TONG QUAN

NGHIEN CUU NHUNG CAY CHUA BERBERIN TREN THE GIGI
VA TRONG NUGC

Nguyén Kim Cdn - Vién Duoc liéu

Berberin thuong c6 trong nhitng cay thuéc chi
Berberis [1-3]. Theo thuc vat chi th& gidi, chi nay
c6 gan 700 loai [4], con theo tai liéu cla Englers,
chi ¢6 khoang 500 loai [5].

Berberin da duogc phat hién trong khoang 150
loai thudc nhiéu ho khic nhau [xem bang].

Trong tat ca nhiing loai chita berberin di biét,
chi ¢6 nhiing loai thudc chi Berberis va Mahonia,
ho Berberidaceae, 1a cho ham luong berberin cao
hon c4, ¢6 loai dat 9-12% [6-9].

Trén th€ gidi, nhiéu nudc c¢6 nhing cdy chita
berberin nhu Armenia c6 16 loai thuéc 16 ho
khdc nhau [10]. G Viét Nam, c6 khoang 15 loai
thuoc 5 ho chita berberin [11-24] déu tim thdy &
dang moc hoang.

Trong thong bdo nay, ching toi gidi thiéu két
qua nghién ctitu mot s6 cay chia berberin trén thé
gi6i va & nuée ta, nham gép phan dinh huéng viée
nghién cffu tao nguén nguyén liéu san xudt
berberin phuc vu nhu ciu chita bénh trong nudc
va xudt khau.

Tit nhitng s6 liéu cong bo duogc ghi trong bang,
ching ta thdy nhitng cay c6 ham lugng berberin
tir 0,5% tr& 1én déu cé thé 1a nguyén liéu san xuét
hoat chdt nay. Nhitng cay c6 ham Iuong cao hon
1% c6 thé dugc thudn hod, di thuc va tréng trot dé
chu dong nguyén liéu.

Thong thudng, berberin ¢6 nhiéu trong ré (vo
ré), than (vo than), mot s6 ciy c6 ca trong 14 [15-
17], hat [18]. Ham lugng berberin thay déi phu
thudc vao noi thu hdi va thoi ky sinh trudng, phat
trién cta cay. Thu héi vao cu6i vu hoa hoic qua,
ham luong berberin cao nhét. Diéu nay ¢ y nghia
16n doi véi viéc xdc dinh thoi vu thu hdi cta
nhiing cdy trong.

Su phan b6 ham lugng berberin trong cédc bo
phan cta cay rat khic nhau. Vo ré chia t6i 19%
déi v6i loai B. aquifolium, ré phu, ré cip hai chia
6-7%; 15i ré khoang 1,5%; vo than 0,5-1,5% va
than g6 0,1-0,15%[19]. C6 rat nhiéu cdy mdi chi
nghién citu budc dau dinh tinh thanh phin hod
hoc ma chua nghién ctu dinh lugng tig thanh
phan.

Sau ngay hoa binh lap lai & mién bic, nhitng
cay chira berberin dd sém dugc nghién ctu. Cac
tac gia da xdc dinh mot loai trong chi Thalictrum
chita 0,6% berberin va mot loai trong chi Coptis
chita t61 6% [20]. Loai Coptis teeta thudc ho Mao
luong (Ranunculaceae) di duoc dua vao Dugc
dién Viét Nam II, tap 2 va c6 ham lugng berberin
trong nguyén liéu than ré khong thidp hon 4%
[21].

Tiép d6, Vién Duoge liéu da tién hanh diéu tra

" cay thu6c & cdc tinh phia nam va phat hién ciy

vang dang (Coscinium fenestratum Colebr.) chita
berberin. Cay moc tip trung & cao nguyén An
Khé (Gia Lai- Kon Tum), Vinh Thanh (Nghia
Binh), Dac Nong (Pik Lik), Loc Ninh (Song Bé)
va Tra My - Phude Son (Quang Nam) [22]. Ham
lugng berberin trong than ciy khong thap. Dugc
dién Viét Nam qui dinh than cay vang ding phai
chita it nhét 1,5% berberin [23].

Viéc nghién citu ¢o ban cdc cdy cho berberin &
Viét Nam it dugc quan tam, trir viéc khai thdc san
xuat berberin lam thuéc [24-25]. Trong luan 4n
tién si [26], Nguyén Liém da khao sit ky cay
vang ding vé ham lugng alcaloid protoberberin
trong cac bo phan khdc nhau cta cay. Két qua la
& than cay gia cé 2-3%, canh nho 1-1,5%, 14 va
qua 0,1- 0,7%, vo than trén 5% va phan than gé
0,85%. Diéu kién bao quan co anh hudng 16n dén
chat luong nguyén liéu. Do 4m cao lam giam
nhanh ham luong alcaloid va c¢6 thé mat hét (tir
3% giam xudng dén 0,13%) [26]. Giit nguyén liéu
Berberis amurensis trong kho t6i sau 3 nam cho
ham lugng berberin tit 1,04 dén 1,73%, nhung
bao quan trong kho véi dnh sdng tu nhién chi con
0,76% [27].

Chiing t6i khao sit su thay déi ham luong
berberin trong cdy hoang ba (Phellodendron
amurense Rupr.) tréng & Sa Pa thdy ring sau 4
nam, ham lugng berberin da dat 3,05%-3,2%, cay
7 tubi 3,2-3,5% va cay trén 30 nam tudi 3,45-
3,7%. Vé mit ham luong, c6 thé thu hoach cay
sau 4 nam tréng, nhung vé mat chat luong, cy
cang lau nam cang t6t.

(Xem tiép trang 157)
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clorid berberin (sdan phdm chinh). Rira tia, dem
sdy kho [theo so d6 quy trinh I (c@i)] (hinh 1).

Kiém nghiém sén phdm quy trinh I:
- Dinh tinh: theo DDVN - diing berberin.

- Dinh luong: theo DDVN - ham lugng
berberin 80%-82%. Ham 4m: 8-10%.

- Luong berberin thu duoc: 9,500 kg (80-
82%).

| Nhén xét, phan tich quy trinh L.

Ding dugc liéu vang déng kho dé chiét xust cé
nhuoc diém:

- T6n cong phoi (mét 3-5 ngay).

- Luong berberin bi giam trong qua trinh phoi.

"Hinh 1. So d6 tém tit quy trinh chiét xuat I (cii).

Vang ding tuoi thai ldt méng 1000 kg
Phoi kho (3-5 ngay)
Xay bot tho
F Chiét bing H,SO,

loang, 0,2-0,5%.

B3 bo Dich chiét
i T, .

Tta tap bo Dich trong
+ HCl + NaCl

+ Sita voi pH 10

‘ h 4

+Bcrberin HCl

Dich trong

l+ Tanin lRfra tua, sy kho

- Can san phoi, nha kho, néu chiét xust & rimg
nii, tai cho, thi kKhong ¢6 san phoi, bao bi dong
g6i va nha kho chita dugc liéu kho.

Dung sita voi dé kiém hod loai tap chit, c6
nhugc diém:

- Tén voi va acid dé trung hoa voi thira trude
khi két tua berberin.

- Ton thém cong kiém hod, loai tap, kéo dai
thoi gian chiét.

- Mit mé6t phan berberin do tha tap chat kéo
theo. :

Luong acid cic loai bi tiéu t6n 16n, dich nuéc
6t (sau két tiia) nhiéu, do vay luong berberin hu
hao theo dich thai dan dén hiéu qua kinh t€ chua
cao.

Hinh 2. So d6 tém tit quy trinh chiét xuat IT
(cai tién).

Vang déang tuoi théi 1at méng | 1000 kg

+ Chiét bang H,SO,
loding, 0,2-0,5%.

Dich chiét Bi bo

+ HCI + NaCl

A\
+Berberin HC}

v
Dich trong

+ Tanin

\ 4

Rua tha, sy kho
\4

Berberin tannat Berberin HCI1 80%

Berberin HCI 80% Berberin tannat

(San phdm phu) - (San phiam chinh =9,5 kg)

(San phim chinh = 11 kg) (San pham phu)
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- Thuc nghiém chiét xuat berberin theo quy trinh
IT (cai tién):

Tir nhitng nhan xét va phan tich nhugc diém cla
quy trinh ci, chiing t6i c6 phuong phép giai quyét
nhu sau:

+ Ding ngay duoc liéu tuoi dé chiét, nhu vay
khong tén cong, thoi gian phoi kho va xay bot
duoc liéu, khoéng cédn sin phoi, bao bi va nha kho
bao quan.

+ B giai doan kiém hod tua tap chat, khong
phai dung voi trong quy trinh chiét va tiét kiém
duoc lugng acid clohydric dung dé trung hoa
nuéc voi du trude khi két tha berberin.

+ Giam bét s6 l4n két tha dé tranh luong

berberin hao hut theo nudc 6t.

+ Kiém tra phdt hién luong acid qu4 thira trong
dich chiét dé tiét kiem H,SO,. Trén cdc co s& néu
trén, da xay dung lai dinh muc vat tu k§ thuat cho
quy trinh II. (Tém tit bang so d6 quy trinh II,
hinh 2.)

- So sanh dinh muc vat tu ky thuat kinh t& gitta
quy trinh cii va quy trinh cai ti€n.

Tu céc nghién citu tham do, chiét xuat thir dé€n
ting dung chiét xuét dai tra & moét s6 tinh Tay
Nguyén (Lam Déng, DPéc Lic, Gia Lai, Kon
Tum), chiing t6i da thu duoc két qua tot, thé hién
trong cdc bang sau:

Bdng 1. So sénh dinh myc vat tu ky that kinh t€ giita quy trinh cii va quy trinh céi tién.

TT | Nguyén liéu, hod chat, | Ponvi | Quy trinh | Quy trinh Chénh | Tiét kiém
ngay cong. cil cdi tién léch duoc %
1 Cay vang déng tuoi kg 1.000 1.000
(phoi sdy kho con lai) . ~340
2 Acid sulfuric 98% 55 14 7 7 50%
3 Acid clohydric 28% ’ 19 12 7 31,8%
4 Voi cuc (CaO) s 20 0 20 100%
5 Cong lao dong cong 10 S 5) 50%
6 | Berberin thu dugc (ham kg 9,5 11 1,5 tang
luong 80%) 15,8%
7 Hiéu xuét chiét % 0,95% 1,1%

Qua bang 1, cdc vat tu, hod chat tiéu thu déu giam, hiéu xuit chiét berberin lai ting & quy trinh II.

Bdng 2. So sanh dinh mic k§ thuat kinh t€ dé thu dugc 1 kg berberin (ham lugng 80%).

TT | Nguyén liéu, hod chat, | Pon vi | Quy trinh | Quy trinh Chénh Tiét kiém
ngay cong. cii cai tién léch duoc %
1 Cay vang ding tuoi kg 105 90,9 14,1 13%
2 Acid sulfuric 98% . 1,47 0,63 0,84 57%
3 Acid clohydric 28% ” 2 1,09 091 45,5%
4 Vi cuc (CaO) ” 2,1 0 21 100%
5 Cong lao dong cong 1,05 0,45 0,6 57%

Qua bang 2, dinh miic 1 kg sdn phdm berberin
ham lugng 80%, cac vat tu, hod chat tiéu thu,
ngay cong chi phi, déu giam & quy trinh IL.

IV. Ban luan
- Quy trinh chiét xudt berberin cai tién dé dp

dung dé san xuat vi n6 khéng ding dugc lieu kho
va xay thanh bot, do d6 khong cin san phoi, may

xay, bao bi, nha kho...D6 1a diéu kién rat thuan
lgi cho viéc chiét xudt berberin tai ring nii noi cé
cay vang dang.

- Thuc hién chiét xuét berberin theo quy trinh
cdi tién da tiét kiém dugc mot luong 16n hod chit,
vai va cdc loai acid dam déc, gidam dugc cong lao
dong do khong phai kiém hod bang voi va tha tap.
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- Quy trinh chiét xuit berberin cai ti€n da cho
hiéu suat chiét cao hon quy trinh cii, c6 thé do
berberin khong bi hao hut & cdc khau phoi duoc
lieu va khau kiém hod loai tap truéc khi két tia
berberin

- Trong nhitng nam qua, do dp dung quy trinh
cai tién v6i cdc wu diém néu trén, Xi nghiép 34
Quan khu V da chiét xuét tir cay vang ding duoc
hang chuc tdn hydroclorid berberin (ham lugng
80%) dé tinh ché, san xuét thudc phuc vu bo doi
va nhan dan.

Quy trinh chiét xuat berberin cai tién nay c6

thé 4p dung thay cho quy trinh cii va 4p dung cho
viéc chiét berberin tir cdc nguén nguyén liéu duoc
liéu tuoi ¢6 chita berberin khic.

V. Két luan

Da nghién ctu chiét xudt berberin tir cay vang
ddng bing mot quy trinh cai tién (quy trinh II)
Quy trinh nay dung dugc liéu tuoi dé chiét, giam
b6t cong (phoi, xay bot): 57%, giam tiéu thu voi:
100%, acid clohydric: 31,8%, acid sulfuric: 50%
va hiéu suét chiét berberin (ham lugng 80%) ting

‘hon 15,8%.
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KET QUA NGHIEN CUU HOA HOC TREN 3 LOAI GERANIUM
HIEN CO G VIET NAM

Mai Lé Hoa, Nguyén Gia Chdn, Nguyén Thuong Dong - Vién Duoc liéu
(Nhan bai ngay 27 thang 9 nam 2000)

Summary
Chemical Studies on Three Species of Geranium in Vietnam

On the basis of qualitative comparison, three Geranium species: G. nepalense var. thunbergii
(Sieb. et Zucc.) Kudo, G. nepalense Sweet, and G. sibiricum var. glabrius (Hara) Ohwi showed a
similarity in chemical composition. They all contain phytosterols, carotenoids, flavonoids tannin-
and free sugars. From Geranium nepalense var. thunbergii (Sieb. et Zucc.) Kudo, quercetin, gallic
acid and ethyl gallate were isolated and identified by spectroscopic inethod and physical data.

Key words: Geranium nepalense var. thunbergii (Sieb. et Zucc.) Kudo, Geranium nepalense Sweet,
Geranium sibiricum var. glahrzus (Hara) Ohwi, Tannin, Flavonoid, Acid gallic, Ethyl gallate,

quercetin.

1. Pat van deé ¢6 tac dung sinh hoc, chl’mg toi ti€n hanh mot s
nghién citu vé thanh phan hod hoc clia cic loai

Trong nhitng thong bdo trude, ching t61 da e en. v

gi6i thiéu vé mot s6 tic dung sinh hoc va dic
diém thuc vat hoc chia 3 loai Geranium la
Geranium nepalense Sweet, G. nepalense var.
thunbergii (Sieb. et Zucc.) Kudo, va G. sibiricum
var. glabrius (Hara) Ohwi [1][2]. Loai G.
nepalense var. thunbergii (Sieb. et Zucc.) Kudo
nhap tréng tir Nhat Ban, 1a nguén cay thuéc xuit
khau c6 gi4 tri. Dé c6 thé hiéu rd vé cdc hoat chat .

