimg
uéng nudc. Sau test hudn luyén 21 ngay, thoi gian
luu lai budng sdng cua 16 chudt duge udng dich
nghién Macrotermes anadelei gidm con 47.22%, O
16 chudt uéng hdn dich Polyrachis dives la
43.60%, thap hon khong déng ké so véi G. biloba
(50.60%).

2. Két qua thi nghiém boi Morris trén chudt nhat
tring cho thay rd tdc dung thiic ddy qud trinh hoc
va nhé cha dich nghién toan phan Macrotermes
anadelei va Polyrachis dives & liéu 10 g/kg. O lan
boi thit 9, so véi thoi diém xudt phat, thoi gian boi
dén phao ciu ho cia 16 chudt dugc udng dich
nghién ki€n gidm xuéng con 6.89%, ¢ 16 chudt
uéng méi cdon 5.12%, xdp x1 10 chudt udng G.
biloba (4.61%) trong khi & 10 chuot déi chimg la
14.31%. ’

Loi cdm on: Xin tran trong cdm on sif ho trg kinh
phi ciia chuong trinh “Nhitmg van dé nghién ctu
cd ban trong khoa hoc su song”.

Tai liéu tham khao

1). V& Van Chi, Tir dién Dong vat va khoang vat 1am thudc & Viét Nam, NXB Y hoc, 1997; 2). Do Tat Lot, Cay
thudc, vi thude Viét Nam, NXB Y hoc, 2000; 3). Do Hiép, Chira bénh biang thic an dan gian. Thic dn den chira
bénh.Nha xudt ban thanh nién-1998; 4). Trdn Luu Van Hien, Nguyén Thi Van Thdi, Trinh Hiu Hang, Tap chi
nghién citu y dugc hoc ¢d truyén, s6 6, 2001, tr.33-36; 5). Ngo ing Long, Nguyén Khac Vién, Tap chi dugc hoc
1995, S6 1, tr.17-20; 6). Nguyén Thi Van Thai, Tap chi sinh Iy hoc Viét Nam, 2001, 5(2), 52-39; 7). Nguyén Thi
Van Thii. M4 hinh chuét boi Morris (MWM)trong nghién cifu tic dung tdng cuong tri nhd ctia thuéc y hoc ¢o
truyén. Ky yéu cong trinh NCKH nam 2001-2002, B¢ Y T€, Vién Y hoc cd truyén Viét Nam, Ha Néi, tr.709-713;
8). Nguyén Thi Van Théi. Xéc dinh ham lugng aminoacid, hormon sinh duc va nguyén t6 vi lugng trong co thé con
tring. Nhitng vén dé nghién cttu co ban trong khoa hoc sur sdng. NXB Khoa hoc va k¥ thuat. Ha No1, 2003.tr. 509-
510 ; 9). Nguyén B4, Tinh Nam dugc than hiéu, Vién nghién ciu dong y 1987; 10). Le hitu Trac, Linh nam ban
thao, Vién nghién citu dong y,1987; 11). Trén Yén, Tac dung tang cudng tri nho cua cao ré dinh lang trén déng vat
sau scopolamin va sau shock dién. Hoéi nghi khoa hoc Hoc vién quan y, 1992, tr.35-40; 12). H. Ohta, H. Watanabe,
K. Matsumoto, 1993, Phytotherapy, 7, 42-52.
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THONG BAO - TRAO POI

KIEM NGHIEM VI THUOC HOANG TINH BANG PHUONG PHAP HIEN VI

Nguyén Viét Thdn - Truong dai hoc Duoc Ha Noi
Nguyén Thi Chung - Cong ty duoc liéu Trung wong [

1. Pat van de

Vi thuée hoang tinh & nuée ta hién nay duge
thu hdi tir loai hoang tinh hoa do (Polygonatun
kingianum Coll. et Hemsl) va hoang tinh nhiéu
hoa (Polygonatum cyrtonema Hua.), ho Thién mon
(Asparagaceae),

Céc loai hoang tinh moc hoang & nhimg rimg
am mién Bac vd mot s6 viing nii mién Trung.
Duwge liéu la than ré dd ch€ bién, ¢6 mau den,
mém, dé bi bién dang, nham lan véi thuc dia va bi
giad mao. D€ gép phéan tranh nhimg khiém khuyét
do, chiing toi tién hanh nghién ciu vé mat hinh
thdi va xay dung tiéu chuan ki€ém nghiém vi hoang
tinh bing phuong phdp hién vi.

