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NGHIEN CUU KHOA HOC

Fap chi Duoc liéu, tap 7, s6 1/2002 (trang 3-6)

BUGC DAU NGHIEN CUU THANH PHAN HOA HOC CUA
VI THUOC PANG SAM VIET NAM

- 'Hodng Minh Chung, *‘Pham Xudn Sinh

‘Nguyén Manh Tuyén

Tritomg Dai hoe ¥ Ha Noi, “Trucng Dai hoo Dieoe Ha Noi

(Nhan bai ngay 15 thang 10 nam 2001)

Summary

Preliminary Studies on Chemical Composition of Codonopsis javanica in Vietnam

Vietnamese Dangshen, known as the dried root of Codonopsis javanica (Blume) Hook.f.,
Campanulaceae and some other related species, is a traditional ionic medicine. The study results have
shown that Dangshen contains saponins, carbohydrates, lipids, and 17 aminoacids. Alkaloids and

volatile oil have not been found.

Being processed by stewing in water bath using a jacketed saucepan for 2 hours, the root
resulted in as high a monosacharide content as 29.5 + 0.9% against 14.6 + 1.2% Jfor the initial crude

drug.

Kev words: Codonopsis javanica, Saponins, Amino acids, Carbohydrates. Lipids.

1. bit van dé

Pang sam 1a ré phoi kho cia cde loai
(miwnupws nhu C. javanica, C. pilosula, C. tang-
shea... thuse ho Hoa chuong (Cumpamduceae).

Trén the gidi, chi Codonopsis ¢ 44 loai,
phan b6 chi yéu tir dong Hymalaya déh Nhat Ban.
Chau A ¢6 khoang 22 loai, Trung Quéc ¢d 6-7
loai. Ngudi ta thay khoang 709% mau dang sam luu
hanh trén thi trwong cia 18 tinh Trung Quéc ¢é
nguon goe la . pilosula. Loat C. javanica
(Blume) Hook hay Cumpanumaorca juvanica Blume
duge goi véi cde tén khdc nhau nhu dang sam Viét
Nam, ngan dang, cay dui ga...[6, 10] .

bang sam la mot vi thudc bd khi da duge
diing tir lau trong y hoc ¢6 truyén. Nhitng nghlen
ciu vé ché bifn va thanh phdn hod hoc clia vi
thude nay con han ché, Theo mot s0 tai liéu, uong
ré dang sdm Viét Nam c6 dlrofng chat béo, ngoai
ra con cd vél tinh dau, khong ¢6 saponin {6, 10].

Dé gdép phan nghién ciru, tién 16i tieu chuin
hod cdc vi thuoe duge diing trong v hoc ¢ truyén
Vig¢t Nam, budc dau ching toi tién hanh nghién
ctiu thinh phan hod hgc ctia vi thuéc dang sam
Viet Nam trude vi sau ché bién nhim:

+ Xac dinh cdc nhém hoat chat ¢d trong
 duge liéu s6ng vi ché.

+ Dinh tinh, dinh lugng mot 86 thanh phin
hoa hoc.

2. Nguyén liéu va phuong phap nghién ciru
{. Nguvén liéu:

- Vi thuée dang sam dang dwgc ding trong san
xudt cia Xi nghiép Duge pham TW I -Hai
Phong.

- Ré dang sam duogc thu hii tai Sa Pa-Lao Cai.
2. Phuong phdp nghién cttu:
- Phuong phédp ché bién thuoc 6 truyén { 7, 8]

- Mot s6 phuong phdp dinh tinh alcaloid, saponin,
antraglycosid, tanin, chat béo, acid amin, dudng
[2,5].

- Phuong phép sac ky 16p mong [11].
- Phuong phap séic ky long hiéu nang cao (HPLC)
[4].

Puge thuc hién trén mdy Hellpackard 1090
USA & Vién cong nghé sinh hoc, Trung tam khoa
hoc tr nhién va cong nghé quéc gia.

3. Két qua nghién ciru

{. Pdc diém thure vt

Bdc diém hinh thai cay moc ¢ Sa Pa:

Tap chi Dugc liéu, tdap 7, s6 1/2002



Quan sat tai thuc dia noi thu héi, chiing téi thdy
dang sdm la loai cay thao, leo bang than quan. Ré
hinh tru dai, dudng kinh cé thé dat 1-2 cm, phan
nhénh hoac khong, ddu ré phinh to, ¢6 nhiéu s¢o
16i cia than cf, mau vang nhat. Than mau luc nhat
hoac hoi pha tim. L4 moc doi, hinh tim, mau xanh
luc nhat, dai 3 - 8 cm, rong 2 - 4 ¢cm, ddu nhon,
mép hoi khia rang, lugn séng. Cubng la dai 1-2
cm. Hoa don doc & ddu canh, 5 cdnh hoa.

Mau cay nghién citu d& duge GS. Vi Vin
Chuyeén xdc dinh 1a Codonopsis javanica Hook f.
(Campanumoe jovanica Blume), ho Hoa chuong
(Campanulaccae).

Ddc diém vi phdu ciia hai mdu ddng sdm
nghién citu:

Cat ngang ré, tdy nhuom kép va soi kinh hién vi
thdy 16p ban gém 4-5 hang t&€ bio hinh chir nhdt
x€p déu dan thanh hang dong tam va diay xuyeén
1am, ¢6 nhiéu chd bi midt rich. Mo mém vo cdu tao
basi nhiéu t€ bao hinh nhiéu canh, hoi dai det, rai
ric ¢6 dam t& bao mé ciing. Cac t€ bao libe nho
x€p xit nhau, Cdc mach gb xép thanh hang tao
thanh hé thong hinh nan quat toa ra tir tam. Céac bo
libe g6 phan cdch nhau bdi tia rudt rong co € bao.
Bot ré cé mau vang nhat, mii thom, vi hoi ngot.
Soi bot ré dudi kinh hién vi thdy manh mo mém;,
diam 1& bao mé citng riéng 1¢, mau vang nhat, thanh
day: manh mach diém; tinh thé oxalat calci hinh
khéi; hat tinh bot don 1¢ ¢6 ron phan nhanh.