2. Nguyén liéu va phuong phap nghién citu
2.1. Nguyén liéu.

Phén trén mat dat cta 3 loai Geranium (nhu da
néu) duoc thu hdi vao cdc thiang trong nam, siy

kho & < 60° C va xay nhé. Cic miu cay di duoc
Nguyén Chiéu xdc dinh tén khoa hoc va déi chiéu
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v6i cdc tiéu ban s6 2225, 3307A va 3305C hién
dang luu gilr tai phong Tai nguyén - Vién Duoc
Liéu.

2.2.Phuong phap

- Khao sit dinh tinh thanh phin hod hoc theo
phuong phdp sang loc cdc hop chit thién nhién
[3]-

- Dinh lugng thanh phin hod hoc bing cic
phuong phap ghi trong Dugc dién Viét Nam II,
tap 3 [4].

- Chiét xudt phan doan bing cic dung moi c6
d6 phan cuc khac nhau.

- Phan lap bing sic ky cot silica gel va
sephadex LH-20 ‘

- Nhan dang cédc chit qua cdc dit liéu: diém
néng chdy, phé UV, IR, MS, 'H-NMR, “C-NMR
va DEPT.

3.Thuc nghiém va két qua
3.1. Dinh tinh

Bing nhitng phan tng hod hoc, két qua dinh
tinh cho thdy thanh phin hod hoc cua 3 loai
Geranium hién cé & Viét Nam tuong d6i giéng
nhau, bao gbébm céc hop chit phytosterol,
carotenoid, flavonoid, tanin va duong tu do.

3.2. Dinh luong flavonoid toan phan

Két qua dinh luong flavonoid toan phan ctla 3
loai Geranium cho thdy ham luong flavonoid
toan phan cua ching tuong doéi thdp. Ham luong
(%) trung binh cia G. nepalense var. thunbergii
(Sieb. et Zucc.) Kudo 1a 2,240,01; G. nepalense
Sweet la 2,01+0,02; G. s{biricum var. glabrius
(Hara) Ohwi la 1,98+0,02.

3.3. Dinh luong tanin

e Ham luong tanin trong dugc liéu theo thoi
gian thu hai.

Két qua dinh lugng duoc trinh bay & bang 1.

Bdng 1. Ham lugng (%) tanin dinh lugng theo thdi gian thu hdi.

Thoi diém Ham luong tanin (%)
thu hai Geranium nepalense | G. nepalense var. thunbergii | G. sibiricum var. glabrius
Sweet (Sieb. et Zucc.) Kudo (Hara) Ohwi
4-1996 14,74+0,39 15,01+£0,46 12;75::0:33
5-1996 15,59+0,48 16,22+0,38 14,58+0,47
6-1996 17,76x0,30 17,69+0,48 16,10+0,50
7-1996 18,16+0,59 1729030 15,86%0,42
8-1996 16,9+0,49 17,4620,36 15,7440,48
9-1996 15,80+0,32 16,23+0,48 14,73+0,37

Nhan xét: Két qua dinh luong tanin trong 3
loai Geranium cho thidy ham lugng (%) tanin dat
cao nhit vao thang 6, 7, 8 khi ciy dang trong thoi
ky ra hoa va két qua.

* Dinh lugng tanin trong qu4 trinh bao quan.
Nguyén liéu va diéu kién bao quan:

Phan trén mat dit cua loai G. nepalense var.
thunbergii (Sieb. et Zucc.) Kudo dugc thu hai vao
thang 7-1997, phoi siy & nhiét do duéi 60°C, do
4m 10 -12%, dugc xay nhé va bao quan trong tii
polyethylen han kin & nhiét do phong.

Ham luong tanin cua dugc liéu trong thoi gian
bao quan duoc thé hién & bang 2 (xem trang sau).

Nhan xét: Sau moét thoi gian bao quan 4-6
thang, bot dugc liéu bi chuyén tir mau luc xdm
sang vang nau dén nau. Ham luong (%) tanin
gidm siit didng ké theo thdi gian bao quan. Sau 8
thiang, ham luong giam 30%, va sau 12 thing c6
thé gidm gin mot nira.

3.4. Chiét xudt va tinh ché cdac polyphenol

200 gam duoc liéu loai G. nepalense var.
thunbergii (Sieb. et Zucc.) Kudo dugc chiét hoi
luu cdch thuy véi methanol 90%, thu héi dung
moi dudi ap suat gidm & 50° C, cho 60 g cin mau
xanh den, thém khoang 200ml nuéc vao lic, dé
lang, loc loai tap. Dich nuéc duoc chiét lan luot
v6i ether petrol, diethyl ether, acetat ethyl, n-
butanol.
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Bdng 2. Ham luong tanin ctia G. nepalense var. thunbergii
(Sieb. et Zucc.) Kudo trong thoi ky bdo quan.

Thoi gian bao | Ham luong tanin so |Ham lugng tanin so [Ham luong tanin
quan (thdng) | véi dugc liéu kho (%) | - véi ban ddu (%) bi giam (%)

0 17,90 + 0,30 100 0

0 16,27 £ 0,58 90,8 9,2

4 15,28 + 0,78 854 14,6

6 14,01 + 0,57 78,3 207

8 12,64 + 0,36 70,6 294

10 ‘ 11,09 +0,37 62,0 38

12 9,85 +£ 0,40 55,0 45

Pha acetat ethyl duoc cit loai dung méi, thu 1g
cin mau vang nau. Ding séc ky cot silica gel 60,

.- c&.hat 100-160pum dé phan lap, rira giai bing hé

dung moi toluen : acetat ethyl: acid formic (5:6:1)
thu dugc 3 phan doan. Phan doan I cho cin mau
vang dam, trén SKLM cho 2 vét chinh. Tinh ché
lai trén cot sephadex LH- 20 bang methanol 60%
thu dugc 2 chat, ki hiéu 1a V| va V,. Phan doan II
cho cin mau vang nhat, tinh ché lai trén cot silica
gel cho tinh thé hinh kim mau tring nga, ki hiéu
1a V;. Phan doan III cho cén mau x4m nhat, tinh
ché lai trén cét silica gel cho tinh thé mau tring
duc, ki hiéu V.
Kiém tra do tinh khiét

St dung SKLM va SKG, khai trién véi céc hé
dung méi, thudc thir hién mau d.d. acid boric
10%: d d. acid oxalic 10% (3:1) va d.d. FeCl; 5%

dé kiém tra do tinh khiét ctaV,, V;, va V5. Mai
chat chi xuat hién mot vét trén SKLM va SKG.

Nhan dang V,

V, ¢6 dang tinh thé hinh kim, mau vang, tan
tot trong trong methanol, ethanol, diethyl ether,
tan trong dung dich kiém va dung dich acid, tan
rdt it trong nuéc néng, khong tan trong nudce lanh,
benzen va cloroform.

Nhiét d6 néng chay : Phan huy & 314-316°C.

e Phé tir ngoai (UV) : C6 A ... (MeOH) : 205,
256, 369 nm.

e Phd hong ngoai (FTIR): Po duéi dang vién nén
KBr. Cic nhém chiic cia V, c6 céc dinh hdp thu
cuc dai:

Nhém (-OH): 3408,9 cm™.

Nhém carbonyl lién hop khong tao cdu hydro:
1669,4 cm’'.

Nhém carbonyl lién hgp tao cu hydro: 1615,7

cm™. Nhan thom : 1521,6 cm™.

e Phé khéi (MS):

Pic ion phan tit [M*] véi cudng d6 I6n nhét &
m/z=302,cc pic manh c¢6 m/z 14n luot 1a 285, 273,

257, 245, 228, 217,200, 153, 137, 109, 81, 69,
55, 50.

e Phé cong hudng tir hat nhan (NMR)

- 'H-NMR: Phé 'H-NMR ciia V, cho tin hiéu

clia 5 proton véi 4 dublet (d) va 1 dublet kép (dd).

Tin hiéu proton ctia cic nhém -OH tai 9,33 ppm

1a mét dinh tii twong ing véi 2 proton, tin hiéu tai
12,48 ppm tuorig img 1 proton,

- ®C-NMR: Phé *C-NMR va phé DEPT cho

tin hiéu cta 15 nguyén tir carbon, trong dé c6 5
nhém -CH va 10 carbon bac 4.

- Hing s6 tuong tdc tinh bang Hz va dit liéu
phd “C-NMR ciia quercetin dugc tham khao theo

tai licu [5].

Két qua phan tich phé 'H-NMR va '*C-NMR
duoc trinh bay & bang 3.

C4u tric cia V, quercetin.
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Bdng 3. S5 lieu phd lH—‘NMR va "C-NMR cta V,
(DMSO-D6, & (ppm), 200 MHz)

Vitri Sy (ppm) 3¢ (ppm) 8¢ (ppm)
carbon v, v, Quercetin [5]
? 147,0 156,3
3 135,9 1344
4 176,1 1774
5 12,48 (OH, s) 161,0 161,2
6 6,19 (d; 1,8 Hz) 98.4 98,6
i 164,1 164,0
8 6,41(d; 1,8 Hz) 93,6 935
9 ‘ ' 156,4 1570
10 103,3 104,2
17 122,2 121,0
2’ 7,684 (d; 2 Hz) 1153 115,4
3 9,33 (OH, s) 1453 145,1
Al 9,33(OH, s) 147,9 1483
57 6,89 (d; 8,5 Hz) 115,8 115,8
6 7,54 (dd; 2 va 8,5Hz) 120,2 121,0

Két luan: Tir cdc két qua phan tich s6 liéu phd
UV, FTIR, MS, 'H-NMR, "*C-NMR, DEPT va so
sdnh véi tai liéu [5], chiing toi x4c dinh chat V, la
mot flavonol, ¢6 cong thic hod hoc 1a C;sH,,0, ,
cong thic cdu tao la 3, 5, 7, 3’, 4’ penta - hydroxy
flavonon, cé tén la quercetin.

Nhdn dang V

V, 12 nhiing tinh thé hinh kim, mau tring nga.
tan t6t trong methanol, ethanol, khé tan trong
nudce lanh, khéng tan trong benzen va cloroform.

Nhiét do néng chdy : 153-155°C

e Phé tlr ngoai (UV) A, (MeOH) : 217,5 va

273.9 nm.

e Phd hong ngoai (FTIR) dugc do dui dang vién
nén KBr ¢6 cdc dinh hip thu cuc dai dic trung
cho cdc nhém chiic

Nhém (-OH): 3462,5 cm™ va 3308,0 cm™. Nhém

carbonyl (>C=0): 1709,2 cm’'
Nhan thom : 3010; 1619,4 va 1534,4cm™.

ePhS khéi (MS): ): Phé khéi c6 pic ion phan tir
[M*] & m/z =198 . Ngoai ra c6 céc pic véi s6 khoi
miz 1a: 183, 170, 153, 125, 79, 77, 50, 53.

e Phé cong hudng tir hat nhan (NMR)

- 'H-NMR: Phé 'H-NMR cho tin hiéu ciia nhém
C,H; & dang este, mot tin hiéu & ving thom tng
v6i hai proton va hai tin hiéu & ving OH phenolic
ing v6i 3 proton.

- P"C-NMR va DEPT: Phé "*C-NMR cho 7 tin
hiéu, trong d6 c6 2 tin hiéu méi tin hiéu tng véi 2
nguyén ti carbon, vay V, c6 téng s6 9 carbon.
Phé DEPT cho 3 tin hiéu tng véi cdc nhém CHi,
CH,, va CH-2, CH-6 trang nhau. Két qua phan
tich phé 'H-NMR va "C-NMR ctia V, thé hién &
bang 4.

Bdng 4. S lieu phd 'H-NMR va *C-NMR cia V; va V(200 MHz)

Vi tri 8,, (ppm) 8¢ (ppm)

carbon V, (DMSO-D6) V.(MEOD) | V,(DMSO-D6) | V,(MEOD)
1 1198 121,9
2 6,94(s) 7,05(s) 108,7 110,8
3 9,20 (OH, s) 145,7 146,3
4 8,90 (OH, s) 1385 139,5
5 9,20 (OH, s) 145,7 1463
6 6,94(s) 7,05(s) 108,7 110,8
7 166,0 170,4
8 420 (q; 7,1Hz) 60,2
9 1,27 (t; 7,1Hz) 14,5
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Keét luan: Tir cdc két qua phan tich s6 liéu phé
UV, FTIR, MS, 'H-NMR va “C-NMR, chiing t6i
xdc dinh chat V; la mot este, c6 cong thiic hod
hoc la CyH,(Os, cong thitc cdu tao la ethyl 3,4, 5 -
tri - hydroxy benzoat c6 tén la ethyl gallat. Khéi
luong phan tir = 198.

Ciu tric ciia V; (R=C,Hy) : ethyl gallat
va V, (R =H): acid gallic
Nhdn dang V¢

V, 12 mot chit tinh thé hinh kim, mau tring
duc, tan t6t trong methanol, ethanol, diethyl ether,
tan trong nuéc néng, tan rat it trong nude lanh.

Nhiét do néng chdy : 251-253° C
e Pho tlr ngoai (UV): A, (MeOH) : 273,4 nm.
e Phé héng ngoai (FTIR) dugc do dudi dang vién

nén KBr cé cdc dinh hdp thu cuc dai dic trung
cho cac nhém chiic

Nhém  phenol, alcol (-OH): 3432,8 cm”! va
32477 cm’'.

Nhém carboxyl (-COO): 1703,0 cm™. Nhan thom
3059,7 va 1622,4 cm™

ePhé khéi (MS): Pic ion phan tir [M*] & m/z =170
v6i cudong do rat manh, xap xi 100%. Ngoai ra céc

pic manh véi s6 khéi m/z 1a: 153, 135, 125, 79,
25:33. 50,

o Phé cong hudng tir hat nhan (NMR)

- 'H-NMR: Phé '"H-NMR cho mot tin hieu &
vung thom ting véi hai proton.

- "C-NMR va DEPT: Trén phé “C-NMR cho 5
tin hiéu, trong d6 c6 2 tin hiéu, méi tin hiéu tGng
véi 2 nguyén tir carbon, qua d6 nhan biét V, cé 7
carbon.

Ph6 DEPT c¢6 mét tin hiéu ting véi 2 CH

Két qué phan tich phé 'H-NMR vi "C-NMR clia
V duoc ghi trong bang 4.

Két luan: Dua trén nhiét d6 néng chdy, can cit
vao két qua phan tich cdc s6 liéu phd do duoc,
ching t6i khang dinh V 1a mét acid polyphenolic
c6 cong thitc hoa hoc: C;H¢Os, cong thiic ciu tao
la 3,4,5 - tri hydroxy benzoic acid, ¢6 tén la acid
gallic, khoi luong phan ti: 170.