2. Phuong phap nghién ciru
2.1. Nguyén liéu

Céc loai hoang tinh thu hii & huyén Sa Pa, tinh
Lao Cai va huyén Tua Chua, tinh Lai Chau.

2.2. Phuwong tién va phitong phap nghién ciu

Trong qué trinh nghién citu st dung kinh hién
vi chup anh Paralux. Pac diém bot than ré duoc
chup qua kinh hién vi bang camera k¥ thuét s&, cdc
két qua dugc xir ly bang phan mém Corel
photopaint-10.

3. Thuc nghiém va két qua nghién citu
3.1. Ddc diém thice var cdy hoang tinh

Polygonatum kingianum Coll. et Hemsl. -
Hoang tinh hoa do, hoang tinh 14 moc vong, cl
com nép. Cay co, song lau nam, cao 1 - 1,2m.
Than ré map, mau tring nga, chia doét. La hep,
khong cuéng, moc vong 5-10 1a, dau 14 ¢é miii
nhon dai, quan lai. Hoa mau do, moc ru xudng ¢
ké 14, moéi cudng mang 2 hoa. Qua mong, hinh tréi
xoan, mau xanh tim (anh 1).

Polygonatum cyrtonema Hua. - Hoang tinh

(Nhan bai ngay 14 thing 2 nam 2003)

nhiéu hoa, hoang tinh & moc céch, hoang tinh
dang gimg. Cay c¢o, song lau ndm. Than ré mép,
moc ngang, chia thanh nhimg dong trén co seo to,
[6m sau. Than ddng, nhan, cao khoang Im. La
khong cudng, moc so le, hinh tring hoac trai xoan.
Hoa trang, hinh chuong, moc ¢ k& 14. Qua mong,
hinh cau, khi chin mau tim den (anh 2).

Than ré hoang tinh cé thé dugc ché bi€n theo
nhiéu cdch khic nhau:

- Than ré cit bo ré con, rira sach U mém, thai phién
day, phot hoac say kho, duge goi la hoang tinh.

- Than ré rira sach, tron vdi rugu, cho vao thing
day ndp, dun céch thuy dé dugc liéu hiit hét ruou,
|4y ra cit 14t day, phoi kho, 1a tiru hoang tinh.

- Than ré rira sach thém nuéce, dun can, dem phoi;
lam nhur vay nhiéu lan dén khi ré mém, mat ngoai
va trong c6 mau den, la thuc hoang tinh (anh 3).

3.2. Ddc diém bor duoc liéu

Duogc liéu hoang tinh ¢6 d6 am cao, khi nghién
nat tao thanh khéi vén, 1én kinh trong nude, soi
dudi kinh hién vi thay nhitng ménh biéu bi day (1),
manh mé mém thanh moéng (2) ¢6 thé mang nhimng
t& bao 16n chia bo tinh thé calci oxalat hinh kim,
manh mach xoan riéng 1é¢ hay két véi nhau thanh
dam (3), nhiéu tinh thé calci oxalat hinh kim dai
0,1-0,2mm x€p thanh bé hay rai rac (4) (anh 4).
Bot cta loai hoang tinh hoa d6 va hoang tinh nhiéu
hoa déu co cac diac diém nay.

4. Ghi chu

4.1. Tén goi cua cac loai hoang tinh 0 mot s6 tai
liéu chira thong nhit:

- Dugc dién Viét Nam xuat ban lan thir ba quy
dinh vi thudc hoang tinh (Rhizoma Polygonati) la
than ré phoi hay sdy khé cla cay dién hoang tinh
(Polygonatum kingianum Coll. et Hemsl.),
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Anh 3. Vi thude hoang tinh (thuc hoang tinh)

dAnhl. Cay hoang tinh Polvgonatum kingianim

O.1lmm
0.1lmm 3 |
———— - X |

Anh 4. Mot s6 dac diém clia bot hoang tinh
I. Manh biéu bi, 2. Manh mo6 mém, 3. Manh mach, 4. Tinh thé calci oxalat



cay hoang tinh (Polygonatum sibiricum Red.), cay
hodng tinh nhiéu hoa (Polygonatum cyrtonema
Hua.). Dua vao hinh dang cha than ré, ngudi ta con
phan bi¢t dai hoang tinh, hoang tinh dau ga, hoang
- tinh dang gimg [1]. |

- Theo mét s6 tai lieu Trung Quéc, lohi
Polygonatum kingianum Coll. et Hemsl. dugc goi
la dai hoang tinh, loai Polygonatum sibiricum Red.
la hoang tinh dau ga, loai Polygonatum cyrtonema
Hua. a4 hoang tinh dang gimg [4].