Cic dac diém vi hoc cia méu nghién ciiu dat
tiéu chudn cta vi thude dang sam da duge mo @
trong Duge dién Vigt Nam 2 tap 3.

2. Ché bién
-Dang sam phién (dang sam s6ng): Can | kg ré
dang sam, rira sach, ré o thdi lat day 1-2 mm, dai 5
cm, ré nho cit thanh timg doan 5 ecm  (mau 1).

- Dang sam sao vang: Can 150 g dang sam phién,
sao dén khi cé mau vang (mau 2).

- Dang sam tam nudc gimg: Can 30 g gimg tuoi,
rira sach. gid nat, thém nudc sach, bop chat lay
dich nude gimg. Gop dich nude gimg duge khoang
30 ml, dem tron véi 130 g dang sam phién, 0 trong
| gi0, thinh thoang dao cho tham déu, réi dem sao
dén khi mat phién thuéc hoi vang, mii thom cia
gimg bdc 1én la dugc (mau 3).

-Pang sam tam rugu: Ly 30 ml rugu (40") tron

véi [50 g dang sam phién, G trong 1 gidy, thinh
thodng dao cho thim déu, sao dén kho {mau 4).

- Bang sam do: Lay 150 g ré dang sam, rira sach, t

v§i 50 ml nuée trong 5-6 gid, thinh thoang dao cho
tham déu, do trong 2 gio, thii phién roi sdy khé o
nhiét do 60-70° C (mau 7).

Cdy ddng sdm moc ¢ Sa Pa

- Pang sam chung: Lay 150 g ré dang sam, rua
sach 0 voi 50 ml nudc trong 5-6 gid, thinh thoang
dao déu, réi chumg cach thuy trong 2 gitr (méau §).

3. Thanh phan hod hoc
- Dinh tinh bang cdc phan img hod hoc:

Dich chiét con cla cdc mau dang sam song
v ché€ ¢6 kha nang:

+ Tao cot bot bén trong 15 phit.

+ Cho phan ung duong tinh vdi thuse thu
Libermann-Burchard, Salkowski. Rosenthaler.

+ Dich chiét dang sam trong HC1 1% cho ¢t bot
cao hon trong NaOH 0,1 N. Nhu vay, trong ré
dang sam ¢ saponin triterpenoid.

+ Dich chiét nuge dang sam cho phan (mg duong
tinh vé&i thusc thlr Fehling vk phan dng tring
guomg: trong ré dang sam cé hydrat carbon.

+ Lay dich chiét dang sam voi ether ethylic cho
bay hoi dén kho réi hoa cin trong chloroform.
Cham lén gidy loc, dé kho. Quan sat thdy vét ma
cha chat béo.
+ Dich chiét ¢on dang sam cho phan éng duong
tinh vé&i thude thir Ninhydrin trong aceton. Nhu
vy, trong ré dang sam c6 acid amin.

Dich chiét dang sam cho phan Gng am tinh vl
thudc thirdayer, Dragendoff, Bouchardat, Legal.

e
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Keller, Kiliani, Bortrager, diazo hod, cyanidin, m&
ddng vong lacton, gelatin.

K&t qué dinh tinh cdc nhém chit dugc trinh bay
O bang 1.

Bdng 1. K&t qua dinh tinh cac nhém chat

STT Nhém chat o
Két qua
1 Pudng khir +
- 2 Chat béo +
3 Acid amin +-
4 Saponin +
5 Alcaloid -
0 Glycosid tim -
7 Flavonoid -
8 Tanin -
9 Coumarin -

Nhur vay. trong mau dang sam séng va ché cd
dudng khu. chit béo, acid amin va saponin .

Pinh luong saponin trong mau dang sam [va 8

Tién hanh: Can 20 g bot duoc liéu (v&i ham 4m
10 % ¢ mau song va 4.2 % & mau ché), gdi vao tii
g1y loc, ngam v&i 100 ml methanel trong 24 gid.
Sau do, dat vao binh Soxhlet chiét trong & gid, loc
vi gop dich chiét. Cit thu héi dung moi duge cén,
thém 30 ml nudc lac cho tan. Loai tap bang cach
lac véi ether ethylic cho dén khi 16p ether ethylic
khong ¢on mau. Dich thu duge lac véi n-butanol
bao hoa nude dén khi 1&p n-butanol khong cé mau,
gop dich n-butanol, boc hoi con khoang 4-5 mi,
chuyén viro chén can da sy kho, bée hoi dung moi
vii sdy dén trong lugng khong déi, dem can. Budc
dau, ching téi da dinh lvong th 3 mau thay ham
luong saponin la 2,17% & mau song va 1,47% &
méu ¢hé,

Dinh tinkt saponin bdng sac ky 16p mong

+ Can thu duge & phan dinh lugng hoa tan trong
methanol dé cham sac k¥ trén ban mong silica gel
60F,., {Merk). Trién khai bang 4 hé dung méi duéi
day. Hién mau bang thudc thir vanilin 1% trong
con tuyét doi, sdy o 110°C trong 10 phiit. Quan sat
dirdt dnh sing thuong.

He¢ I Chloroform: methanol: nude (65:35:10)
cho 3 vét. )
Hé {I: n-butanol: acid acetic: nudc (4 : 1 @ 22)
cho 2 vél,
" Heé 11l: Chloroform: aceton (8 : 2) cho 3 vét
Hé 1V: Ethylacetat: acid acetic: nude (8: 5: 4)
cho 5 véL

Phan tich dinh lueng  acid amin toan phan cua
hai mau dang sam song va ché bang sac ky long

Sdc ky do saponin ctia mau
ddng sam song (§) va mau chung 2 gié (C)

hié¢u nang cao (HPLC). Két qua thu duge & bang 2.

Ham luong acid amin toan phén trong mau dang
sam chung 2 gid thap hon so véi mau song. Dieu
nay c6 thé do trong qud trinh ché€ bién thanh phan
nity bi hur hao mot phan tuy khong déng ké.
4. Két luan

Bude dau nghién ctu thanh phan hod hoc cla

dang sam Viét Nam ching toi thay:

Tap chi Duoc liéu, tap 7, 56 112002



Bdng 2. Ham luong acid amin toan phéin.