4. Két luan

e Di so bo dinh tinh thanh phéan hod hoc cta 3
loai Geranium hién c¢é & Viét Nam la cdc hop
chat phytosterol, flavonoid, tanin, dudng tu
do.

e Dinh luong flavonoid toan phan ciia 3 loai véi
ham luong dat xdp xi 2% so véi duge lidu
kho.

e Dinh luong tanin theo thoi gian thu hai va
trong thoi ky bao quan dugc liéu.

e Phan lap va nhan dang cdc chat qua cdc s6
liéu nhu diém néng chay, phé UV, FTIR, MS,
'H-NMR, “C-NMR va DEPT.

Cac chat thu duge gém V,

: Quercetin, V;:
Ethyl gallat, Vs: Acid gallic <

Loi cam on: Chung toi xin chan thinh cdm on
su giip d& cia PGS, TSKH. Trdn Vin Sung va
PGS, TS. Chu Dinh Kinh trong viéc gin phé cua
céc chat néu trén.
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qu chi Duoc liéu, tdp 5, s6 5/2000 (trang 139-143)
MOT PHUGNG PHAP MOI CHIET XUAT AJMALICIN TU RE DUA CAN

Tran Vdn Thanh*, Tran Nguyén Hitu*, Lé Ngoc Phan*, Pham Ngoc Bung**
*XN Dugc phdm TW2 **Truong Pai hoc Duoc Ha NJi.
(Nhan bai ngay 31 thang 7 nam 2000)

Summary

A New Extraction Method for Ajmalicine from Catharanthus roseus

A novel method for extraction of ajmalicine from Catharanthus roseus roots has been
set up. In this method, the total alkaloids were hydrogenated with sodium borohydride
(NaBH ) in order to enrich ajmalicine content before isolation. The isolation of ajmalicine
from the hydrogenated total alkaloids was more advantageous than the previous ones in

safety and efficacy.

Key words: Catharanthus roseus, Ajmalicine Extraction, Enrichment, Hydrogenation.

I. Dat van dé

Ajmalicin 12 mot indol alcaloid dugc chiét
xudt tir ré dira can (Catharanthus roseus G. Don.,
Apocynaceae), 1a thudc diéu tri thiéu ning tuin
hoan nio va ngoai bién [1.8]. Cic phuong phdp
chiét xuat ajmalicin d3 biét cht y&u gém hai giai
doan: chiét xudt alcaloid toan phan réi phan lap
ajmalicin tir hén hgp dé bang séc ky cot [3-6].
Tuy vay, cho dén nay chua c6 phuong phip nao
duge dp dung vao san xuit & diéu kién nudc ta vi
cdn st dung nhiéu dung méi hitu co doc hai la
benzen va cloroform; hiéu suét chiét con thip [3].
Vi vay, muc tiéu cia dé tai 12 nghién cfu tim ra
phuong phap méi chiét xuat va phan 14p ajmalicin
tlr ré cay dira can nhim gép phdn khic phuc cic
han ché trén. Trong thong bao méi day, ching toi
da dua ra phuong phap chiét alcaloid toan phin ré
dira can bang c6n acid. Phuong phép nay t6 ra uu
thé hon phuong phép chiét bing c6n kiém vé hiéu
suft va tinh an toan [4]. Bai bdo nay dé cap dén
giai doan tiép theo 12 nghién citu khir hoa hén hop
alcaloid dé lam giau ajmalicin va phan lap
alcaloid nay & dang tinh khiét.

I1. Nguyén liéu va phuong phap nghién ciru
- Nguyén liéu

Ré dira can (11 thdng tudi) trong tai Tuy Hoa
do Cong ty Duoc TW2 cung cip vao thing 2-
1998.

Ajmalicin base chuin (Merck), serpentin
chuén (Richter), NaBH,(PA) va céc dung m6i hoa
chét khdc dat tiéu chudn P.A.

- Phuong phdp nghién citu

e Khu hod alcaloid toan phén ré dira can

(Alc.TP) bing NaBH, dé chuyén toan bo
serpentin trong dé thanh ajmalicin. Phuong trinh
phén ting nhu sau:

CH,OH

Serpentin + NaBH, —® Tetrahydroserpentin
(Ajmalicin)

Phuong phdp nay di dugc mot s6 tdc gia dp dung
dé dinh lugng ajmalicin toan phan ré dira can [7].

e Dinh luong ajmalicin trong hén hgp tho
alcaloid ré dita can bing quang phé tir ngoai &
budc séng 282 nm sau khi tich trén 16p méng
[7].

e Phan lap ajmalicin tlr alcaloid toan phin da
khir hod bang cdc dung méi thich hagp.

III. Thuc nghiém, két qua va thao luan

- Khit hod hén hop alcaloid ré dita can va dinh
luong ajmalicin

Hén hop alcaloid ré dira can dugc chiét xuat
biang phuong phép da cong b6 [4]. Vé6i quy mo 5
kg ré/mé thu dugc lugng cin tho alcaloid khoang
40 g; trong cdc miu thu dugc ham lugng alcaloid
toan phin (Alc.tp) tir 67-74% (phuong phip moi
truong khan tinh theo ajmalicin); ajmalicin:
13,65-19,52% (phuong phip quang phé tir ngoai
[7]). Khit hod Alc.tp ré dira can dé lam giau
ajmalicin dugc thuc hién nhu sau:

Can chinh xdc 5g cin tho alcaloid, tron véi
NaBH, theo ty 1& 1:1 so véi Alc.tp, cho vao mot
binh c4u hai ¢6 mai dung tich 250 ml. Mét c8 cia
binh duge noi véi mot binh gan cé chita 150 mi
methanol, c6 kia néi véi 6ng théng khi cé chita
CaCl, khan. Binh cdu dugc gilt thing ding nhd
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gid sit va dat vio xoong nuéc d4, phia dudi dat
mot may khua’y tr con que khudly dugce cho vao
binh. Binh cdu dwgc tranh 4nh sing. Cho
methanol chiy timg giot vio binh véi van téc
khoang 1 ml/phit va bat mdy khudy tir. C¢ sau
khoang 20 phit, 1dy miu dé xdc dinh diém ket
thic phan ng bing sic ky 16p mong: tim vét
serpentin con lai trong hén hogp phan ung. Khi
phan tng két thiic, hén hop dugc dat vao ti lanh
(5°C) khoang 2 gid. Loc. Dich loc dem c6 thu héi
dung méi dudi 4p luc gidm & 50°C con khoang 50
ml. Thém 50 ml nudc cét, chiét bang acetat ethyl
(20 ml, 6 14n). Rita dich chiét bang nuéc cat téi
pH7. Lam khan bing Na,SO,. Co dich chiét trén
may cit quay & 55-60°C duéi 4p luc gidm va sdy
kho trong chan khéng & 50°C dén khéi luong
khéng déi thu dugc cin thé Alc.tp da khir hod
(got tat 12 Alc.H).

DPinh luong ajmalicin trong hén hop alcaloid
truée va sau khi khir hoa [7]:

Diung ban moéng 20x20 cm trang silica gel
GF254 (Merck), 16p mong day 0,25 mm, hoat hod
& 120°C trong 30 phiit. MAu chuén: dung dich
ajmalicin base chuén 0,5% trong cloroform. Miu
thit: dung dich cén tho Alc.tp hoac Alc.H 0,5%
trong cloroform. Ban méng dugc chia déu thanh 4
c6t bing nhau: hai c6t ddu chdm 50 va 200 pl

dung dich chudn, cét thi ba chdm 200ul dung ;

dich thir; cot thit tw dé nguyén lam miu tring. He
dung moi trién khai: cloroform-methanol 97:3
(TT/TT). Dudng chay 15 cm. Ban méng dem soi
duéi dén UV & bude séng 254 nm dé dinh vi vét
ajmalicin theo chdt chuén. Cao nhanh thanh phin
silica gel c6 ajmalicin va mfu tring tuong Ung.
Phan hap phu béng methanol, loc vao binh dinh
mic dung tich 25 ml, b6 sung methanol dén di
vach. Lu6n dé trdnh 4nh séng. Do mat do quang

clia miu chudn va méu thir & buéc séng 282 nm,
dung méiu tring lam d6i chiing. Dung dudng cong
chufin va tinh ham luong ajmalicin theo d8 thi.
Phé tir ngoai ctia ajmalicin tich tir miu thir trén

16p mong hoan toan tuong tu véi phd clia miu
chuén (hinh 1).
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Hinh 1. Phé tlt ngoai clia ajmalicin tich tir hén
hop alcaloid ré dira can béang sic ky 16p méng (do
trén mady Secomam).

Khir hod dugc thuc hién trén 6 miu cin tho
alcaloid ré dira can, méi miu duoc thir lip lai 3
l4n 14y két qua trung binh vé luong Alc.H. Két
qua x4c dinh ham luong ajmalicin trong cdc miu
alcaloid truéc va sau khi khir hod dugc ghi trong
bang 1.

Bdng 1. Két qua lam giau ajmalicin trong Alc.tp ré dra can ban§ c4ch khit hod

L Trudc khi khit hod NaBH, Sau khi khir hod
M3 | Ofn Aletp | HLAlctp | HL ajmalicin () AlcH(g) | HL ajmalicin
(2 (%) (%) (%)
1 5,065 67,43 13,65 342 4,255 26,30
2 4,593 68,30 13.82 3,38 4,182 32,50
g 4,912 70,15 17,92 3,45 4,197 35,97
‘ 4 4,861 69,20 20,01 3,36 4,052 36,50
to6 5,105 72,81 16,31 379 4,378 32,87
} 6 5,069 73,05 19,52 3,70 4,290 39,75
Ghi chii: HL- ham lugng
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Nhan xét: Sau khi khir hod Alc.tp bing NaBH,,
ham luong ajmalicin trong dé c6 thé tang gip doi

ham luong ban ddu. Trong cic miu alcaloid toan

phdn da khir hod, ham luong ajmalicin rat khac
nhau tir 26,30 dén 39,75%.

Do thanh phén ctia Alc.tp ré dira can rit phiic
tap, trong qua trinh khir hod, ngoai serpentin, cic
alcaloid khdc c6 néi dé6i trong hén hgp ciing cé
thé phan ung v6i NaBH, dé tao cdc hop chat
hydro hoa. P& dam bio quy trinh khir hod én dinh
cin xdc dinh mot s6 yéu t6 thich hop nhu ty 1&
chat khir- Alc.tp, thoi gian khudy va nhiét d6 phan
img. :

- Anh hudng ciia ham lugng NaBH, 1én hiéu sudt
khit hod.

Hiéu suét khir hod duge quy dinh 1a phén trim
ajmalicin ting thém sau khi khir hod hén hogp
Alc.tp véi NaBH,.

Dé x4c dinh ty 1é t6i thiéu NaBH,-Alc.tp, khir
ho4 dugc tién hanh v6i modt miu cén thé alcaloid:
Alc.tp: 68,5 £3,1%; ajmalicin 19,5t 0,6%. Luong
NaBH, dugc tinh theo Alc.tp véi ty 1€ giam déan ti
0,5/1 xuéng 0,1/1. Thuc nghiém duogc ti€n hanh
tuong tu nhu trén. M&i 16 thuc hién 3 14n 14y két
qua trung binh vé Alc.H va ham lugng ajmalicin.
Tinh hiéu suét khir hod cho méi mé phan ing
(bang 2).

Bdng 2. Anh hudng ciia ty le NaBH,/Alc.tp 1én hiéu sut khi hod

Lo Cin tho Quy ra NaBH,/ Alc.H (g) HL ajmalicin | Hiéu suait (%)
alcaloid (g) | ajmalicin (g) Alc.tp (%)

1 5,00 W5 0,50/1 4,241 39,65 72,43

2 5,00 D7 0,30/1 4,250 39.55 72,40

3 5,07 9.89 0,25/1 4,273 39,93 72,39

4 5,03 9,80 0,20/1 4,261 39,66 72,40

S 5510 9,94 0,15/1 4,390 37,33 64,87

6 5,05 9,85 0,10/1 4,292 85,22 53,40

Nhan xét: Khi giam ty 16 NaBH,- Alc.tp tit
0,5/1 xu6ng 0,2/1, hiéu suat khir hod vin & mitc
cao nhu khi dung ty 1¢ 1/1(luong ajmalicin ting
thém 72,4% so v6i ban ddu). Tuy vay, néu tiép
tuc gidm ty 1¢ nay thi hiéu suét khir hod giam di
rd rét. Do d6, c6 thé chon ty 16 NaBH,- Alc.tp
thich hop 1a 0,2/1 cho phan tng khir hod dé 1am
eiau ajmalicin.

- Anh hudng ciia nhiét do va thoi gian phan iing

Can chinh xédc 5,0 g cin tho alcaloid (ham luong
ajmalicin 19,0 + 0,3%) tron 14n véi NaBH, (ty &
1/5 so véi Alc.tp), cho vao binh cdu va thuc hién
phan ng nhu trén & cdc diéu kién khic nhau.
Nhiét d6 phan ing giam din tir 25°C xuéng -5°C ,
thoi gian khudly thay déi & cdc miic 30, 60, 120
phit theo ting 16 thi nghiém. Méi 16 thuc hién it
nhét 3 mé phan ing. Cic két qua trung binh duoc
ghi & bang 3.

Bdng 3. Anh hudng clia thoi gian va nhiét d dén hiéu suét khir hod

TT | Cintho Nhiét do Thoi gian Alc.H (g) HL ajmalicin | Hiéu suat (%)
Ale.tp (g) phééi ing | khudy (phit) (%)
' 4% :
1 - 5,00 25 30 © 4.450 29,84 36,16
2 5,00 25 60 4.420 28,68 30,00
3 5,00 5 30 4.185 37,68 61,73
4 5,00 5 60 4,217 38,92 68,33
5 5,00 5 120 4,305 39,04 72,37
(&) 5,00 0 30 4,251 38,58 68,30
7 5,00 0 60 4,309 39,48 74,48
8 5,00 0 120 4,313 39,44 74,47
9 5,00 -5 60 4,252 39,40 532
10 5,00 -5 120 4,268 39,19 71,33
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Béang 3 cho thdy khi nhiét do khir hod giam va
thoi gian khudy ting thi hiéu suét phan ung tang.
Tuy nhién, trong khoang nhiét d6 duéi 0°C, hiéu
suit hau nhu khong ting khi giam nhiét do va
tang thoi gian khuay. Diéu nay c6 thé gidi thich la
phan ing khir hod xay ra rat cham va cang kéo dai
thoi gian khudy thi chat khir cang bi phan huy.
Hiéu suat khir hoa dat cao nhit (74,48%) & nhiét
do 0°C va thoi gian khudy 60 phit, nén cé thé
chon cdc diéu kién nay 1a thich hop nhét.