4.2. O Trung Quéc, than ré lay tir nhiéu loai trong
cht Polygonatum ciing duge goi 1a hoang tinh.

Polygonatum cirrhifolium (Wall.) Royle - Quyén
diép hoang tinh.

Polygonatum hookeri Baker - Don hoa hoang tinh.

Polygonarum involucratum Maxim. - Nhj bao

hoang tinh.

Polygonatum megaphyllum P.Y.Li. - Dai bao
hoang tinh.

Polygonatum oppositifolium (Wall.) Royle - Ddi
diép hoang tinh.

Polygonatunt punctatum Royle ex Kunth - Diém
hoa hoang tinh.

Polygonatum zanlanscianense Pamp. - H6 Bic

hoang tinh.

Cac loat Polygonatum cirrhifolium (Wall.)
Royle; Polygonanim zanlanscianense  Pamp.
thudng duge diing dé gia mao, thay thé hoang tinh

[3].

4.3. Khéng nham hoang tinh véi ¢l dong van duoc
ludc, ban dé in. -

Tai liéu tham khao

1). Dugc dién Viét Nam Lan xuat ban thi ba - NXB Y hoc 2002 tr. 376-377: 2). D6 Tt Loi - Nhitng cay thuodc
va vi thuGe Viét Nam NXB Y hoc 2001. tr. 841-843; 3). Trung Quéc cao ding thuc vat dé giam Tap V - NXB
Khoa hoc 1976. tr. 504-509; 4). Trung Quéc trung dugc tai chan nguy kiém biét dé sach. NXB Khoa hoc k¥ thuat

Quang Dong 2-1995. Tap 2 tr. 233-235.

THANH PHAN HOA HOC CUA TINH DAU QUYT RUNG THU & ME LINH, VINH PHUC

Tran Huy Thdi, Trin Minh Hoi,

Nguyén Quang Hung, Vii Thi My, Nguyén Thi Hién

1. Mo dau

Chi quyt nmg (Aralantia Correa) thudc ho Cam
(Rutaceae), ¢é 8 loai theo Pham Hoang Ho [1].
Loai quyt rimg (Atalantia roxburghiana Hook. f.)
phan b6 & mot s6 tinh mién Trung, mién Béc Viét
Nam va ¢ ban dao Malaysia, An Po.. Qua va ld cua
loai nay dugc diing chita mot s bénh nhu ho, viém
dudng ho hap, ré nau nude ubéng ditng cho phu nit
sau khi sinh [2]. Tuy vay, dén nay chua cé cong
trinh n&o ¢ trong nudc nghién citu vé thanh phin
hoa hoc ciling nhu tinh dau cia cay. Trong bai bdo
nay, ching toi trinh bay vé thanh phan ho4 hoc cla
tinh dau thu tir 14 va qua cay quyt rimg thu & Ngoc
Thanh, Mé Linh, Vinh Phuic.

2. Doi tuong va phuong phdp nghién ciu

Vién Sinh thai va Tai nguyén sinh vt
(Nhan bai ngay 18 thing 8 nam 2003)

Dao1 tuong 1a loai quyt rimg (nhir da néu) thu hai
vao thang 3/2003 . Tiéu ban dugc xac dinh va lwu
gilr ¢ Vién Sinh thai va Tai nguyén sinh vat. Ham
lugng tinh dau dugc xdc dinh bang phuong phip
chung cat 161 cudn theo hoi nude ¢é héi luu rong
thi€t bi Clevenger. Dinh tinh va dinh lugng céc
thanh phan hdéa hoc cua tinh ddu bang phuong
phap sac ky khi-khoi pho (GC/MS) [4,5]. Tinh dau
duoc lam khan bang Na,SO,, dé trong ti lanh O
nhiét do < 5"C. Thiét bi: GC-MSD: Sic ky khi HP
6890 ghép ndi voi Mass Selective Detector Agilent
5973. Cot HP-5MS ¢6 kich thude 0,25um x 30m x

0,25mm va HP-1 ¢6 kich thuée 0,25um x 30m x
0,32mm. Chuong trinh nhiét dé véi diéu kién 60°C
(2 min) tang nhiét d6 4"/min cho dén 220°C, sau dé
lai tang nhiét d6 20"/min cho dén 260"C. Khi mang
He. Cac hop chat cua tinh dau duge tra citu trong
thir vién kh6i phé: NIST 98.
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3. Két qua nghién cttu va thao luin
3.1. Pdc diém sinh hoc