Ss y . MAu dang sam S6 Maiu dang sam
TT Acid amin song : che TT | Acid amin song : che
i Aspartic acid 0,16 0,11 10 Cystein + Cystin 0,05 0,03
2 Glutamic acid 0,23 0,23 Il Valin 0,09 0,06
3 Serin 0,06 0,04 12 . Methionin 0,03 0,02
4 Histidin 0,07 0,05 13 Phenylalanin @~ 0,09 0,05
5 Glycin 0,09 0,06 14 Isoleucin 0,08 . 0,05
6 ‘Threonin 0,07 0,04 15 Leucin 0,12 0,08
7 Alanin 0,19 - 0,07 16 Lysin 0,06 0,04
8 Arginin 0,17 0,21 17 Prolin 0,14 0,12
9 Tyrosin ' 0,07 0,04 Téng s& 1,78 1,30

- Trong ré ding sam s6ng va ch€ cé dudng, thdp hon trong miu séng.

saponin, acid amin va chét béo. - - Ré dang sam cé 17 acid amin tuy ham luong

- Bing sic ky 16p mong, budc ddu da xdc dinh lugng khong cac nhung ¢ ddy db acid amin cdn
duoc 5 vt trong saponin clia dang sam séng va  thiét cho co thé.
chung 2 gio. Ham lugng saponin trong miu ché

Tai liéu tham khao
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ALCALOID TRONG LA CAY PAI MOC KHONG GAI

Trinh Phueng Lién®, Tran Van Sung”, G. Adam®
‘. Vién Héa hoc, Trung tam KHT'N va CNQG
*Institute of Plant Biochemitry, PSF 250, Weinberg 3, D-06120 Halle/S., Germany
(Nhan bai ngay 25 thiang 10 nam 2001)
Summary
Alkaloids from Evedia sutchuernensis Leaves

Five alkaloids have been isolated from the leaves of Evodia sutchuenensis. Their structures
were identified as allocryptopine (1), S-cis-N-methylcanadine (2), rutaecarpine (3), dehydro-

6 Tap chi Duoc liéu, tdp 7, 56 1/12002



_evodiamine (4), and N,-formyl-rutaecarpine (5) on the basis of spectroscopic data. Compound 5
showed a strong antifungal activity against Cladosporium cucumerinum.

Key words: Evodia sutchuenensis Leaves, Alkaloids, Ny-formyl-rutaecarpine, Antifungal Activity.

1. Dat van dé

Trong cdc bai bdo frudc, ching t6i di thong
bao mot s6 két qua budc ddu vé nghién ciu thanh
phin hod hoc tir ¢y dai moc khéng gai [1, 2].
Trong bai ndy, chiing toi bé sung mot s6 thong tin
vé cay nay. T k4 cay dai moc khong gai, ching
to1 1ép tuc tdch thém mot s6 alcaloid. Céc
alcaloid ndy cé khung protoberberin va indol-
quinazolin. C&u triic cla chiing duge xdc dinh
bing sur két hgp cdc phuong phap phé nhy quang
phé héng ngoai (FTIR-IR), quang phéd tlr ngoai
(UV), phé khéi lugng (MS), phé cong hudng tir
hat nhan proton 'H va carbon "C ('H- va "C-
NMR).

Trong s6 5 chét tach ra, Ni-formyl-rutaecarpin
(5) thé hién hoat tinh khdng n&m manh d6i véi
Cladosporium cucumerinum.

2. Két qua va thao luan

Chat 1 va 2 duogc tich ra tir dich chiét tng
alcaloid, Trong khi d4, chat 3-5 khong tan vao
pha nudc khi trung hod bang dung dich HCI
lodng, vi viy chiing ndm lai & pha hiu co. S& di
¢6 hién twong nhu vy 13 do cdc chét nay co tinh
kiém y€u nén khé tao mudi véi acid y&u, hon nita
do tan clia ching rat kém trong cdc dung moi.
Chit 1 va 2 duge xéc dinh 14 aliocryptopin [3] va
S-cis-N-methylcanadin [4] dua vao viéc so sdnh
véi dit kién phé clia cac chit ndy véi tu ligu.

Phé proton '"H-NMR ciia 2 chét cho 4 tin hiéu
& viing nhan thom trong d6 ¢6 2 singulet (H-1, H-
4) va 2 duplet véi hdng sd tuong tic ortho (H-11,
H-12). Mot s6 tin hiéu dac trumg nita trong phd
proton nay la tin hiéu clia nhém methylen dioxy &
8 5.98 ppm va 2 tin hiéu cha thém methoxy gin
vao vong thom & ving 3.8 ppm. Riéng tin hiéu
cia nhém N-methyl & chat 2 lai ndm & trudng
thap hon nhiéu so v6i chat 1. Nguyén nhan la do &
chit 2, cap dién tir iy do cva nito da tham gia lién
két v6i nhém methyl, do d6 dam may dién tit che
chin nhém methyl bi gidm di nén budc chuyén
ddi hod hoc clia nhém nay hudng vé trudng thép.
Khi so sinh véi phé trong tu liéu thi thay vi tri
ciia nhém methyl niy va nguyén tir hydro H-14 13
cis v6i nhau, do budc chuyén ddi hod hoc cia
nhém NMe & 8 3.36 ppm, trong khi d&i véi cdu
hinh trans thi budc chuyén doi hod hoc nay la
2.94 [4]. Phé carbon '*C-NMR hoan toan phi hop
véi phd proton bao gém 12 tin hiéu & ving nhan

thom trong dé cé 8 tin hiéu carbon bac 4 va 4 tin
hiéu CH, 2 tin hiéu clia nhém OMe, 1 tin hiéu cla
nhém OCH,Q, 4 tin hiéu cda nhém CH, no va |
tin hiéu clha nhém N-methyl. Ngoai ra, & chat 1
cdn ¢é tin hiéu ctia nhém ceton va & chat 2 thém |
tin higu clia nhém CH.

Chit 3,4 va 5 c6 | diém dic biét 1a khong tao
mudi véi acid y&€u trong quy trinh tach alcaloid.
Do dé, cac chét ndy ndm & pha hitu co sau khi da
tdch loai alcaloid.