Chiét xuét va khir hod alcaloid toan phan da
duoc thuc hién & quy mo 20 kg ré dira can/mé.
Giai doan ti€p theo la nghién ctu phan lap
ajmalicin tinh khiét tir hén hop alcaloid toan phan
da khir hod.

- Nghién citu phdn ldp ajmalicin tinh khiét

Pé lua chon phuong phdp phan lap ajmalicin
thich hop nhat da dp dung 3 phuong phép khic
nhau trong d6 cé hai phuong phdp da biét [6,9],
c6 thé mo ta nhu sau:

- Phuong phép 1 (theo Kohlmunzer va Krupinska,
1960) [9]:

50 g cin Alc.tp dd khir hod clia ré dira can
(Alc.H) dugc hoa tan trong methanol, loc. Dich
loc dem c6 4p luc gidm & 50°C. Hoa tan cin trong
dung dich acid acetic 15%, chiét véi diclorethan.
Dén céc dich chiét diclorethan (diém s6i 53,5°C),
kiém ho4 bing dung dich Na,CO, t6i pH9, sau dé
rira bing nuéc cat t6i pH7. Lam khan pha hitu co
biang Na,SO,. Cit thu héi dung moi duéi 4p luc
giam & 50°C; sdy kho. Hoa tan cén trong benzen.
C6 can r6i sdy kho. Két tinh trong methanol thu
duoc ajmalicin nguyén li¢u.

- Phuong phdp 2 (sic ky cot theo Svoboda,
1963)[6]:

50 g Alc.H hoa tan trong cloroform (100 ml).
Nap 3 kg oxyd alumin Brockman II bing phuong
phdp dung treo 1én cot sic ky dai 100 cm, @ 10
cm. Sau khi cho cot chay 6n dinh, va benzen chay
sit mat cot, do tir tr dung dich Alc.H trong
cloroform 1én mit cot. Rira gidi bing benzen, sau
d6 hén hop benzen - cloroform véi cic ty 1€ 9/1,
8/2, 7/3, 6/4 va 5/5 dong thoi hing cdc phan doan
(F = 500ml). Phét hién ajmalicin trong cdc phén
doan (Fx) béng sic ky 16p mong. Dén cic F c¢é
ajmalicin ( tir F; dén Fy), c6 can ép lyc giam &
- 50°C. Két tinh ajmalicin ti cn bang methanol.

- Phuong phap 3 (do ching t6i xay dung) :
Hoa tan 50g Alc.H trong dung méi hitu co

thich hgp (khodng 100ml). D€ yén 2 gi¢ trong ti
lanh, loc, thu dugc moét phin ajmalicin thé. Dich
loc ¢6 dic, tron 14n véi dung dich acid tartric 3%.
Loc. Dung dung dich NH,OH dac chinh pH = 9.
Chiét hén hop véi acetat ethyl. Lam khan® dich
chiét acetat ethyl bang Na,SO,. Loai tap. Loc.
Dich loc dem ¢6 4p luc gidm & 55 -60°C thu dugc
ajmalicin thé. Dén cdc miu ajmalicin tho; két
tinh trong methanol thu dugc ajmalicin nguyén
liéu.

Cac miu ajmalicin thu dugc c6 diém chay 253
+ 257°C; [a],® : -58,0 + -63,0°C (dung dich 0,5%
trong cloroform); A, : 227, 282, 292 nm; phd IR
hoan toan tuong tu véi phé ajmalicin chuin; sic
ky khi chi cho mét pic va phé khéi ting véi cong
thitc cong CyHyuN,0; , M=352, d6 phi hop véi
phé thu vién ctia ajmalicin 12 98%; cho cdc phan
Ung cia ajmalicin; ham luong ajmalicin dat tir
95,0 dén 98,5% (phuong phdp sic ky léng hiéu
nang cao [5]).

Ba phuong phédp trén da duoc 4p dung & quy
mo6 50g Alc.H / mé, va duoc lap lai 5 14n 14y s6
litu trung binh. Bang 4 dua ra su so sinh ba
phuong phédp phan 14p ajmalicin tir ciing mét miu
Alc.tp d3 khtr hoa (50,0g; ham lugng ajmalicin
32,87%).

Trong bang 4, cic phuong phép 1va 2 déu phai
st dung cdc dung moi hitu co déc hai 1a benzen
va cloroform, hiéu suét phan 1ap ajmalicin chi dat
tir 51 dén 57,8%.

Phuong phap 3 do chiing t6i x4y dung kha don
gian, khong st dung cdc dung moi doc hai néi
trén ma hiéu su4t dat trén 70%, cao hon han so
v6i cdc phuong phdp 1va 2. Do dé c6 thé 4p dung
phuong phdp 3 dé trién khai & quy mé 16n hon.

IV. Ban luan va két luan

Cic hoat chét c6 thé duoc chiét xuat tir duoc
lieu bing nhiéu phuong phdp khic nhau. Tuy
nhién, nhitng phitong phép st dung cic dung moi
doc hai chi c6 y nghia & quy mo6 phong thi
nghiém. Chang han nhu mot s6 phuong phap chiét
ajmalicin tir dira can, do st dung nhiéu dung moi
doc hai 12 benzen va cloroform nén vin chua thé
4p dung vao san xudt & nudc ta [4,6,9]. Viéc
nghién citu khir hod alcaloid toan phén ré dira can
dé 1am giau ajmalicin ti serpentin trong d6 khong
nhiing da nang gip doi ham luong ajmalicin ma
con tao co s& thuin lgi dé nghién ctu tim ra
phuong phdp méi phan lap ajmalicin tir hén hop
ndy, khic phuc dugc mot s6 han ch€ cia cic
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Bdng 4. So sénh két qua phan l4ap ajmalicin theo ba phuong phép

TT Céc chi tiéu so sanh Phuong phap 1 Phuong phap 2 Phuong phap 3
1 | Alcaloid TP d3 khir hod (g)(chiét 50,0 50,0 , 50,0
tir 6,1 kg bot ré)

2 | Ham luong ajmalicin (%) 32,87 : 32,87 32.87

3 | Dung moi, hod chat Diclorethan, C¢H,, CHCl,, Acetat ethyl, acid
CsH,, CH;OH CH,0H tartric, CH;OH

4 | Thoi gian phan lap (ngay) 2 ngly 4 ngay 2 ngly

5 | Ajmalicin tinh khiét (g) 9,5+0,23 8,4+ 0,07 11,25+ 0,05

6 | HS phan lap tir Alc.H(%) 57,80 +0,63 51,10 +0,57 70,74 + 0,54

7 | HS chiét tir ré (%) 0,156 0,138 0,184

Ghi chd : HS - hiéu suat

phuong phdp truéc day. Phuong phip méi do duogc liéu kho dat 0,184%. Phuong phap nay da
ching t6i xay dung hoan toan khong sir dung duogc 4p dung & quy mo pilot (chiét xust 20kg ré /
dung méi hifu co doc hai, hiéu sust phan lap vA me) va cho nhiing két qua kha quan.

tinh ch€ ajmalicin tir hén hop dat trén 70%; so véi
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NGHIEN CUU HOAT TiINH KHANG HELICOBACTER PYLORI CUA MOT SO
CHE PHAM TU CAY DA CAM
Lai Quang Long, Pham Thanh Ky - Truong Dai hoc Duoc Ha Néi

Phan Quoc Hodn, Nguyén Kim Trung - Bénh vien TWOPD 108
(Nhan bai ngay 22 thdng 8 nam 2000)

Summary
Studies on the Anti-Helicobacter pylori Activities of Hedyotis capitella

Extracts (2:1) of the herbal and the root of Hedyotis capitella Wall. ex G. Don var. mollis Pierre
ex Pit. strongly inhibited the growth of in vitro Helicobacter pylori (HP). Solutions of the total
alkaloids (1%) and KLD6 (2mg/ml), an alkaloid separated by silica gel column chromatography,
have inhibitory effect on the growth of in vitro HP with the MIC of 100ug and 80ug, respectively.

Key words: Hedyotis capitella, Alkaloids, Inhibition, Helicobacter pylori.
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LDt van dé

Viém loét da day hanh t4 trang (DDTT) la
bénh khé phé bién hién nay trén thé gi6i véi ty 1é
méc bénh tir 5 dén 10% dan s6. O nuéc ta, ty 1é
nay la 5,6-7%. D6 la mot bénh man tinh, cé xu
hudng tdi phat, dién bién nhiéu nim, cé thé cé
bién ching [3]. Bénh do nhiéu nguyén nhan,
nhung hién nay ngudi ta thita nhan phéan 16n 1a do
vi khudn Helicobacter pylori (HP) gy ra. Nam
1983, Warren J.R. va Marshall B.J. da phan lap
dugc vi khudn HP tir hang vi da day clia nhing
bénh nhin viém da day man tinh [1]. HP ciing tiét
ra moét loai doc t6 va d6 doc clia né c6 thé trd nén
manh mé& boi su san sinh amoniac do men urease
lam trung gian [2,3]. HP urease dugc coi nhu vai
trd chu yéu trong sinh bénh hoc bénh viém loét
DDTT. Vi vay, su tiéu diét tan g6c loai vi khuén
nay va tc ch€ HP urease 1a rit quan trong trong
diéu tri nhiing bénh nhan méc phai bénh nay. Da
c4m 12 mot trong nhitng vi thuéc dugc y hoc cb
truyén ding dé chita bénh viém loét DDTT [4].
Nhung dén nay, chua c6 tic gia nao nghién citu
vé hoat tinh diét HP cua né. Trong bai nay, ching
t6i xin théng bdo mot s6 két qua nghién ciu vé
hoat tinh tc ché HP cha cdc ché phdm tir cay da
cdm (Hedyotis capitellata Wall. ex G.Don var.
mollis Pierre ex Pit.)

I1. Nguyén liéu va phuong phap nghién ciru

- Nguyén liéu va ché phdm thit:

+ Cay da cdm than xanh c6 l6ng, thu hdi & Hoanh
B6 - Quang Ninh thiang 4/1999, di dugc GS Vii
Vin Chuyén kiém tra va x4c dinh. Phén ré va than
14 trén mit dat dugc ché bién, chiét xudt va phan
lap thanh cdc ché pham thir sau:

Nuéc sic than 14 va nudc sic ré dugce liéu 2:1
(ky hiéu NS1 va NS2, tinh ra duoc liéu kho la
2g/1ml).

Dung dich alcaloid
-(AN1).(10mg/1 ml)

Dung dich alcaloid KLD6 tinh khiét (2
mg/1ml).

todn - phdn 1%,

+ Maoi trudong va thiét bi nuoi ciy:

Moi truong thach mdu Helicobacter Agar
BBL® Stacker plates cta hing Becton Dickenson
(Germany), duong kinh 9 cm.

Canh thang Trytone Soya broth dung dé bio
quan va van chuyén cdc manh sinh thiét.

Ta &m CO,, (37°C), tii tao khi Campy-Pak clia

hang BBL® , binh Jaz cdy ky khi.
Méy ly tam 3000 vong/phit, micropipet loai
20 pl, kinh hién vi CD50 OLYMPUS Nhat.

Céc khoanh gidy da tdm san khang sinh chufn
amoxicillin (30ug) va tetracyclin (3011g) cha hing

- BBLER con han sir dung.

Cic khoanh gidy duong kinh 7 mm da tiét
trung dé tdm ché phdm thir.

Kit Pyloritek Test SERIM (USA) dé chin dodn
men urease hoat dong cia HP trong manh sinh
thiét cia ngudi mic bénh DDTT.

+ Vi khudn thit Helicobacter pylori: duoc phan
1ap tir cic méu bénh phdm sinh thiét bing néi soi
14y tir hang vi da day cla bénh nhan mic bénh
viém loét DDTT dang hoat dong va tai Bénh vién
Y hoc ¢4 truyén Viét Nam, thir Clotest cho duong
tinh va nuo6i cdy tai khoa Vi sinh vat, Bénh vién
Trung wong quan doéi 108.

- Phuong phdp nghién ciiu:

+ Tham do tdc dung khdng khudn cta cic ché
phdm vé6i 2 loai vi khudn Escherichia coli va
Pseudomonas aeruginosa theo tai liéu [5,6].

+ Thit so bd kha ning tGc ché HP ctia ché phdm
bang phuong phap wc ch€ tryc tiép: Lay 0,5 ml
dung dich méi ché€ pdm ling déu lén mat dia moi
trudng da duge cdy HP; nu6i cdy & 37°C trong tl
dm c6 10% khi CO, hoiac trong tii Campy-Pak.
Dinh gid két qua sau 5 ngay nuéi cily bing cich
so sanh v6i miu d6i ching khong cé chat thir
[2,7.8].

+ Xéc dinh néng do6 vc ché t6i thiéu (MIC) cia
cdc ché phdm bing k§ thuat khuéch tin trén moi
truong  (phuong phdp Kirby-Bauer): dung
micropipet hit lugng dung dich chiia cac chét
dinh thir nhé 1én cac khoanh gidy c¢6 duong kinh 7
mm di duoc tiét tring & 180°C, dé bay kho dung
moi:

Dung dich AN1: ¢6 cic néng do 200, 150,
100, 75, 50 pg;

Dung sich KLD6: ¢6 cic néng do 200, 160,
120, 80, 40 pig.

Cic dia moi truong c6 chita xdp xi 10° vi
khuén, sau khi dat cdc khoanh gifly tim cdc chét
thit trén, dugc nu6i cdy & 37°C trong th 4m cé
10% khi CO, (hoic trong tdi Campy-Pak). Nong
do iic ché t6i thiéu (MIC) clia cac ché pham thir
dugc xéc dinh sau 5 ngay ké tir khi nuoi cay.
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‘Dung céc khoanh gidy tdm khang sinh chufn
amoxicillin 30 pg lam d6i chiing. Tét ca c4c thi
nghiém duoc lam 3 lan [2]. Quy dinh dudng kinh
vong tc ché cua hang BBL® d6i v6i miu chuin
déi ching Amoxicillin (Amo C-30) c6 néng
d630pg nhu sau: duong kinh >18 mm la c6 nhay
cam (S), dudong kinh ~ 14-17 mm la trung gian (I)
va duong kinh <13 mm la dé khéng (R).

IIL Két qua

- Tham do tac dung khdng khudn doi véi E. coli
va P. aeruginosa:

Trén moi truong thach dinh dudng da cily céc
chung vi khuén dinh thi, 14y 1 ml dung dich ché
phdm léng déu khép mat, nuéi cay & 37°C trong
18h. Két qua duogc trinh bay & bang 1.

Bdng 1. Két qua thir khdng khudn E. coli va P. aeruginosa

Vi sinh vat E. coli P. aeruginosa
Mau thit DT119814 VM201
NSI it +++
NS2 ++ St
ANl +++ -

Bdng 2. Két qué thir so bo kha ning iic ché HP ciia céc ché phdm.