Quyt rimg la cay gd nho cao dén 10m, ¢ it gat
hay khong gai. L4 hinh bau duc, dai 9-15c¢m, rong
3.5-5cm, nhdn, ¢é miii nhon & ddu, gan noi 1é 3 ca
hai mat, ¢6 tuyén trong md. Hoa moc thanh chim
dai 4cm. Qua hinh cau giong nhu qua quat, dudng
kinh 1-2,5 cm. Mua hoa: thing 4, mia qua: thing
6-8. Cay thudng gip & cdc doi troc, bia rimg 6 céc

tinh Bic va Trung bd nhu Vinh Phic, Pha Tho,
Hoa Binh, Ninh Binh, Ha Tinh....

3.2. Bdc diém hod hoc

Ham luong tinh dau tir 14 va qua quyt rimg theo
nguyén liéu kho kikong khi dat 0,09%. Tinh dau la
chit 16ng mau vang nhat, nhe hon nudc, ¢6 muu
thom héc. Bang phuong phdp sic ki khi -kh6i pho,
chiing 161 da xdc dinh duge 30 hgp chat ¢o trong
tinh dau (bang 1).

Bdng 1: Thanh phdn hod hoc cta tinh dau tir 14 va qua quyt rimg thu ¢ Mé Linh, Vinh Phiic

So | Hop chat Tylée % | S6 TT | Hop chat Tylé %
TT

1 cis-3 hexenol 0,20 16 1.3, 8-para-menthatrien 0,23
2 i-hexanol 0,27 17 terpinen 4-ol 0,52
3 thujen 2,10 I8 safrol 0,46
4 ¢-pinen 4,12 19 3-caryophylen 1,11
5 sabinen 0,54 20 o-humulen 0,24
6 B-pinen 4,59 21 germacren D 2,30
7 myrcen 1,68 22 bicyclo germacren 2,0
8 a-terpinen 1,68 23 a-farnesen 0,47
9 para cymen 13,37 24 d-cadinen 0,20
10 limonen 4,58 25 d-nerolidol 0,66
11 cis-ocimen 0,15 26 spathalenol 2,03
12 trans-f3-ocimen 4,38 27 Cﬂ[’}’ﬂph}’llﬂﬂ 4t 0,37
13 | y-terpinen 40,63 | 28 B-cubelen 0,51
14 | terpinolen 2,36 29 cyclotrisiloxane,hexamethyl | 0,01
15 linalool 2.58 30 isospathulenol 0,23

Két luan:

- Ham lugng tinh ddu tir 14 va qua cua loai quyt

rimg (Atalantia roxburghiana Hook. £.) dat 0,09%
theo nguyén liéu kho khong khi.

-"30 hop chat trong tinh dau da dugc xac dinh,
thanh phdn chinh trong tinh du gom céc hgp chat
nhu para-cymen (13,37%), y-terpinen (40,63%),
limonen (4,58%), B-pinen (4,59%). |

Tai liéu tham khao

1). Pham Hoang Ho. Cay co Viét Nam. Tap I, Quyén 2. Trang 535-538. Montréal 1992; 2). V6 Van Cha. Tir
dién cay thudc Viét Nam. Nxb. Y hoc 1997. Trang 920; 3). Trin Dinh Ly. 1900 loai cay ¢6 ich ¢ Viét Nam. Trang
204, Nxb. Thé gi6i.1993; 4). Tran Huy Thai, Tran Minh Ho, Nguyén Quang Hung, D6 Thi Minh. Nguon thuc vat
chita tinh déu tai ving trung du Vinh Phic, vén dé khai thic va sit dung bén vitng. Nhimg van dé nghién citu trong
khoa hoc sy séng. Nxb. KHKT 2003. Trang 625-728; 5). Tran Huy Thai. Nguén thyc vat ¢ tinh dau tai Ngoc
Thanh, Mé Linh, Vinh Phic. Tap chi Duoc hoc. S6 8/2001. Trang 8-10.
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DUGC LIEU VA BOI SONG

CAY NHAN TRAN

Hoi: Nghe n6i cdy nhan tran chita duge nhiéu bénh, dac biét 1a viém gan. Xin cho bi€t ¢é ding nhu vay

khong?

Nguyén Phi Vinh (Phi Tho)

Dap: Nhan trin (Adenosma glutinosum (L.)