So sdnh v6i phé trong tu lidu, chat 3 duge xdc
dinh 14 rutaecarpin [5,6], chat 4 la dehydro-
evodiamin [7] va chat § 14 N,-formyl-rutaecarpin
[s, 61.

" Diém dac trung trong phé proton clia cic chét
3.5 14 ¢6 8 tin hiéu cha proton nhan thom va 2
triplet clia 2 nhém methylen v6i hing s6 tuong téc
khoang 7Hz. Chat 4 c6 thém tin hidu clia nhém
NMe (5 4.45 ppm), con chit 5 ¢6 thém tin hiéu
nhém NCHO (& 11 ppm).

Khi dem thir hoat tinh Khdng ndm cua dich
alcaloid téng vi dich hitu co thi thdy dich chiét
hitu co c6 hoat tinh khang nidm manh (hinh ).
Ti€p tuc tinh ché cdc chat trong dich hitu co theo
dinb huSng khing ndm, ching toi thdy chat 5§
chinh 13 chat ¢6 hoat tinh (hinh 2). K&t qua thir
cho thay chi véi néng d6 195.3 ng/1 cm, chat nay
da c6 téc dung tc ché sy phat trién cia ndm. Mot
diéu thi vi 12 chat 5 chi khdc chat 3 va 4 & nhém
the aldehyd, do d6 c6 thé hoat tinh khdng nam la
do nhém aldehyd nay quyét dinh.

3. Thnre nghiém

Phé 'H-, "C-NMR duge do tren mdy GEMINI
300 MHz cho 'H va 75.5 MHz cho "C. Sic ky
ban méng phan tich dugc ti€n hanh trén ban mong
silica gel Merck 60 F,,q trdng sin trén nhom, do
day 0.2 mm. Séac ky cot ding silica gel Merck, cd
hat 0.040 - 0.063 mm.

Xit Iy mdu thue vét va phuong phdp chiét tdch:
Miu cay dai méc khéng gai dugc thu hdi & Ba Vi
vao thang 12/97. Tén cay do cir nhan Ngd Vin
Trai xdc dinh va tiéu ban dugc lire & Tai nguyén,
Vién Duge lieu, Ha Noi. Mau 4 dai méoc khong
gai dugc phoi va sdy kho & nhiét d¢ phong. xay
nho, 500 g bot nguyén liéu khé duogc chiét véi
methano! & nhi¢t do phong. Dung mdi dugc cat
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4 R=CHj
5 R=CHO

loai duéi dp sudt giam, thu duge 10 g can. Can nay
duge tich riéng alcaloid theo qui trinh tdch
alcaloid théng thudng. Phin dich hitu co duge
quay cit dén kho trong chan khong, thu duoc 8g.
Cin nay duge tdch trén sic ky cot silica gel, he
dung moi 12 n-hexan/aceton: 100/0—0/100, thu
dugc 17 phan doan. Cic phan doan nay dugc ti€p
tuc tinh ché bing két tinh phan doan (chit 1, 3, 5)
hoac sic ky cOt nhanh ngugc pha RP-8 (flash
chromato-graphy, RP8) (chit 2, 4).

Thit hoat tink khdng ndm: Chat cn thir hoat tinh
dugc pha lodng theo mot néng do xdc dinh va duge
chdm thanh vét trdn lén ban mong diéu ché silica
gel (20x20), d¢€ bang thuy tinh, mbi vét c6 dudng
kinh t em, sau d6 sdy khoé dé dudi dung moi. Sau
khi phun déu dich ndm (10 ml ) 1én trén, ban mong
duge dua vao mét binh téi, kin, & 25°C va bao hoa
hai nudc. Ndm s& phit trién t6t trong moi tru‘ong
dé. Sau 2 ngay, bd ban mong ra, ndm s& phét trién
kin béan mong va ¢6 mau den. NE&u chat thir cé hoat
tinh thi & nhitmg vét chdm d6 s c6 mau tring. Dua
vao miu sac va do rong cla vét tron dé danh gid dﬁ
manh y&u cha chit thir.

Allocryptopin (1):

Ham lugng 0.014%, R= 0.55 (cyclohexan/
aceton/diethylamin: 6/4/0.6), d.n.c: 168-169°C
(MeOH). IR “H" cm'™: 2941, 2899, 2839, 1653,
1617, 1583, 1504, 1485, 1456, 1427, 1366, 1287,
1267, 1130, 1083, 1042, 941, 871. ESIMS m/z:
370 [M+H]*, EIMS (70 eV) m/z (rel. int.): 206
(18), 164 (100), 149 (20), 134 (9). 'H-NMR
(300MHz, CDCl3, & ppm): 6.95 (1H, s, H-1), 6.91

(1H, d, J= 8.3 Hz, H-11), 6.80 (1H, d, J= 8.3 Hz,
H-12), 6.63 (1H, s, H-4), 595 (2H, s, OCH,0),
3.85 (3H, s, OCH.), 3.78 (3H, s, OCH,), 3.74 (2H,
br s, H,-8), 3.73 (2H, br s, H,-13), 1.87 (3H, s,
NMe). "'C-NMR (75.5 MHz, CDCl,, & ppm): 109.2
(C-1), 146.1 (C-2), 148.0(C-3), 110.4 (C-4), 1359
(C-4a), 32.3 (C-5), 57.5 (C-6), 50.2 (C-8), 1285
(C-8a), 151.6 (C-9), 147.4 (C-10), 110.6 (C-11),
127.7 (C-12), 129.5 (C-12a), 46.2 (C-13), 1933
(C-14), 132.8 (C-14a), 101.2 (OCH,0), 55.6
(OMey}, 60.7 (OMe), 41.2 (NMe)

S-cis-N-methylcanadin (2):

Ham lugng 0.008%, R,= 0.77 (CHCl,: MeOH:
HCOOH: 8/ 2/ 0.4), [a],*7-66.1 (¢ = 1.00,
MeOH). ESIMS m/z: 354 [M+H]*. EIMS (70 eV)

8
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m/z (rel. int.): 353 [M]' (1), 339 (100), 308 (20), H-11), 6.97 (1H, d, J=8.5, H-12), 6.83 (IH, s, H-
174 (18), 164 (57), 149 (35), 50 (34). '"H-NMR 1), 6.79 (1H. s, H-4), 5.98 (2H, m, OCH,0), 3.88
(300MHz, CD,OD, & ppm): 7.06 (1H, d. J=8.5 Hz, (3H.s,0CH,). 3.85(3H,5,0CH,), 3.36 (3H,5,NCH.)