- Thik s0 b¢ khd ndng itc ché HP ciia cde ché phdm: Két qua dugc ghi & bang 2

Méu thir Luong chét thit | (& ché su phit trién HP
NS1 0,5 ml +++
NS2 0,5 ml S
ANI1 5 mg ot
KLD6 1 mg e
Déi chimg 0 mg -

Ghi chii: (+++): trc ch€ hoan toan; (-): khong tic ché.

- Xdc dinh néng do t6i thiéu ¢é khd nang e chéa vi khudn HP cia ANI va KLD6 phiwong
phdp khuéc h tan trén moi truong. Két qud dwoc trinh bay ¢ bdng 3.

Bdng 3. Két qua do dudng kinh trung binh vong v6 khudn thir (mm)

Néng do (ug) 200 150 100 75 50 30
ANI1 24,5 24,0 2355 12,5 10,5
Néng do (ug) 200 160 120 80 40 30
KLD6 31,1 29,0 25,8 22.5 -

Amoxicillin AN

IV. Ban luan

1. Helicobacter pylori 1a vi khuin Gram (-), cu
tri trong niém mac da day. Ching c6 hé théng
men phéan huy uré rat manh, lam tang pH Xung
quanh, nén c6 thé séng duoc trong moi truong co
pH acid, lam héng 16p nhdy che phi niém mac,
lam giam kha ning tu bao vé clia da day. Nhu

vay, HP chi séng dugc & moi truong c6 pH tr 6
tré 1én. Do d6 ching t6i di chudn bi cic ché
phdm c6 pH= 6-6,5 trong dung méi la nuéc dé
dam bao HP khong bi anh huéng ctia pH dung
moi, & pH nay cdc hoat chit trong cdc ché phim

khong bi pha huy.
Két qua & bang 1 phit hop véi két qua thir tac
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dung khing khuén clia mot s& ché phdm tir cay da
cdm [6], da cho thdy cdc ch€ phdm NS1, NS2 va
AN1 1% cé tic dung ttc ch& 461 véi Escherichia
coli va Pseudomonas aeruginosa 1a 2 loai vi
khudn Gram (-) dién hinh c6 sitc dé khang cao.

2. Két qua & bang 3 cho thdy c4c ché phim NS,
NS2, ANIKLD6 déu c6 tic dung tic ché vi khuin
HP. Vi dung dich alcaloid toan phan 1% (AN1),
vi khudn HP thé hién su nhay cdm & néng do6 chat
thir t8i thiéu 12 100 pg (14y theo tiéu chuén dudng
kinh vong v6 khuén clia khing sinh déi ching la
amoxicillin 30 pg> 18 mm). Véi KLD6 la mot
alcaloid tinh khiét duoc tach tir alcaloid toan phan
bing sic ky cot, vi khudn HP thé hién su nhay
cam & néng do chat thir t6i thiéu 1a 80 pg (dudng
kinh vong tc ché vo khudn 1a 22,5 mm).

Két qua thuc nghiém cho thdy bén canh nhitng
tdc dung sinh hoc khdc , su c ch€ vi khudn HP
ctia cic ché phim clia cly da cAm cé mét ¥ nghia
quan trong trong st dung cdy da cdm vao diéu tri
bénh viém loét da day theo kinh nghiém ctia nhan
dan.

V. Két luan

Cic ché€ phim la nuéc sic than 14 (2:1), nudc
sic ré (2:1), dung dich alcaloid toan phin 1%,
dung dich alcaloid KLD6 (2 mg/1 ml) cta cay da
cdm c6 tdc dung tic ché vi khudn HP phan lap va
nuoi cdy tir ngudi mic bénh viém loét DDTT trén
in vitro.

Néng do tic ché t6i thiéu (MIC) d6i véi HP cia
dung dich alcaloid toan phin 1% la 100 pg va cua
dung dich KLD6 (2 mg/ml) 1a 80 pg trén in vitro.
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NGHIEN CUU POC TINH CAP VA TAC DUNG GIAM PAU CUA CAY CO MAT

Lé Van Cong - Bénh vién 198
D6 Trung Pam, Nguyén Thi Dung - Vién Duroc lidu
(Nhan bi ngay 12 thang 7 nam 2000)

Summary
Studies on Acute Toxicity and Analgesic Effect of Eriochloa ramosa

Acute toxicity and analgesic effect of the soft extract from the aerial part of Eriochloa ramosa
(Retz.) Hack have beern studied. The results showed that

1. The extract has vefy low acute toxicity. No mouse was dead in an oral dose of 40g/kg
correspending to 500g of the dried aerial part of the plant.

2. It exhibited a moderate but long-lasting analgesic effect as shown by the acetic acid-induced
writhing test.

Key words: Eriochloa ramosa (Retz.) Hack, Acute Toxicity, Analgesic Effect
L. Dat van dé

Trong bao cdo trudc day (1), ching téi da
nghién cttu vé thuc vat hoc va tic dung ha s6t cta

cay c6 mat. Trong cong trinh nay, ching t6i xin
trinh bay két qua nghién cttu doc tinh cdp va tic
dung giam dau cua cay.
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I1.Vat liéu va phuong phap nghién citu
AVt liéu nghién citu

1. Cao mém cua cdy c¢b6 mat Eriochloa ramosa
(Retz.) Hack, ho Lia (Poaceae).

2.Céch chiét cao mém: Thu héi toan cay co6 mat
(bo ré) vao thang 6, rita sach, phoi kho, tdn nho,
xay nghién thanh bot tho. Lay 10 kg cho vao
thing dung tich 100 lit. DS vao 30 lit cén 80°.
Ngam 40-48 gid, chiét 14y dich chiét 1. DS tiép
vao 15 lit ¢6n, ngAm 14n thd hai trong 24 gio,
chiét 14y dich 2. Lam tié€p dé duoc dich chiét 3 va
4. Gop cdc dich chiét lai, loc, cat dudi 4p luc giam
80-100 mmHg dé thu héi cén. Sau d6, béc hoi
ti€p dé loai bé nuéc cho dén thé chat cao mém.
Két qua thu duogc 808 g cao, dat ty 1 8,08%.

Khi dung cho dong vat thi nghiém, 1dy cao
mém hod vao nudc cdt dén dam do thich hop.
Liéu dung tinh ra s6 gam cao mém cho 1 kg dong
vat thi nghiém. C6 truong hop tinh qui ra duge
liéu kho.
3.So bo vé thanh phan hod hoc: Két qua nghién
cttu cua Vién Hod thuoc Trung tdm Khoa hoc tu
nhién va Cong nghé qudc gia va phong Phan tich
tiéu chuén Vién Dugc liéu cho thdy ty 1é tinh ddu
& cay tuoi 1a 0,0012%- 0,02%, & cay kho 1a 0,12-
0,2% va & cao mém 12 1,0%- 1,5%. Ngoai ra con
c6 flavonoid, peptid, acid amin, duong.

B.Phuong phdp nghién ciu

1. Phuong phap xac dinh doc tinh cdp: Tién hanh
theo quyét dinh 371 BYT/QD ctia Bo Y t&€ (2), qui
dinh ctia T8 chitc Y t€ th€ gisi khu vue Tay Théi

Binh Duong (3) va sich "Phuong phdp xdc dinh
doc tinh cdp cla thudc" (4).

2. Phuong phdp nghién ctu tic dung giam dau:

Dung chu6t nhdt tring khoé manh cé trong
lugng 19-23 g, gay dau bing cdch tiém trong
mang bung dung dich acid acetic 1% véi liéu
luvong 0,1 ml/20 g chuét (50 mg/kg) (phuong phap
cua Koster [5] va Turner [6].

Pau duoc biéu hién bing chuét chodi 2 chan ra
sau, bung sdt xuéng san, minh xoén vin. Méi 14n
nhu vay duogc tinh 1a moét con quan dau. Sau khi
bit ddu tiém acid acetic dé gay dau duoc 5 phiit,

-dém s6 con quin dau trong khoang thoi gian 5

phit mot. Cu thé 1a tir 5 dén 10 phiit, tir trén 10
phiit dén 15 phiit, roi trén 15 phiit dén 20 phit, tir
trén 20 phit dén 25 phit, trén 25 phiit dén 30
phit.

Thuoc duoc cho uéng truée khi gay dau 30
phit. L6 ching thay thuSc bang cich cho uéng
nudc véi cling thé tich.

Thi nghiém dugc tién hanh trén 4 16:
- Lo 1: Déi chiing
- Lo 2: Dung analgin dung dich 2%, liéu 200
mg/kg '
- L6 3: Dung cao mém liéu 1 g/kg
- L6 4: Ding cao mém liéu 0,5 g/kg.
IIL. Két qua nghién ciru

1. Doc tinh cdp: D3 thir v6i nhiéu liéu khic nhau
v6i két qua duge ghi & bang 1.

Bdng 1. Két qua thir doc tinh c4p cha ciy cd mat

Lo S6 chuot Liéu dung (g/kg) S6 chuét chét
thit nghiém
Theo cao mém Theo duogc liéu
1 U 24 300
2 7 32 400
40 500

2. Téc dung giam dau: Két qua nghién citu tic dung gidm dau trén mo hinh gay dau bing acid acetic &

chuét nhét tring duoc trinh bay & bang 2.
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Bdng 2. Téc dung gidm dau clia cao cé mat

Lo S6 chuot S6 trung binh cdc con dau
trong 16 T S : S
Tutrén 5- | Tuwtrén 10- | T wén 15- | Tirtrén 20- | Tu trén 25-
10 phiit 15 phiit 20 phiit 25 phiit 30 phut
Chung 8 21,7+0,7 | 21,6+0,5 | 21,4+0,7 17,7+ 0,8 14,6 + 0,7
Analgin 6 5,7 £08% [ 55 £0,7% | 55 +0,6* | 45+0,6* | 32 +04*
200mg/kg
Cao 1g/kg 8 100+ 1,7% | 10,1 +1,8* | 69+ 1,6* 1,6 £1,1* | 0,6+0,6*
Cao 0,5g/kg 8 11,1+1,5% | 130+1,1% | 85 +13* | 55+ 1,0 | 1,8+09*
*P< 0,001
IV.Ban luan Da nghién citu doc tinh cdp va tic dung giam

1.Vé doc tinh cdp.

Pa cho chuét udng véi néng do thuéc binh
thuong, liéu 24 g cao cho 1 kg than trong chuét,
tinh ra duoc liéu kho 1a 300 g/kg va néng do dam
diac véi liéu 32 g cho 1 kg than trong, tinh ra duoc
liéu kho 1a 400 g/kg, chudt vin khong chét.

O lidu 40 g cao cho 1kg than trong chuét, tinh
ra duoc liéu kho la 500g/kg, chﬁng toi da phai cho
chuodt uéng 2 14n trong ngdy, vi khong thé cho
udng hét trong mot 14n, nhu‘ng chuét vin khong
chét, cho nén khong thé x4c dinh duoc LDy, (4).

20 g tinh theo dugc liéu khé cho moét ngudi 16n.
Néu ngudi ning 50 kg, liéu diung 12 0,2-0,4 g/kg.
o) day, da thir v6i liéu 500 g/kg, gép 1250 Idn lidu
dung & ngudi, chudt vin khéng chét, ching t6
thudc c6 d¢ an toan cao.

2.Vé tdc dung gidm dau

a). O 16 chiing, s6 con dau duy tri khd déu ké tir
phut thit 5 sau khi gy dau dén phit th 20. Sau
dé, s6 con dau c6 thua hon, nhung dén phit thi
30, con dau vin con xuat hién (hinh 1.)

b). O 16 diing analgin, s6 con dau gidm han chi
con khoang 25% so véi 16 chiing. Tac dung giam
dau cua analgin kéo dai dén phiit thi 30 va c¢6 §
nghta théng ké (P< 0,001) (hinh 1).

¢). 0 16 ding cao (hinh 1), s6 con dau giam

khodng 50% trong 20 phiit d4u tién va tdc dung
giam dau nay c6 y nghia théng ké (P< 0,001),
trong d6, tic dung giam dau khi ding liéu 0,5
g/kg tuy c6 kém hon chiit it, nhung ciing x4p xi
nhu khi ding liéu 1 g/kg. Dic biét trong 5 phiit ké

tir phit thit 25 dén phiit thi 30 & 16 ding liéu 1

g/kg, co t6i 7 trong s6 8 con thit nghiém, khong
xuét hién mét con dau nao.

V. Két luan

dau cta cao mém cay c6 mat véi két qua nhu sau:

1. V€ doc tinh cdp, dd cho chuét nhét tring udng
liéu 40 g cao cho 1 kg than trong, tinh ra dugc
liéu kho 1a 500 g/kg, gap 1250 14n liéu dung tinh
theo 1 kg than trong & ngudi, chuét vin khong
chét. Do d6, khéng thé xdc dinh dugc LD, va
ching t6 thuée c6 do an toan cao.

2. V& tic dung giam dau, trén mo6 hinh géy dau
bang céch tiém acid acetic vao phuc mac & chuét
nhét tring, cao mém cdy c6 mat c6 tic dung giam
dau 1 rét. Tuy tdc dung gidm dau kem analgin,

nhung kéo dai kha lau.
Trong nhan d4n, ngudi ta thudng ding liéu 10- |
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NGHIEN CUU TAC DUNG CUA CA GAILEO
( SOLANUM HAINANENSE HANCE) TREN COLAGENASE

Nguyén Bich Thu, Nguyén Minh Khai
Pham Kim Man, Doan Thi Nhu

Vién Duoc liéu

(Nhan bai ngay 14 thing 7 nam 2000)

Summary

Effects of Solanum hainanense Hance on Colagenase .

All the total extract, glycoalkaloid, n-hexane, chloroform, ethyl acetate, butanol and water
fractions of Solanum hainanense Hance have inhibitory effect on colagenase activity. Of these,
glycoalkaloids proved to be the major inflammatory substances.

Key words: Solanum hainanense Hance, Glycoalkaloids, Inflammatory Effect, Colagenase

1. bat van dé

Colagenase 1la mot enzym c6 tic dung dac hiéu
trén colagen. Trong cidc truong hop bénh 1y nhu
X0 gan, X0 phéi...cé su tang tich tu colagen & cc
t6 chic nay.

Qtia trinh thodi hod t6 chic colagen cé su
tham gia cua colagenase. Binh thudng colagenase
¢ dang khong hoat dong. Khi ¢6 cic tic nhan tac
dong nhu corticosteroid, bong, viém loét...hoat
dong clia colagenase méi thé hién rd [3]. Vi vay,
nhiing chit cé tic dung tc ché 1én colagenase
dong thoi cling c6 tic dung trén qud trinh réi
loan bénh ly colagen.