Druce, A. caeruleum R. Br.), thuéc ho Hoa mdm
ché (Scrophulariaceae), tén khac la ché néi, che
cit, hoac huong nti, tuyén huong, mao xa huong,
2 moét cay thao, cao 40- 70 cm, ¢6 khi dén | m.
Than tron citng, ¢ 16ng, mau tim. La moc déi,
hinh trai xoan, dai 4- 6 cm, rong 2- 3 ¢cm, goc tron,
dau ti hoac hoi nhon, mép khia rang gin tron, hai
mat déu ¢6 1ong, vO ra ¢6 mui thom; cudng 14 dai
0,5- 1,2 cm. Cum hoa moc ¢ k& 1a va diu canh
thanh chiim dang bong dai dén 30 cm; hoa mau
lam tim; dai hinh chubéng xe 5 thuy, cé long, thuy
ngoal rong, thuy trong hep; trang hoa ¢é ha: mé,
moi trén nguyén, hinh tam gidc, moi duéi chia 3
thuy sau, déu nhau; nhi 4. Qua nang, hinh tring,
c6 nhiéu hat nhé mau vang. Mua hoa: thing 4- 6;
mila qua: thang 7- 9.

Cay moc tu nhién & doi nii, bo rudng, bai tréng
ving trung du va mién ndi thap véi trir luong khé
phong phd. C6 nhiéu & Phd Tho, Bac Giang, Thai
Nguyén, Lang Son, Tuyén Quang, Hoa Binh. Cang
vao phia Nam, cay cang phin bd it ddn. Nhéan tran
c¢6 kha nang tdi sinh manh bang hat.

Tir lau, ca cay nhan trin (fzhi dung o dang kho)
dugc dung lam thudc vdi nhi€u cong dung tot.

Thanh phén hod hoc cha cdy gom cha yéu 1a tinh
dau véi ham luong 1% trong toan cay, 1,86% trong
14, saponin triterpenic, flavonoid, coumarin va cac
acid nhan thom la acid clorogenic, neoclorogenic
va cafeic (Nhitng hoat chat nay ¢6 tic dung chira
viem gan). Duoc liéu nhan tran c6 vi dang, the,
mui thom, tinh mat, khong déc, 6 tac dung thanh
nhiét, loi thap, thong tiéu tién, 1am ra mo hoi.

Tué Tinh (Nam dugc than hi¢u) da ding nhan
tran (30 g) phdi hgp véi danh danh (24 qua), thach
cao (4- 6 g, nung) sac udng dé chira hoang dan.
Hoac nhan tran va hanh trang (lugng bang nhau),
sac udng tri cam ning, s6t ndéng, nhiic dau.

 Trong dan gian, nhan tran dugc ding lam thuode
kich thich tiéu hod, 1am an ngon, chira kém an, day
bung, khé tiéu. Cich dung nhu sau: Nhan tran
(20g), kim tién thao (10 g), cam thao nam (10 g).
Cdc vi diung ca cay, trir ré, rira sach, cat ngan, phoi
kho, sac véi 400 mi nude con 100 ml, udng lam hai
lan trong ngay sau moi bita an. Hoac nhén tran (20
g), ké hoa vang (20 g), than va ré moc thong (20
g), ré méc diéu (20 g), sao vang , sac udng (Phu nif
cé thai khong duge diang). Hién nay, dang "che
nhan tran"dang dugc luu hanh va su dung rong rai
trén thi trudng doéng duge.

Phu nir sau khi dé da dung nhan tran (8 g) sac
véi man wél (20 g), mach moén (20 g), ngai clu
(10 g), ré quat (4 g), vo budi dao kho (4 g), udng
lam 2- 3 lan trong ngay dé tranh bi hiu san. Dung
7- 10 ngay. Dé diéu hoa kinh nguyét, ho 1ay nhén
tran (12 g), phéi hop véi ich mau (12 g), 14 duoi
luvon (10 g), bach déng nir (10 g), ré gam (8 g),
nghé den (8 g), sac hoac ndu thanh cao 10ng, udng
trong ngay.

Nhan dan & ving dong bang song Ciu Long lai
ding nhan tran phoi hop vdi hoa ciic van tho, rau
can troi, ¢t tAm sét, thai lai tia, ré bach déng nir va
tinh tre m& (luong moi thit 10 g), sac ubng tri hen
suyén.

Pic biét, moét tdic dung quy cua nhan tran da
dugce cong nhan, dé la tic dung chira viém gan do
virus theo nhitng phuong thic sau:
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- Nhan trén (16 g), 14 vong cach (16 g), 1a c6i xay
(12 g), thdi nho, phoi kho, sac uong.