Hinh 1. Thit hoat tinh khing nfim cfa dich chigt alcaloid tdng (1) va dich hitu co (2).
Néng do chat pg/l cm

¥
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Hinh 2. Hoat tinh khdng ndm ca chat 5. Néng do ng/1 cm
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Rutaccarpin (3):

Ham lugng 0.02%, R, = 0.44 (n-hexan/aceton: 6/4),
d.n.c: 242-244°C (MeOH/CHCI,). IR ¥¥ cm:
3342, 2895, 1652, 1600, 1548, 1471, 1399, 1327.
1229, 1141, 656. ESIMS m/z: 288 [M+H]*. EIMS
(70 eV) m/z (rel. int.): 287 [M]" (100}, 258 (9),
229 (5), 129 (10). '"H-NMR (300MHz, DMSO, &
ppm): 11.8 (1H,-s, NH), 8.15 (1H, dd, J= 7.9/1.5
Hz), 7.79 (1H, td, J= 6.9/1.4 Hz), 7.67 (1H, d, J=
7.7 Hz), 7.63 {1H, d, J= 7.9 Hz}, 7.46 (2H, 1d, J=
8.2/1.1 Hz), 7.25 (1H, td, J= 8.2/1.1), 7.07 (1H, td,
J=7.9/0.8 Hz), 4.43 (2H, t, J]=6.9 Hz), 3.16 (2H, t,
J= 6.9 Hz). "C-NMR (75.5 MHz, DMSO, 3 ppm):
127.1 (C-2), 145.3 (C-3), 40.8 (C-5), 18.9 (C-6).
117.9 (C-7), 124.9 (C-8), 119.7 (C-9), 119.9 (C-
10y, 124.7 (C-11), 112.6 (C-12), 138.7 (C-13),
147.4 (C-13), 125.9 (C-16), 134.4 (C-17), 126.4
(C-18), 126.6 (C-19), 120.7 (C-20), 160.6 (C-21)

Dehvdroevodiamin (4):

Ham lugng 0.0012%. R, = 0.57 (cyclohexan/
aceton/dietylamin: 6/4/0.6), IR ™ c¢m™: 2922,
2852, 1708, 1609, 1548, 1462, 1377, 1102, 721
BESIMS m/z: 354 [M+Na]*, 302 [M+H]*. EIMS (70
eV) m/z (rel. int.): 301 [M]* (38), 286 (100), 270
(19), 244 (17), 164 (15), 50(38),'H-NMR
(300MHz, CD,OD, & ppm): 8.43 (iH, d, J=7.7
Hz), 8.09 (2H, m), 7.84 (1H, d, ] = 8.2 Hz), 7.78

(1H, dd, J= 7.7/6.8 Hz), 7.66 (1H, m), 7.53 (1H,
m), 7.29 (1H, dd, J= 8.2/6.8 Hz), 4.59 (2H. t, J=
6.8 Hz), 4.45 (3H, ), 3.40 (2H. 1, J= 6.8 Hz). '

N -formyl-rutaecarpin (5):

Ham lugng 0.018%, R, = 0.32 (n-hexan/aceton:
6/4), [a],2%7 433.6 (¢ = 0.1, CHCYLy), d.n.c: 252-
254'C (MeOQH/CHCIL,). IR ** cm™: 3258, 2898,
2844, 1694, 1642, 1491, 1473, 1380, 949, 753,
687. EIMS (70 eV) m/z (rel. int.): 317 [MY* (36).
278 (100), 169 (39), 146 (11), 105 (12). 'H-NMR
(300MHz, DMSO, & ppm): 11.06 {1H, s, NI,
9.09 (1H, s, CHO), 6.20- 7.91 (8H), 4.70 (2H. t,
J=6.9 Hz), 3.57 2H, 1, J= 6.9 Hz). "C-NMR (75.5
MHz, DMSO, & ppm): 127.1 (C-2), 145.3 (C-3).
40.8 (C-5), 18.9 (C-6), 117.9 (C-T), 124.9 (C-8),
119.7 (C-9), 119.9 (C-10), 124.7 (C-11), 112.6 (C-
12), 138.7 (C-13), 147.4 (C-15), 1259 (C-16).
134.4 (C-17), 126.4 (C-i8), 126.6 (C-19), 120.7
(C-20), 160.6 (C-21)

L&t cdm on: Chilng 61 Xin cdm on hang Bayer vi
quy cip hoc bdng DAAD, CHLB Ditc da ho trg vé
mét tai chinh, TS. J. Schmidt, Halle/S, giiip do phé
khéi (MS), TS. A. Porzel, Halle/S., do phd cong
huéng tr hat nhan (NMR), TS. D. Gross da thir
hoat tinh khiang ndm va cir nhan Ngé Vin Trai,
Vién Duogc Liéu, Ha Noi da xdc dinh méau thuye vat.
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NGHIEN CUU KIEM NGHIEM lei: DUA CAN BANG
PHUONG PHAP HIEN VI

Trdn Vin Thanh*, Nguyén Viét Thdn*, Pham Ngoc Bang*
*. Xi nghiép Duoc pham TW2, **- Trucng dai hoc Ditge Ha ngi
(Nhan bai ngay 2 thang 4 ndm 2001)

Summary
Studies on Identification of Catharanthus roseus Root by Microscopy

On microscopic image, cross section of Catharanthus roseus roots shows vessels of relatively
equal diameters lining near each other in the wood part. The roof powder contains fragmenlts of
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.doted vessels and simple, double and triple starch particles of specific size and shape. The alkaloids
are located basically in the cortex and partly in the wood next to the cortex.

Key words: Catharanthus roseus roots, Microscopy, Identification.