Ca gai leo (Solanum hainanense Hance,
Solanaceae) dugc nhan dan dung lam thudc chita
cdc bénh dau rang, rin cén, di tng... Theo két qua
nghién citu duge 1y ctia Vién Dugc liéu, ca gai leo
c6 tic dung chong viém, lam thu teo tuyén tc...
Nguyén Minh Khai trong luan 4dn phé tién si dugc
hoc d3 két luan ca gai leo c6 tic dung tc ché sinh
téng hop colagen & mot s6 t6 chitc mé lién két. &
chuot nhdt. Tic gia cling nghién citu tdc dung
chéng viém cia dich chiét toan phin coa ci

gai leo trén colagenase tinh khiét [1].
2. Nguyén liéu va phuong phap nghién ciru:

2. 1. Nguyén tdc:" Hoat do colagenase dugc
biéu thi bing do dai cot gel bi tiéu (mm) sau mot
thoi gian" theo phuong phap clia Berman cé di€u
chinh [1].

2. 2. Nguyén liéu va phuong phdp:

2.2.1. Chudn bi cdc ché phdm thi:  Duoc
liéu ca gai leo duoc thu hdi & Sé¢c Son, 1am kho tu
nhién va xay nhé.

-Chuén bi dich chiét toan phdn clia ca gai leo:
10 g bot duoc liéu ca gai leo chiét ngudi véi cén
40° -Gop dich chiét, thu héi c6n . Cin hoa trong
10 ml c6n 40° thu duoc dich chiét toan phan cta
ca gai leo véi ti 1 1:1.

- Chuén bi céc dich chiét phan doan clia ca gai
leo: Tur dich chiét toan phén, c6 cho bay hoi hét
c6n va 14n luor lac véi n-hexan, cloroform, acetat
ethyl, butanol va nuéc. C6 cic dich chiét va hoa
lodng bing cén 40° thu dugc cdc phan doan n-
hexan, cloroform, acetat ethyl, butanol va nugc
theo ti 1& 1:1.
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- Chudn bi dich chiét glycoalcaloid toan phén:
Léy 10 g bot duogc liéu chiét sinh han nguge véi
c6n 80° trong 6 gid . C6 dung dich cén . Cén hoa
trong acid sulfuric 4%. Lic dung dich acid véi
cloroform dé loai tap. Kiém hoé dich chiét bing
amoniac dac t6i pH 10. D€ ling qua dém. Loc va

rira can nhiéu 14n vé6i dung dich amoniac 1% thu .

duoc glycoalcaloid toan phdn. Chiét cin bing cén
80° ‘Thu héi cén va hoa lodng cin véi cén 40° dé
dugc dich chiét glycoalcaloid toan phén theo ti 1¢
Bl

2.2.2. Diéu ché cét gel:

-Diéu ché€ dung dich colagen: Cit, rit gan mot
duo6i chudt c6ng tring. Rira nhiéu 14n bang dung
dich clorid natri IM. Rira lai nhiéu 14n bing nuéc
cit(3 14n). Sau dé, ctt 600 mg gin dugc ngém
trong 50ml dung dich acid acetic 0,2M va dé
truong n& qua dém. Péng thé hoa hén dich thu
dugc dung dich colagen. Thém clorid natri vao
dung dich trén dé dat néng do 1M.

Ly tam ldy tta colagen. Can r6i hoa tha trong

acid acetic 0,05M theo ti 1& 1g tha/6ml acid acetic
0.05M.

Sau khi thdm tich, thém clorid natri vao dé dat
néng d6 04M. Diéu chinh dén pH 7,5-8 bing
dung dich tris 2M , thu dugc dung dich colagen
trong su6t.

- Diéu ch€ cot gel: Ding cidc 6ng mao quan

dudng kinh 2mm,dai 15cm. Hit dich colagen téi
chi€u cao 2/3 6ng. Niit day bang it cao su va bit
ddu con lai bing glay nén. Cic éng nay duoc dat
thing ding trong ti 4m 37° C va dé qua dém.
Colagen déng dic thanh gel. Khi c6 tic dung ctia
colagenase, phdn cot gel bi tiéu s& hod 16ng.

-Xdc dinh hoat d6 colagenase: Lay cot gel ra
khoi td 4m va ddnh d4du chiéu cao cot gel(tuo la
x4c dinh diém méc clia qu4 trinh tiéu gel).

Pha lodng dung dich colagenase 0,2mg/ml
thanh dung dich colagenase 0,1 mg/ml bing
dung dich dém tris -HC1 0,05M  (pH 7,9).

2.3.Tién hanh thi:

-Ong chiing: Ding ong mao quan cho dung
dich colagenase 0,1 mg/ml lén bé mit cot
colagen ching. Chi€u cao dung dich enzym
khoang 1 cm.

-Ong thir: Dung dich thir bao gém dung dich
colagenase 0,2 mg/ml va dich chiét duoc liéu, pha
theo ti 1& 1:1 cho cdc éng thir va cho dung dich
hén ho’p dung dich colagenase va dich chiét dugc
liéu vao cot colagen tuong tu nhu trén.

Dé tt ca céc cot gel vao ti 4m 37° C/ 24 gio.
3. Két qua va ban luan:

3.1. Tdc dung cia dang chiét toan phdn ca gai
leo :

Bdng 1. Téc dung cla dich chiét toan phén clia ca gai leo trén colagenase (phwong phap Berman)
Ham luong colagen 1,16%. Thoi gian tiéu gel 24 gio.

Tén ché phim Do pha | Tiéu gel Ty 1é enzym %
lodng (mm)
Hoat dong Uc ché Hoat hoa
Ca gai leo L2 6 60 40
(chiét toan phin 1:4 10 100 0
IE1:1) | 1:6 11 110 : 10
1:10 13 130 - 30
1:20 10 100 - 0
1:100 10 100 - : -
Tris — HC1 0,05 M 0 0
Colagenase 0,1 mg/ml 10 100

3.2.Tac dung cua dang chiét glycoalcaloid:
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Badng 2. Tic dung cta ca gai leo dang chiét glycoalcaloid trén colagenase (phuong phdp Berman).
Ham luong colagen 1,16%. Thoi gian tiéu gel 24 gio

Tén ché phim Do pha | Tiéu gel Ty 1é enzym %

lodng (mm) Hoat dong | (0t che | Hoat hod

Dich chiét - 52 6 60 40 0

(Glycoalcaloid 1:4 9 90 10 0

ca gai leo) | 1:6 10 100 0 0
[0 10 100 0 0
1212 13 130 0 30
1:20 10 100 0

Tris — HC1 0,05 M 0 0 0

Colagenase0,1 mg/ml | 10 100 0

3.3. Tdc dung ciia cdc phdn doan chiét tir ca gai leo:

Bdng 3. Tac dung ciia mot s6 phan doan chiét tir ca gai leo trén colagenase
Enzym: 0,1 mg/ml. Ham luong colagen 1,16%. Thoi gian tiéu gel: 24 h

Dung dich Do pha Tiéu gel Ty 1& enzym %
chiét dé thu loang (mm) Hoat dong D Hoat hoa
Hexan 182 0 0 100
1:4 0 0 100
6 0 0 100
1:8 7 70 30
] 1:10 © 8 80 20
15812 10 100 0
Cloroform 1:2 0 0 100
1:4 0 0 100
1846 0 0 100
1:8 4 40 60
1:10 7 70 30
e 10 100 0
Acetat ethyl 1:2 0 0 100
1:4 0 0 100
|86 0 0 100
1:8 i 70 30
1:10 9 90 10
18012 10 100 0
Butanol 1520 0 0 100
1:4 0 0 100
G 0 0 100
1:8 0 0 100
1:10 7 70 30
| g i2 8 30 20
1:14 9 90 10
H,O 1559 4 40 60
i 5 50 50
1:6 8 80 20
1:8 10 100 0
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1:10 10 100 0
Colagenase 10 100 0
0,1 mg/ml
Tris - HC 0 0 0
0,05

Nhan xét: Bang 1, 2, 3 cho thdy ca hai dang
chiét toan phén va glycoalcaloid déu c6 tic dung
tic ché€ colagenase. Riéng cao toan phén, ty 1& 1/6
va 1/10 cé tic dung hoat hod va dang chiét
glycoalcaloid & ty 1& 1/12 ciing ¢6 tic dung hoat
hoa.

Céc phan doan chiét tich cha yéu tic dung rd
6 phan doan n-hexan, cloroform, acetat ethyl,
butanol. Trong dé dich chiét phan acetat ethyl va
butanol .c6 tic dung manh hon ca. Theo két qua
nghién ctu, thanh phin hod hoc chu yéu cua
phan doan nay la nhém polyphenol va
glycoalcaloid.

Nhitng két qué trén thé hién tinh phong phu
cua thudc ca gai leo trong diéu tri bénh, dic biét
nhitng bénh c6 lién quan dén roéfu loan chuyén
hoa colagen. ’

4. Két luan

Tiép tuc ching minh tdc dung chéng viém clia
ca gai leo trén colagenase tinh khiét theo phuong
phdp clia Berman c6 di€u chinh, ching t6i cé
nhitng két ludn sau:

- Dich chiét toan phan , glycoalcaloid, cic
phan doan n-hexan, cloroform, acetat ethyl,
butanol va nuéc cta ca gai leo déu c6 kha ning
tic ché colagenase.

- Glycoalcaloid 1a hoat chat chéng viém chinh
trong cdy ca gai leo.

Nhimng két qua trén thé hién tinh phong phi
clia ca gai leo trong diéu tri bénh, dic biét nhitng
bénh c6 lién quan dén ré6i loan chuyén hoi
colagen. '

Tai liéu tham khao
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KHA NANG UC CHE PHAN UNG PEROXY HOA LIPID CUA FLAVONOID
CHIET TU LA CHAY (ARTOCARPUS TONKINENSIS A . CHEV.)

Nguyén Ddng Diing

@ Trdn Luu Vin Hién®,

Vit Duong Quy” ,Nguyén Vén Trinh®
(1)Hoc vién Quan y, (2) Vién y hoc ¢6 truyén Viét Nani

(Nhan bai ngay 4 thang 7 nam 2000)

Summary
Inhibition of Lipid Peroxidation by Flavonoids Extracted from Leaves of Arfocarpus tonkinensis

Lipid peroxidation damages biological membranes leading to malfunctions. This study aimed to
determine the inhibitory effect of flavonoids extracted from leaves of Artocarpus tonkinensis A.
Chev. on lipid peroxidation. Oxidative stress was cauesed in rat kidney and liver cell suspensions by
a mixture of ascorbic acid and FeCl,. The lipid peroxidation was monitored by measuring the MDA
created in the reaction milieu.

The result showed that the flavonoids inhibited lipid peroxidation in a concentration-dependent
manner. This result may promote the use of the flavonoids as natural antioxidants in therapeutics.

Key words. Artocarpus tonkinensis A. Chev., Flavonoids, Lipid Peroxidation, Inhibition
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Dat van dé

Trong nhitng ndm gin day, nhiéu tic gid da
quan tam va c6 nhitng nghién cidu vé géc tu do
(free radicals) va nhitng anh huéng clia ching d6i
véi co thé séng. Hoat dong clia cac gbc tu do din
dén mot chudi phan {ing oxy hod - kht, trong dé
san phdm clia phan tng ddu lai thic ddy phan tng
ti€p theo, két qua 1a 1am bién déi chic ning cla
nhiéu phan tr sinh hoc. M6t trong nhitng anh
hudng c6 hai cia céc géc tu do doi v6i co thé
song la gay ra phan tng peroxy hod lipid cia cic
mang sinh hoc, din dén t6n thuong mang va 1am
r6i loan chic ning mang. Cic nghién ctu cla
nhiéu tic gia cho thdy mot s6 flavonoid nguén
goc thién nhién la nhiing chat chéng oxy hoa, do
do, c6 thé han ché dugc phan ng peroxy hod
lipid mang [5].

Mat khac, khi nghién ciu vé ciy chay
(Artocarpus tonkinensis A.Chev.), mot s6 tic gia
da chiét xuit dugc céc flavonoid téng s6 chiét tir
14 cay chay c6 tac dung kéo dai thoi gian séng du
ctia manh ghép da trén dong vat thuc nghiém [4].
Ngoai ra, dich chiét toan phén cua ré va 14 chay
¢6 tdc dung tc ché€ mién dich.

Trén co s& d6, ching toi dat van dé khao sit
tic dung chéng peroxy hod lipid cua flavonoid
chiét tir 14 chay nhim tao co s& cho nhiing nghién
ctru tng dung ld chay cho moét s6 bénh cé lién
quan dén t6n thuong oxy ho4.

Vat liéu va phuong phap nghién citu
Vat liéu

- Flavonoid téng s6 chiét tir 14 chay do Phong
DPong y thuc nghiém - Vién Y hoc c6 truyén Viét
Nam cung cép.

- Dich nghién déng thé gan, than chuét c6ng
trang : giét chuot, 14y té chitc gan va than (sau khi
dd béc tiach bao than), 50 mg mdi loai, nghién
riéng biét ting loai trong c6i st véi dung dich
KCI 1,2% vira d 20 ml & nhiét do nuée da dang
tan.

Phcon ¢ phdp

Nguyén ly ky thuat : Xdc dinh su peroxy hod
lipid theo phuong phdp do Jadwiga Robak va cs
mo ta 1988, dua trén nguyén 1y xdc dinh ham
luong dialdehyd malonic (MDA), mot san phdm
duoc tao ra trong qud trinh peroxy hod lipid; san
phdm nay c6 thé phan ting véi acid thiobarbituric
dé€ tao thanh phic hop trimethin ¢ mau héng va

c6 dinh hdp phu cuc dai & bude séng 530-532 nm.
Tién hanh k¥ thuat :

- Ldy 2 ml dich nghién déng thé cho vao cic
6ng nghiém riéng biét, thém vao mdi 6ng nghiém
0,2 ml acid ascorbic 2,6 nM va 0,2 ml mu6i Mohr
4.10°M. Hén dich phan ting dugc G trong bé nudc
37°C trong 30 phuit.

- Thém vao méi 6ng Iml acid tricloracetic
40%. Ly tdm céc 6ng & toc do 3000 vong/phiit
trong 10 phuit.

- Hut 14y 2 ml dich ndi & méi 6ng, cho vio cic
ong nghiém méi va thém vao mbdi 6ng nghiém
méi nay 1 ml acid thiobarbituric 0,8%. Dun so6i
cach thuy cdc 6ng nghiém trong 20 phit. Lam
lanh cdc 6ng nghiém t6i nhiét do phong.

- Do d6 hap phu quang hoc cua cic miu tai
budc séng 532 nm trén mdy do quang Spekol 11-
Khoa Hoa4 sinh- Vién Quan y 103.

- Ong so s4nh duoc chudn bi gém 2 ml KCI
1,2% , 1 ml acid tricloracetic 40% va 1 ml acid
thiobarbituric 0,8% , dugc dun s6i va lam lanh
cung diéu kién nhu céc 6ng thi.