- Nhan tran (16 g), qua danh danh ( chi tir 12 g),
nghé vang (8 g), sac udng.

- Nhan tran (3 g), vo niic ndc (3 g), nghé vang (3g),
rau mé (4g), sai h6é nam (2g), danh danh (2 g), nho
noi (2 g), hau phac nam (2g). Cac vi nhan trin, vo
nic nac, sai hod, nho ndi, ranu ma nau thanh cao
long. Cic dugce liéu khic phoi khé, tin nho, ray bot
min. Trén cao véi bot 1am thanh vién. Ngay ubng
10 g chia lam hai lan.

- Nhéan trdn va vO qua budi (b phén ciii tring)
luong bang nhau, thdi nho, phoi khd, tdn bot, méi
lan udng 6 g. Ngay 3 14n (Tai liéu nudc ngoai).

Y hoc hién dai ciing ding nhan trn dé chita
viém gan do virus dudi dang sir6, méi ngay 100 ml
chia lam hai lan.

O mién Nam, c6 ciy nhan tran tia (Adenosma
bracteosum Bonati) cung ho, vGi tén khic la nhan
tran cdai, nhan tran Tay Ninh. Toan cay ciing c¢é
tinh dau thom manh. Nhan dan va cic co sG y t€ ¢
Nam bd thuong thu hai nhan tran tia vé phot kho,
rot sac, nu nudc xo6ng , ndu cao long hoac lam tra
thu6c dé dung nhu nhéan trin. Trong nhimg nam
gdn diy, nhan tran tia cing dugc img dung chira
viém gan virus v xo gan ¢6 trudng. Bénh vién Chg
Quan (thanh phd H6 Chi Minh) da diing nhén tran
tia chira cho hon 4000 trudng hop viém gan virus
¢S két qua tot. Bénh vién y hoc dan toc tinh Tay
Ninh lai diing nhan trdn tia chita X0 gan c6 truéng
cho gan 100 bénh nhin, thiy khoi 24%, kha t6t
46,6%.

Cdch tréng nhdn tran: Do nhu cau tiéu dung
cao, nén nhan tran da dugc trong vao thang 3- 4 va

thing 10- 12. DAt tréng cin cao rio, thodt nudc ,
toi x6p, 4m mét nhu d4t rudng, dat chan doi bang
phang, dat gdn su6i, dit thung liing. Ludng tréng
cao 15- 20 cm, rong 90- 120 cm. Khi ciy con
trong vudn vom cao khoang 20 ¢cm, danh trong vao
luéng, véi khoang cach cac hang Ia 20- 25 cm, cay
cach cay 15- 20 cm. Cit 2- 3 ngay tudi mot lan.
Chii ¥ lam co, vun g6c, bén thiic bang nude phén,
nudc giai va dam pha loang. Khi cay bat dau ¢é nu
hoa thi thu hoach. San lwgng binh quan mot sao
(Bic bo) 1a 40- 60 kg than 14 kho.

Ghi chu:

- Trong y hoc dan gian, ngudi ta con diing cay bd
b6 (Adenosma indianum (Lour.) Merr.) dé thay thé
nhén trAn. Trudc day, cac cong ty dugce liéu thudng
thu mua bé b8 véi tén nhan tran. DE phan biét, ¢6
th€ dua vao ciy kho, n€u cum hoa hinh ciu 12 bd
bé, con cum hoa nhan tran thuong dai va rung hoa.

- Trdnh nhdm v&i cAy nhan trdn bac (nhan trin cao,
nhan trin Trung Qudc - Artemisia capillaris
Thunb., ho Cilc - Asteraceae) c¢d 14 xé thuy hinh
SOI.

- Theo tai liéu nuée ngoai, & Trung Quoc, ngudi ta

dung nhan tran trong nhimg trudng hop sau:

Chita viém gan: Nhan tran va ma dé, moéi thi 100 g
(hoac hat ma dé, 20 g) gid nho, sac nudc udng, ¢
thé thém it dudng tring. Ngay 3- 4 1an. Hoic nhan
tran (30 g) ndu véi thit hén (100- 150 g) thanh
canh, an ca cdi lan nu6c lam mot Ian trong ngay.

Chita viém uti mdt: Nhan tran (30 g), rdu ngbd
(30g) hodc nhan trin, kim tién thao, rau dang (moi
thit 30 g), sdc dic, thém dudng, uéng néng.

Do Huy Bich
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