- 1. Pat vin dé

Cay dira can (Catharanthis roseus G. Don =
Vinca rosea 1..), ho Tric ddo (Apocynaceae), 1a
dugc ligu chita nhiéu alcaloid quy hi€m, &6 tdc
dung diéu tri cdc bénh ung thu, tim mach [1]. Trén
thé gidi, da ¢é nhi¢u cong trinh nghién ciu vé chiét
xuat alcaloid tir 14 vA ré dira can nhu vinblastin,
reserpin, vincristin, ajmalicin v.v...[8,9].

O Viet Nam, vio thap ky 80 -90 cia thé ky XX,
nganh duoc da chiét xuat duge vinblastin tir 14 dira
can va bao ché thudc tiém dong khod sulfat
vinblastin, gép phin diéu tri bénh ung thir mau [2].
Viéc nghién cttu chiét xuat ajmalicin tir ré dira can
dé tam thudc diéu tri bénh thiéu nang tudn hoan
nio di dat duge nhitng két qua bude ddu {3], [4] .
Hién nay, cong nghé chiét xudt ajmalicin tir ré dira
can va bao ché vién ajmalicin 10 mg dang dwoc
hoan thién [5].

D¢ én dinh hiéu xudt chiét va chat lugng clia
ajmalicin thu duge, nhit thi€t phdi ¢é nhimg
nghién citu diy di vé tiéu chudn héa ré dira can.
Qua ¢dc tai liéu tham khao, ching o1 duoc biét da
cé mhitng nghién ctu vé thuc vat, duge liéu, héa
thyc vit ctia dira can [6], [8], [9], 10]. Tuy nhién, vé
phan thuc vat va dugc lidu, cdac dac diém cia ré
dita can chi dugc mo 14 bing hinh v& nén tinh
khéch quan trong qué trinh kiém nghiém dugc ligu
chua cao. Chua thiy tai litu ndo dé cap dén vi trf
tich luy cdc alcaloid trong 1€ dira can. Nham gop
phan hoan thién tiéu chudn ré dira can dé dwa vao
chiét xudt, chiing toi tién hinh nghién ctu kiém
nghiém dugc liéu nay bang phirong phap hién vi va
dac bigt 1a xdc dinh vi tf tich lu§ cdc alcaloid
trong ré dira can bang phuong phap hién vi huynh
guang.

Ii. Phuong phap nghién ciu
2.1 Nguyén fidu .

Cay dira can duge thu hdi & mot s6 viing nhur
Tuy Hoa, Da Ning, Thanh Hod va Ha Noi. Phan ré
sau khi thu hoach duoc rita sach, say kho & 30°C.

Cic dung moi héa cht dat ticu chudan tinh khiét
phan tich (PA) )

2.2. Plurong tién va phuong phap nghién cin:

Trong qué trinh nghién ctu, chding t6i di six
dung kinh hién vi MBH vdi chifc niang théng dung

v chitc nang huynh quang phan chi€u véi kinh loc
UFC-6 day 3 mm, cho qua tia cure tim budc song
365 nm. Nhimng tia phan chi€u duge loc bang kinh
RC- 3 day 2 mm.

Pé nghién citu vi phiu, da sir dung phuong phip
nhudm kép bang sanh methylen va do son phén{7].

Cic dac diém bot ré duoc chup qua ¥inh hién vi
bing camera k§ thuat s6 va xir Iy két qua nhd phin

‘'mém Corel Photopaint- 9

Xéc dinh vi tri tich lu c4c alcaloid trong ré dira
can bang phuong phap hién vi huynh quang phan
chiéu.

[IL.Thue nghiém va két qua nghién ciu
3.1, Bdc diém thue var cdy dica can (dih 1.2 va 3)

Cay bui, cao 60 - 100 cm. Canh moc thang
dimg, ¢6 mau hdéng nhat. L4 moc doi, thuon dai,
hoi day, hep ddn vé phia cudng, dai 3 - 8 cm, rong
I -2,5cm, vb ra ¢é mii néng dac trung. Hoa ludng
tinh, moc riéng ¢ & k& 14 gin ngon, mau (ring
hoac hdng, ¢é moi thom; trang hinh dinh, tién khai
van. Qua goém hai dai dai 2,5 - 4 cm rong 2-3 cm,
hoi nga sang hai bén, ¢é 12 -20 hat nho hinh tring
mau nau nhat. Mia hoa qua hdu nhu quanh nam.
Cay ua anh sang va am, c6 kha nang chiu han 16t

Ré dira can: cong queo hoéc thang, dai 10 -20
c¢m, dudng kinh |- 2 cm; phia trén c6 doan than dai
khoéng 3- 5 cm; phia dudi mang nhiéu doan ré con
dai v nho, rung déan khi sy khé va bao quan. Mat
ngoai ré hoi nhin, cé mau nau vang, ¢6 mot vai
chd bi bong ra. Poan than mau xam, mang nhiéu
vét seo clia cudng l4. Chat cimg khé bé, mat be
16m chém. Mat cit ngang ¢6 mau trang nga, khong
mui, vi dang (anh 3).

3.2.Vi phdu ré

Tién hanh lam vi phau ré theo quy trinh chung
[7]. Lén tiéu ban va chinh 4nh sang thich hop dé
chup anh.

Quan sat tiéu ban dudi kinh hién vi cho thay
(anh 4): mat cét ré dira can cé hinh tron. Tir ngoai
vao trong ¢6 16p ban (1) rat diy cdu tao bdi nhiéu
hang ¢ bao. M6 mém vo(2) cau tao bdi nhing t¢
bao thanh moéng, xép dbng tam, cdc t€ bao phia
ngoai thudmg bi don ép lai. Li be (3) gém cic bd
x€p lién nhau tao thanh vong bao quanh gb. Tang
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Anh 2. Cay dira can hoa trang
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Anh 3. Ré dira can (Radix Caranthi)
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huynh quang

Anh 3. Mot s6 dac diém bot ré dira can

Anh 5. Mat cit'ngang ré dira can dudi kinh hién vi

Tap chi Duoc liéu, tiap 7, s6 1/2002
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phat sinh libe - g6 (4) gom vai 16p € bao. Phan g
c6 nhiéu mach gé dudng kinh tuong d61 déng déu,
xép thanh hang sit nhau.