Luong MDA duogc tinh theo cong thiic :

Ex3x34
X (nmol ) = =E x 32,69

0,156 x 2
trong doé :

E : do hdp phu quang hoc ciia miu (OD)

3 : thé tich mu khi do quang

3,4 : thé tich toan phan clia miu phan tich

2 : thé tich dich néi dé xédc dinh MDA

0,156 : do hdp phu quang hoc cia dung dich
MDA 1nM dugc do bang budng do quang cé do
day lcm tai budce séng 532 nm.

Két qua va ban luan

Thi nghiém xdc dinh kha nang tc ché phan
ting peroxy hod lipid cua flavonoid 14 chay duoc
ti€én hanh trén 6 mau dich nghién déng thé t& bao
gan va 6 mau dich nghién déng thé t&€ bao than tir
6 chuodt cong tring khic nhau, méi miu dich
nghién déng thé t€ bao duoc thi nghiém véi 4
néng do flavonoid khac nhau.

Két qua duoc trinh bay & céc bang va dé thi
sau :
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Bdng 1. Kha ning iic ché phan tng peroxy ho4 fipid cua flavonoid 14 chay

trong dich nghién déng thé t& bao gan chudt<6ng tring.

Nhém Flavonoid Flavonoid Flavonoid Flavonoid Flavonoid
. 0 mg% 3,125 mg% 6,25 mg% 9,375 mg% 12,5 mg%
Xop £ SEM 0.599+0.057 0.395+ 0.077 0.263+ 0.066 | 0.183+0.051 0.124+0.022
MDA (nmol) 19.58 12.91 8.60 5.98 4.05
Ty 1& % 100 65.93 43.92 30.54 20.68
Bdng 2 : Kha ning tc ch€ phén ting peroxy hod lipid ctia flavonoid 14 chay
trong dich nghién déng thé t&€ bao than chu6t c6ng tréng.
Nhém Flavonoid Flavonoid 3,125 Flavonoid Flavonoid Flavonoid
0 mg% mg% 6,25 mg% 9,375 mg% 12,5 mg%
Xop + SEM 0.520+0.039 0.252+0.027 0.151£0.009 | 0.122+0.007 | 0.099+0.008
MDA (nmol) 17.00 8.24 - 494 3.99 3.24
Ty 1& % 100 - 4847 29.06 23.47 19.06

Do thi tuong quan giita néng do flavonoid trong hén hop phdn g
va lugng MDA hinh thanh :

z
=
=
<
=)
E,
0 i f | ;
0 3.125 6.25 9.375 12.5
Flavonoid(mg %)

Tuong quan giita n6ng do flavonoid va lugng MDA hinh thanh
(dich nghién déng thé t& bao gan chudt cong tring); r = -0,97

0

215
:
— 10 -
<«
a
= 5
0 - | | : ;
0 3125 6 9.375 12.5
Flavonoid (mg%)

Tuong quan gitta ndng do flavonoid va lugng MDA hinh thanh
(dich nghién dong thé t& bao than chudt cong trang) ; r = -0,89

154 Tap chi Duoc liéu, tip 5, s6 5/2000



Két qua nghién ciu & ca 2 bang cho thdy
flavonoid chiét xuat tir 14 chay c6 tic dung tc ché
phan dng peroxy hod lipid mang t€ bao gan va
than chuét thuc nghiém trong dich nghién dong
thé. Khi ting néng do flavonoid trong hén hop
phan dng thi mic do peroxy hod lipid giam rd rét.
O néng do flavonoid 12,5mg%, lugng MDA tao
thanh trong hén hop phan tng chi con 20,68%
(d6i véi dich nghién dong thé t&€ bao gan) va
19,06% (d6i véi dich nghién déng thé t€ bao
than) so v6i mau d6i chimg. Nong d6 e ché 50%
ctia flavonoid 14 chay déi véi dich dong thé t€ bao
gan 12 IC 50= 5,49 mg% va d6i véi dich dong thé
t€ bao than 13 IC 50 = 3,03 mg % G cic dieu kién
dad nghién ctiu.

Céc flavonoid c6 dic tinh la khi vao co thé,
chiing ¢6 thé tao thanh cdc géc tu do it hoat dong
hon cic goc tu do hinh thanh trong cdc qud trinh
bénh ly. Su tham gia cua flavonoid trong phan
ting goc tu do din dén sy dit chudi phan iing goéc.
N6i cach khéc, nguyén nhén co ban cua su c ché
la viéc thay thé géc tu do hoat dong bing gbc tu
do ctia flavonoid it hoat dong hon, khong c6 kha
nang ti€p tuc phan tng chudi. Nho co ché€ nay,
flavonoid cé thé c6 tac dung 6n dinh mang t€ bao
va do dé duy tri chic ning sinh hoc clia mang t€
bao trong céc trudong hop mang t€ bao c6 nguy co
bi tén thuong do cdc tic nhan oxy hod.

Theo Mai Vin Dién (1996), flavonoid téng s&

chiét xudt tir vo dau xanh ciing c6 tac dung chong
peroxy hoé lipid mang t€ bao gan chuét trong
dich nghién déng thé; & néng do flavonoid
176mg%, luong MDA dugc tao thanh chi con
22,3% so v6i mau d6i ching. Ngoai ra, flavonoid
chiét tir vo dau xanh c6 tic dung bao vé phéng xa
trén dong vat thuc nghiém, tic dung bao vé nay
c6 thé do kha niang cta cic flavonoid nay tc ché
phan tng peroxy hod lipid cdc mang sinh hoc,
trong d6 c6 mang t€ bao.

So sanh kha nang tc ché€ phan ung peroxy hoa
lipid cua flavonoid chiét tir 14 chay va cla
flavonoid chiét tir vo dau xanh, ching toi thay kha
ning nay cua flavonoid chiét tir 14 chay cao hon
1o rét. VGi két qua nghién citu trén, ching toi ¢6
co s& khoa hoc dé tién hanh nhiing nghién ciiu
tiép theo vé tic dung cfia flavonoid 14 chay dé bao
quan mé than trong diéu kién mé nay chiu stress
oxy hod.

Két luan

Flavonoid téng s6 chié¢t xudt t¥ ld chay
(Artocarpus tonkinensis A.Chev.) cé tdc dung uc
ch€ phan ing peroxy hod lipid mang t€ bao gan
va than chuét c6ng tring trong dich nghién déng
thé, 1am giam ddng ké lugng MDA hinh thanh do
tdc nhan gay oxy hoé trong hén hop phan tng.
Téc dung tc ché nay ty 1& véi néng do flavonoid
trong phan tng in vitro.

Tai li¢u tham khao

1). Lé Xuan Hai va cs. Tdc dung kéo dai thoi gian song du mdnh ghép da di gen chudt nhit trang thic nghiém ciia
flavonoid chiét tir la chay (Artocarpus tonkinensis A.Chev.). Tém tat bdo cdo khoa hoc Héi nghi Mién dich hoc, Ha
néi 1995; 2). Mai Van Dién. Tdc dung trén mét s6' chi tiéu mién dich chudt nhdt trdng bi chiéu xa liéu 7Gy va
hiéu qud bdo vé phéng xa cia flavonoid chiét xudt nr vé ddu xanh (Vigna aureus - Roxb). Luan én phé ti€n sy
khoa hoc y dugc, Ha noi 1996,111-120; 3).Trdn Luu Van Hién. Tinh chdt ly hod va sinh hoc ciia bioflavonoid
chiét xudt tic cay Kim ngdn (Lonicera dasystyla R.). Luan 4n pho tién sy khoa hoc y dugc, Ha n6i 1992,11-13; 4).
Tran Luu Van Hién, Mai Van Dién, Pham Manh Hung, Ngo Van Thong. Hoat tinh sinh hoc ciia mét sé
flavonoid chiét xudt tiv cdy thuéc nam. Tém tét bdo cdo Hoi nghi khoa hoc vé cay con thube, Ha néi
1995;5.Harborn J.B. The flavonoids (advance in research since 1986). Chapman and Hall, 1994, 619-645; 6).
Trinh Phuong Lien, Ripperger H., Porzel A., Tran Van Sung, Adam G. Constituents of Artocarpus tonkinensis.
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DUGC LIEU VA BOI SONG

DA DONG VAT LAM THUOC
Hodi: C6 nguoi néi da clia mot s6 dong vat c6 tic dung chita bénh rat tét. Xin cho biét c6 dung nhu vay

khoéng?

Ddp: Cung véi nhitng bé phén khiac nhu xuong,
thit, mat, tiét..., da cia moét s6 dong vat (hoang da
hoac nuéi dudng) ciing dugc dung lam thudc
trong y hoc va kinh nghiém dan gian. Y hoc hién
dai chi dung gelatin ch€ tir da dé 1am thusc cdm
madu, chita tiéu chay, loét da day va ruot. C6 khi
con ph6i hop véi tanin 1am thanh san phidm gelo-
tanin dé dung c6 hiéu qua hon.

Y hoc ¢é truyén va kinh nghiém dén gian lai
dung da nguyén dugc ché€ bién dudi nhi€u dang
nhu cao dic, dét thanh than, sao hodc nuéng gion.

- Da trdu (nguu bi), cao bd hét 16ng, thit, gan
mang, cit thanh ting miéng, phoi hay sdy kho.
Dugc liéu c6 mau tro den, mit trong mau tring
xam, chdt ciing chic, vi min, mui tanh. Tué Tinh
(Nam dugc thin hiéu) di dung da trau ngdm nuée
cho mém, cit nho (40 g) trén véi nita chén nude
cot gimg, ndu nho lra thanh cao dac, phét 1én
gidly, r6i ddn vao ché dau,chita phong thip, chan
tay dau nhitc. Cao da triu (4 g) phéi hop véi soi
boéng (4 g, d6t thanh tro) uéng chita thé huyét,
bing huyét, ddi ra mau. Cao da trau véi vo hau
(nung do), 16c nhung va tang phiéu tiéu (t6 bo
ngua cay dau, sao rugu), liéu lugng mdi thit bing
nhau, tdn nho, tron déu, luyén véi hé nép 1lam vién
bing hat ngé déng. Mdi ngay dung 50 vién chia
lam hai 14n, uéng véi nuéc mudi pha it rugu vao
lic doi chita dai s6n. Cao da trau (20 g), tdm gt
cay dau (50 g), 14 ngai ctiu (12 g) thai nhd, phoi
kho, sic véi 400 ml nuée con 100 ml, uéng lam
hai 14n trong ngay, chita dong thai.

Theo kinh nghiém dan gian, da trau phdi hop
v6i chan ga, phoi kho, d6t thanh than, tdn nhd, ric
lén vét thuong dé cAm mau. S& di nhu vay, vi chat
calci, gelatin, keratin c6 trong hai duoc liéu clng
v6i calei ¢6 sian trong mdu da lam tang nhanh
phan ing dong mau. Hon nita, bot than da trau va
chan ga, khi ric lén vét thuong, 1am cho mdu
duoc tiép xtic v6i bé mat kho va nhdp nén lam v&
nhanh cic tiéu cdu lam cho mau chéng déng va
cam lai ngay. Cao da trau (10 g), muodi néi (8 g),
cao ich miu (3 g), tron déu, uéng véi nude soi dé
nguoi, chita rong kinh, mdu ra nhiéu nhu bi bang
huyét. D€ chita chay mdu da day, nguoi ta ldy bot
than da trau (10 g) tréon véi mau luon (10 ml)
uong voi nude mia. Cao da trau doi khi duge lam

Nguyén Thudn Minh (Ha Bdc)
gia cao ban long, chii ¥ trainh nhdm 14n.

- Da nhim (thich vi bi), sau khi 16t, ric voi bot
& mit trong cho déu, dé noi thodng gié cho kho.
Da nhim c6 mép cong, mit ngoai mau xdm, vang
xdm hodc nau x4m, c6 gai cing chi chit, dai ngin

“khong déu, & phdn bung phu 16ng mém; mit trong

mau tring x4m hodc mau nau, cé mui tanh dic
biét. Khi ding, ngdm da vao nuéc cho mém, nhé
bo hét gai, cao sach long, thit va m&. DéE rdo nudc,
cat thanh ting miéng nhd, phoi kho, réi sao néng
v6i bot hoat thach cho dén khi dugc liéu c6 mau
vang. L4y ra, chai cho hét bot hoat thach, cao l4n
nita cho sach l6ng.

Duoc liéu c6 vi dang, tinh binh, c6 tic dung
mét huyét, lam se, cAm mdu, giam dau. Liéu ding
hang ngay 14 6-16 g duéi dang nuéc sic hay
thudc bot. Néu dem da nhim dét chdy, tdn nhd,
udng véi it rugu c6 tic dung chita kiét ly, uéng
v6i nuéce chita tring doc. Da nhim phdi hop véi
mai ba ba, t6 ong, xdc ran, méng gid lon, luong
mbi thit bing nhau, dét thanh tro, tron déu. Mbi
ngay uéng 8 g v6i nuéc &m chita tri (Nam duoc
than hiéu). Ciing v6i cong dung trén, da nhim va
da con trau tring (bach nguu bi) d6t thanh than,
chi xdc va hoa hoe sao vang, tdn nho, riy bot min.
Tron chung v6i lugng bang nhau. Méi 14n udng
12 g. Két hop 14y nuéc sic 14 kinh gi6i rira sach.
Phu ni ¢6 thai khéng duoc dung.

- Da ran 1ot hay xdc rdn ot (xa thodt). Duoc
liéu 1a t&m mang da hoi trong, nhian nhim c6 khi
bi rdch, mat lung mau xdm bac 6ng dnh, c6 vay
mong, mit bung mau tring sita hodc hoi vang, thé
nhe, chat hoi déo, tron nhin, bép nhe cd ti€ng lao
xao, mui hoi tanh, vi nhat hoi man. Dung song
hodc phun rugu cho uét déu, i cho ngim, réi sao
nhe cho kho.

X4c rdn 10t duge dung tir lau trong y hoc cé
truyén Tué Tinh (Nam dugc than hiéu) di dung
xac rdn 10t cho vao 6ng tre, dot 14y khéi xong vao
c6 hong dé chua viém hong Hai Thuong Lan Ong
lai ding x4c rin 1ot cit nho, sao, tin bot, tAim véi
rugu cho thanh bdnh, dip chita nhot cing sin,
khong c6 mu. Theo kinh nghiém dan gian, xdc
ran 10t d6t thanh tro, ric chita chéc mép, dap vao
r6n tré nhd dé chita uét ron, tron véi ma tran va
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phén phi lai chita t6 dia. D€ chita mun nhot, ddu
vii bi niit né & phu nit, 14y xdc ran 16t (100 g) phéi
hop véi cu rdy dai (100 g), nghé vang (100 g), dau
vimg (100 g0. Cu rdy va nghé vang dé tuoi, thai
mong, cho vao dau virng ran kho, sau bd ba. Xic
ran 16t dot tén tinh, tén nhé, ray bot min réi cho
vao diu thuéc, tron déu. Boi hang ngay (kinh
nghiém cta cu Nguyén Nhu Khué & Thiéi
Nguyén- Bic Théi). DPéng bao Thuong & Tay
Nguyén dung xdc ran 16t niu nuéc udng chita da
bi kho, ngita ngdy, hay beng vay.