3.3. Xdc dinh vi ori tich luy alcaloid trong ré bang
phuong phap hién vi huyrh quang

Méu alcaloid toan phén chiét tir ré dira can dudi
kinh hién vi huynh quang c¢6 mau vang sing. Quan
sal 14t cat ré dita can duéi kinh hién vi huynh
quang (anh 5) thdy phdn ban () huynh quang
kkiong rd; phdn m6 mém vé va libe c6 huynh
. quang mau vang rét rd va giong huynh quang cla
mau alcaloid toan phdn cba ré dira can. Quan sat
cac I4t cit cla ré dira can da loai alcaloid (bang
~ céch chiét nhiéu lan véi chloroform) thay khong
cdn huynh quang. Pléu dé chimg t© huynh quang
quan sat dugc trén 14t ct 1a cla cdc alcaloid co
trong 1é& dira can, tap trung chii yéu & phén mo
mém vo va libe.

3.4.80i bot

Bot ré dira can c6'mau vang nhat, khong mai, vi
dang. Sai kinh hién vi thay cdc manh ban (1); cic
soi riéng 1¢ hay xép thanh bé (2); manh mach
cham (3); cdc manh mo6 mém chita tinh bot (4).
Cac hat tinh bot don hoac kép doi, kép ba duong
kinh khodng 0,01 - 0,015 mm (5) (anh 6).

4. Két luan

Két qua nghién ctu tiéu chudn hod vé ré€ dira
can bing phuong phap hién vi cho thay, ngoai cdc
dac diém cdu tao chung cla ré cay hai 14 mam,
phén g c6 nhiéu mach gé dudng kinh twong déi
déng déu, x&p thanh hang sit nhau. Bot ré c6 cdc
mach diém va céc hat tinh bt don hoac kép doi,
kép ba véi hinh dangkich thudc twong doi dac
tnimg. Céc alcaloid tap trung chu y&u & phdn vo va
mot it & phan gd sat vo; cang vao phia trong ham
luong alcaloid cang giam dén .

Tai liéu tham Khao

1. D& Tit Loi, Nhitng cdy thuéc va vi thuée Viér nam, NXB'Y hoc 1999, 307 -309; 2). Trin Nguyén Hiw
(1991}, Luan an phé tién si duoce hoc; 3). Pham Thanh Ky Trin Nguyén Hiru, Nguyén Viet Hung. Dugc hoc, 56 5-
1995, 2-3; 4). Trin Van Thanh, Nguyén Xuan Chién, Nguyén Viét Hung. Duge hoc, s6 3- 1996, 19 -20; 5). Le
Ngoc Phan, Pham Ngoc Bung, Tran Van Thanh, Nghién cian hoan thién cong nghé chiét xudr ajmalicin ti ré dita
can va bdo ché’ vién Raubasin, Bdo cdo ket qué dé tai khoa hoc cap Bo Y 1€, XN duoc pham TW2 nam 1999. 6).
Pham Thi Kim, Dinh Lé Hoa, Kiém nghiém duoc ligu, Tap 3, NXB Y hoc 1973, 125 —~127; 7). Bd mén duoc ligu,
Thuc tép dugc liéu, Trudng dai hoc Duge Ha ndi, 1998; 8). G. H. Svoboda, N. Neuss, M. Gorman. Joumal of The
American Pharmaceutical Association, 1959, Vol. XLVIIIL, No 11, 659 - 666; 9). G. H. Svoboda, A. T. Oliver and
D. R. Bedwell. Liovdia, 1963,}/01. 26, No 3, 141 -153; 10). N. Famsworth {1961). Lioydia Vol. 24, No 3, 105 -
113

Tap chi Duoc liéu, tdp 7, 56 1/2002 (trang 14-18}

MOT SO KET QUA NGHIEN COU VE TAC DUNG SINH HOC VA DANG BAO CHE
PHUONG THUOC CHUA PAU DA DAY-TA TRANG
(Théng bdo s6 2}

Vii Vdn Dién
Nguyén Thi Lai, Trinh Thi Duong
Pai hoc Dugc Ha Noi

Dé Trung Pam
Lé Minh Phuong
Vién Duoc liéu
(Nhan bai ngay 13 thang 12 nam 2001)

Summary
Studies on Biological Effects and Formulation of the Gastroduodenitis Prescription (Study No. 2)

Decoctions (2:1, 4:1) of the prescription administered at 20mli/kg equalling 40 and 80g plant
materiallkg inhibited gastric ulcer by 66.7 and 85.7% (p <0.01), and increased bile fluid by 68.8 and
" 73.1% (p <0.05), respectively. Gastric juice and its chlohydric acid content remained unchanged.

A procedure for making hard capsules from dried extract of the prescription was described.
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Key words: Gastroduodenitis Prescription, Biological Effects, Formulation.

Trong bai trudce, ching t16i da thong bio mot 8
ket qua nghién ciu vé hod hoc va tic dung sinh
hoc. Trong théng bao ndy, xin trinh bay tiép két
qua nghién ciu vé sinh hoc va dang bao ché nang
cimg :

1. Nguyén liéu va phuong phap nghién ciru
- 1.1-"Nguyén lidu va dong vit thi nghiém:

- - Phuong thuéc gém cdc vi thudc sau:

_Bach truat 16g  Cam thio 10g
Lac tién {4g  Bach thuge 10g

- Udt kim l4g  Moc huong 10g
Chi thuc 10g  Huwong phu 12g
Hoang ki » 14g :

Cac vi Ialu;b‘c du&rc mua & ph6 Lin Ong, Ha Noi
dat tiéu chudn Viér Nam II {1] dem vé ché& bién
theo phuong phdp ¢6 truyén [2] va phéi hop véi
nhau theo ty l&¢ quy dinh trong don thudc va sic
theo phuong phép ¢ truyén, cé thanh nudc sic 2:1
va 4:1 dé nghién ciru.