- Da lira duoc ch€ bién nhu sau (theo Trung
duoc chi). Ngam da vao nudc trong 2-3 ngay cho
mém. LAy ra, cao sach léng, cit miéng nhé. Rira
lai cho sach, réi x€p vao néi, d6 ngap nuée, dun 3
ngdy, 3 dém. Chét nu6c c6t, them nudc méi, dun
ti€p, 1am nhu vay 3-5 14n dé 14y hét chat keo trong
da. Gop cic nudc chiét lai, loc. Thém it phén
chua, khuay déu dé loai tap chdt ling xudng dudi.
Gan nuéc trong, c6 dac. Trudc khi gin duoc
khoang hai gi®, thém dudng va ruou véi ty 1€ 0,9
kg dudng va 400 ml ruou cho 60 kg da lira. Va
ntra gio trudc khi duge cao, lai thém 100 g diu
dau tuong dé khoéi dinh. Sau ciing, d6 ra, dé
ngudi, cat thanh ting miéng. San phdm duogc goi
la a giao hay keo da lira. Thanh phan chinh cua a
giao 1a colagen, khi thuy phan cho cic acid amin
nhu arginin, lysin, histidin, cystin, glycin....Do
do, a giao 1a mot vi thubc bé va cAm mau duoc

diing trong trudng hop co thé suy nhuoc, giy yéu,
ho ra mdu, bang huyét, kiét ly ra mdu. Con c6 tic
dung an thai. Ngay dung 6-12 g. Dung séng hoic
sao vdi bo hoang hodc bot vo so méi ding, A giao
(10 g), sinh dia (5 g), hoang lién (3 g), can
khuong (2g). Cic dwogc liéu (trr a giao) sic ldy
nudc, loc, bo ba. Thém a giao da thdi nhd vao.
Uéng lam hai 14n trong ngay. Chita kiét ly ra mau
(bai thudc kinh nghiém ctia Trung Quéc).

- Da tran dem nudng gion, tdn bot; mai muc
cao thanh bot; nho néi (18y & ndi dong hodc néi
dét); chu sa phi, tdn bot. Cic vi véi lugng bang
nhau, trén déu. Ldy tim bong tim thudc, boi
nhiéu 14n treng ngay, chita 16 miéng, loét miii.

Ngoai ra, theo tai liéu nudc ngoai, da & nich
va ben con té gidc cao sach long, b6 mang va md,
dem phoi ndng (ban ngay) va siy lra (ban dém)
da 100 ngay. T4m rugu mot thang, roi phoi hoic
sdy kho. Khi diing, ngam da vao nuéc tro trong 7
ngay dém, ldy ra, rira sach, hdp cdch thuy cho
chin nhir, réi thdi méng, in hang ngay. Thudc
tang cudng sic chéng d& cla co thé dé phong
ngira bénh tat. Da lon tuoi (da tiét khudn) lai duoc
cdc bic s§ & Trudong Dai hoc Téng hop Héng
Kong diing nhu mot 16p 4o boc dé che pht tam
thoi cc vét bong lam cho da clia-ngudi bi bong tu
phat trién va phuc héi tré lai.

Do Huy Bich

NGHIEN CUU NHUNG CAY CHUA BERBERIN TREN THE GIGI
VA TRONG NUOC (tiép theo trang 129)

Cay vang ding cta Viét Nam chia it nhat 5
alcaloid trong dé 3 chit la berberin, palmatin va
jatrorrhirin [26].

O Viet Nam, viéc bdo vé tdi sinh chua duoc
coi trong va chua c6 bién phdp hiéu qua, hon nia,
nan phd ring dd lam cho nhiéu leai cay chia
berberin v6i ham luong cao trd thanh hiém va qui,
dugc dua vao Sich do Viét Nam nhu hoang lién
gai (Berberis julianae Schneid.), hoang lién ba
gai (B. wallichiana DC.), hoang lién Trung Quéc

(Coptis chinensis Franch.), hoang lién chan ga
(C. quinquesecta W.T.Wang), vang ding
(Coscinium fenestratum Colebr.), hoang lién 6 r6
(M. bealei Carr.), hoang lién Nhat (M. japonica
(Thunb.) DC.), ma hé (M. nepalensis DC.) va thé
hoang lién (Thalictrum foliolosum DC.) [28]. Dé
c6 nguén nguyén liéu 6n dinh, cin c6 bién phap
bao vé tdi sinh tu nhién, két hop véi nghién citu
tréng trot, di thuc nhitng loai qui cho ham luong
berberin cao. (Xem tiép trang 130).
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THONG TIN KHOA HOC

KHAO SAT DUGC LIEU MONG LON NHA

Chen Jianwei' va cs.
China J. of Chinese Materia Medica, 1998, 23 (6), 330.

Cong trinh dé cap dén nhéan dang cdc ddc diém vi hoc va 1y hoé clia dugc liéu va xac dinh c4c acid
amin va cac nguyen t6 vO co cua mong lon nha. Ham lugng protein trong méng lon 1a 80,65%. Méng
lon chita 7 acid amin cin va 9 acid amin khic. Cic nguyén t6 v6 co chinh 1a Na, Mg, Al, Si, P, S, Cl,
K, Ca, Fe, va Zn.

N.V.
CAC DAN CHAT CUA ACID ELLAGIC TU LA CAY GIOI (EUGENIA JAMBOS L.)

Ajit Kumar Chakravarty va cs.
Indian Journal of Chemistry, 1998, 373 (12), 1316-1318.

Tir dich chiét methanol tir 14 cay gioi (Eugenia jambos L.), cc tic gia da phan 1ap va nhan dang 12
3,(3"),4'- tri-O- methylellaglc acid-4-0-B-D-glucopyranosid (I) va 3,3',4'-tri-O-methylellagic bing céc
phan tich hod hoc va phé 2D-NMR. Chét (I) dugc cong b6 14n d4u tién.

N.V.

STEROID TU RE TRUC PAO (VERIUM OLEANDER L.)

M. Mostoqul Hugq va cs.
(J. Nat. Product, 1999, 62 (7), 1065-1067.

theu bo phan cla cay triic dao (Nerium oleander L.) do c6 nhiéu tinh chat khéng khudn, khing
ung thu, chéng doc va cudng tim. Tric dio chita nhiéu glycosid tim, triterpen va nhiéu chit mach hé.
Trong cong trinh nay, cic tic gia da phan lap va nhan dang bang cdc phan tich phé hai chat cardenolid
méi 1a 3B- hydroxy-5a- carda-14(15), 20(22-dienolid (B-anhydroepidigitoxigenin) va 3B--0-(D-
digitalosyl)-21-hydroxy-53-carda-8, 14, 16, 20(22)-tetraenolid (neriumogenin-A-33-D-digitalosid va 2
chét da biét 1a proceragenin va neridienon A).

N.V.

TAC DUNG BAO VE NAO CI’JA VAI HOP CHAT TU DUGC LIEU
CO TRUYEN TRUNG HOA

Ma Liyan va cs.
China Journal of Chinese Materia Medica, 1999, 24(4), 256.

Dé khéo sét tdc dung bao vé ndo ctia mot s6 hop chét phan 1ap tir cay c6 dung trong y hoc ¢6 truyén
Trung Hoa, céc tdc gid dd ding mdy phan tich dong hoc vi tudn hoan bang laser va noron nio nuéi ciy
clia chuot céng. Cic flavonoid cta sin day (Pueraria lobata), saponin cla tam thit (Panax
notoginseng), oxymatrin, anisomadin va berberin da duoc chitng minh la c6 thé lam gian cic vi mach
va 1am tang luu lugng mau & ndo clia mang ndo chuodt nhit di dugc gay mé. Céc flavonoid ctia sin
day, saponin cua tam thdt, oxymatrin va anisomadin lam tang luu luong mdu, oxymatrin ciing nhu
anisomadin 1am tang khoi luong hong cdu trong cdc hoat dong & tin s6 cao. Cic saponin cua tam that
c6 thé bao vé cac noron ndo di dugc nudi cdy cua chudt cong khoi doc tinh than kinh do glutamat. Tir
dé, thay ring flavonoid cua sin day, saponin cta tam that, oxymatrin, anisomadin va berberin c6 mot
s6 tac dung bdo vé nio, nhung khéac nhau vé co ché.

N.V.
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VIETNAMESE MEDICINAL PLANTS

CINNAMOMUM CASSIA BLUME - LAURACEAE

Vietnamese names: Qué, qué don, qué bi, nhuc qué, qué Trung Quéc, ngoc qué, may que (Tay), kia

(Dao).

English names: Chinese cassia, Chinese cinnamon, cassia bark.

Description

Evergreen big tree, reaching a height of 10-20
m. All parts glabrous. Leaves alternate, rigidly
coriaceous, oblong-lanceolate to lanceolate, 12-2
cm long, 4-8 cm wide base rounded, apex acute
or slightly obtuse, strongly 3-nerved, shining dark
green above pale glaucous beneath; petiole 1.5-2
cm long.

Inflorescence in axillary and terminal cymose
panicle, 7-15 cm long, stamens 6, pubescent;
ovary one-celled.

Globular drupe ovoid or oval-shaped, 1.2-1.3
cm long, surrounded at the base by the enlarged
campanulate perianth- receptacle.

Bark and leaves are aromatic when crushed.

Flowering period: April-July.

Fruiting period: October-December.
Distribution and Ecology

C. cassia Blume has become famous for its
drug value since long in Vietnam. The plant
originates in the primary tropical jungles, at
altitudes below 800 m and has been introduced
since time immemorial. Today, it is concentrated
in Quang Ninh, Yen Bai, Thanh Hoa, Nghe An,
Quang Nam, Quang Ngai provinces. The plant is
light-demanding but shade-enduring when young.
It is often cultivated in mountainous areas where
the temperature varies from but shade-enduring
22 to 23°C, with an average annual rain fall of
1,600 mm or more. The plant prefers moist and
fertile soils with pH ranging between 4.5-5.6.
Flowering and fruiting begin in the 4-5" year.

’ Cultivation

C. cassia can be grown by layering or from
offshoots but normally from seeds. Best quality
seeds are obtained from 15 to 20-year-old plants.
Only intact big and thick ripen fruits from
branches 1 m below the top should be used for
seed. Seeds should be as soon as possible after

collecting or may be stored in 5-10% moist sand
for not longer than 15 days. To get a uniform
stand, the seeds can be put in water and only
heavy, sunken seeds are used.

The seeds are sown 2 cm deep on well-
prepared nursery beds of 20 cm high with a
spacing of 20x20 cm and mulched with straw or
cut grass and watered daily. Germination starts 15
days and finishes 45 days after sowing. The
mulching is removed and a shading frame is set
up. In autumn, seedlings attain a height of25-30
cm and can be lifted to a second nursery where
they are planted at a spacing of 40x40 cm. After
another one year, they can reach a height of1-1.5
m and be transplanted in final places, often in
forests. Seedlings can be transplanted with or
without soil retaining at the base, both methods
give 90% survival. In the latter case, the main
roots are cut back and the remaining rootstock is
dipped in a fertilizer solution overnight before
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planting. Wild growing seedlings can also be used
with good results.

Offshoots growing from horizontal roots after
harvest can be dug up along with some soil and
planted. This method of propagation is slow but
the plants can be harvested sooner, after 6-7 years
of planting.

The plant can also be propagated by air-
layering in August-September and planted the
next February. This method is chiefly used on
family-scale cultivation.

The plant should be grown in soils of forest
origin, preferably weathered soils with a 40-50
cm thick and humus, moist and well drained top
layer. The slope of the field should not exceed
37°. In damp soils, the plant grows high but the
bark is.of low quality. Sun-exposed and wind-
hidden hill-slopes are most preferred.

Part used -

The dried stém Bétk, branch bark, leaf and
twig. : «

The barks are collected in April-May and in
September-October ; from 5- of more year-old
trees. S

Chemical Composition

Cinnamon bark contains up to 4% volatile oil
(usually ca. 1%) consisting of polymeric 5,7,3',
4'-tetrahydroxyflavan-3, 4-diol units; * tannin,
catechins; proanthocyanidiol; resins, mucilage;
gum; sugars; cinnzelamin; cinnzelanol and
coumarins etc.

The bark oil contains cinnamaldehyde (usually
60-75%), eugenol acetate, cinnamyl acetate,
cinnamyl alcohol, methyl eugenol, benzaldehyde,
cuminaldehyde, benzyl benzoate, linalool, pinene,
phellandrene, cymene, caryophyllene, safrole etc.

The leaf oil contains eugenol, cinnam-
aldehyde, cinnamyl acetate, benzaldehyde,
humulene, isocaryophyllene, a-ylangene, conifer-
aldehyde, methyl cinnamate, ethyl cinnamate.

The Cinnamon growing in Yen Bai province
yields 80-95% cinnamaldehyde in the bark oil
and 50-80% in the leaf oil.

Harvest for bark should be carried out in
March and August in these months the bark oil
reaches the maximum.

Pharmacological Actions

B

C. cassia oil inhibits the growth of various
bacteria including Mycobacterium tuberculosis

~and Vibrio cholerae.

Its counteracts Entamoeba moskkowskii and is
also effective against viruses.

The essential oil and the total extract of the
bark exert multiple pharmacological actions such

as antipyretic, sedative antispasmodic, anti-
inflammatory,  antiallergic  and  peripheral
vasodilatative.

Characters, Savours and Therapeutic Actions

C. cassia has a sweet and pungent taste,
aromatic smell and very hot character. It tonifies
fire, resuscitates "yang", warms kidney and
spleen, unchokes blood vessels and removes
stasis.

Therapeutic Uses

C. cassia is a medicine of first-aid for diseases
such as limb coldness, slow and weak pulse,
coma, food poisoning and cerebral haemorrhage.
It is used to treat dyspepsia, diarrhoea, dysentery,
oedema, amenorrhoea, snake-bite and cancer. The
daily oral dose is 1-4 g, in the form of an infusion
or piils, powder, or juice obtained by grinding
with water.

In China, C. cassia is employed as an
ingredient of composite recipes to treat cold,
gastralgia, abdominal pain, dysmenorrhoea, slow-
healing furunculosis, rheumatism, arthritis,
palpitation, phlegmy cough, malaria, wounds in
soft parts.

In India and some other Asian countries, the
plant is used as carminative, anti-vomitive,
expectorant and in treating hepatic diseases,
flatulence, bronchitis, leprosy and tuberculosis,
usually in composite recipes.

Contra-indications: Yin weakness,

excess and pregnancy.

yang

(Adapted from Selected Medicinal Plants in
Vietnam. Institute of Materia Medica, Science and
Technology Publishing House, Hanoi, 1999).

Edited by Pham Vin Hién
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