- Phu liéu va td dugc:

Mat ong, dudng kinh, carbonat calci, bot talc,

stearat magnesi, con ethylic, tinh bot dat tiéu

chuin Viét Nari 11, cén PVP dat tiéu chudn BP, v
nang dat tiéu chudn nha san xuat

- Dong vat thi nghi¢m:

Chuot cong tring trong lugng 200-250g, chuot
nhét tring trong lugng 18-22g, ¢4 hai giéng duc va
cdi, khoé manh, dat tiéu chuan thi nghiém.

- 1.2- Phuong phdp nghién citu:
121 Thu tdc dung chéng loét da day:

Thit theo mo hinh Shay [6], theo ddi c4c chi
tiéu saw: ,

* Thé tich dich vi: '

Da day sau khi mé ra, dich vi dugc hit bing
dng c6 chia vach thé tich, thé tich dich vi dugc tinh
. quy vé cho 100g chu6t (ml/100g) theo cong thic

. . (h) )
V.
vV=-7100
m

(1) V: Thé tich dich vi toan phdn (ml/100g chuét);
Vit The tich dich vi todn phdn ciia timg chuot
(ml); m: Trong lugng cla chudt thi nghiém (g)

* D¢ acid dich vi gdm do acid tu do va do

acid toan phén duge xdc dinh bing s6 ml NaOH
0,0IN cén thi€t dé trung hod hét lugng HCl c6
trong 10ml dich vi. Diing chi thi Dimethylamino-
azobenzon (Topfer) chuyén mau & pH=3,5 d¢ dinh
lwvgng HCL tr do, chi thi Phenolphtalein chuyén
mau & pH= 8,5 dé dinh ivgng HCL toan phin.

* Chi s0 loét: dugc tinh theo thang diém cila
Robert vi Nezamit theo cong thirc (2)

D=A +2B+3C(2)
D: Chi 56 loét (t6ng s6 diém); A: S6 vét loét & mifc
dg (+); B: S4 vét loét & muc do (++); C: S6 vét loét
¢ mifc do (+++).

Ty 1€ loét: 1A ty 16(%) s6 chuot bi loét da ddy so
vdi tdng s6 chuot trong 16 thi nghiem duoc tinh
theo coéng thic (3): '

™ 100

T = (3)
n
T: Ty 1& s8 chuot loét da day cha 16 thi nghiém (%)
m,: S6 chuét bi loét cha 16 thi nghiém
n : Téng s6 chudt cla I6 thi nghiém

Céc chi tiéu nay dugc so sdnh vdi 16 chimg dé
dénh gi4 tdc dung cla thu6c theo cong thiic (4)
X -X

X = —‘_—f—’IOO (4)
X : Mifc d¢ tic dung cia thudc (%).
X ¢ + Gi4 tri trung binh cla 16 d6i chimg.
Xt : Gid tri trung binh cla 10 thir thusc.
1.2.2 Thik tée dung loi mat..

Theo phuong phdp clia Rudi {5], do lgi mat
dugc tinh theo cong thic (5):

L="2" 100
m

4

L.: D6 lgi mat trung binh(%).

(3).

Myt : Khéi lugng 'mat trung binh cia 16 thir thude.
mg : Kh6i luong mat trung binh ciia 16 d6i ching.

1.2.3.Béo ché'vién nang cimg:

Béng thuc nghiém khao sit c6 dinh huéng céc
thong s6 k¥ thuat thich hgp c6é tinh kha thi va xay
dung quy trinh bao ché. Bao ch€ vién nang cting
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theo phlrcmg phédp phan ph6i bot Vao nang [3]
1.2.4. Xi 1y 6 liéu thi nghiém:

Céc s liéu duge xir 1y theo phuong phdp théng
ké sinh hoc véi su trg gitip cia Anova excel 97 [4].
Két qua duge biéu thi bang gid tri trung binh (TB)
+ sai s6 chudn (SE). So sanh gid trj TB ctia hai miu
c6 phuomg sai khdc nhau théng qua ham T Test
duge xac sudt sai 14m (P,)). Néu P, Ién hon mifc §
nghia oc = 0,05 hoic 0,01 hai mau khic nhau
khéng c¢6 ¥ nghia théng ke, néu P,; nhd hon muc §
nghia trén, hai miu khic nhau cé § nghia théng ke.

I1- Két qua :
2.1- Tdc dung chong loét da day:

Chuét céng tring duge chia nglu nhién lam 3
16, 16 d6i chu’ng cho udng muéc muéi sinh 1i lidu
20ml/kg thé trong, 16 thir thubc 1 udng cao léng
2:1, liéu 20ml/kg tuong duong 40g duoc liéu/kg, 10

 thir thudic 2 udng cao long 4:1,liéu 20mi/kg tong

duong 80g dugc litu/kg. Cho chudt udng trong 5
ngdy lién tuc. Sau dé, dé chuot nhin d6i 24 gio,
giy meé bing ether ethylic, mé bung chudt dé that
mon vi da day réi dé chuot phuc héi. Sau khi that
mén vi dugc 20 gid, giét chudt, boc tich da day, do

. thé tich dich vi, rira sach da day, quan sit vét Joét

dé tinh chi s loét. Tir dich vi dem ly tam 4000
vong /phit trong 20 phiit, 18y dich trong d€ dinh
lwong HCL dich vi bing dung dich NaOH 0,0iN.
binh luong HCL ty do véi chi thi Topfer, dung
dich chuyén tr mau dd sang vang cam hé&t n, mi
NaOH 0,01N. Dinh lirong HCL toan phén chi viéc
thém chi thi Phenolphtalem dinh luong ti€p dén khi
dung dich chuyén tir mau vang cam sang do, tong
thé tich dung dich NaOH diing hét n,ml 12 thé tich
dung dich NaOH dé dinh lugng HCI toan phén.

Tix cac s6 lieu trén dem tinh todn dugc két qua
chia cic thong s6 ghi & bang 1

- Bdng 1. Tdc dung cia bai thuéc trén thé tich dich vi, do acid va chi 56 loét

Céac thong s6 L6 d6i chimg Lo thir 1 Lo thir 2
n=7 n=6 n=7
=
e 7.36 £2,61 731 £0,68
“f;ﬁg&c? i 8,16 12,16 Giim 9,8% Giam 10,4%
g P < 0,05 P <0,05
Do acid wr do 421+ 1,88 3,632 1,35 3,95+ 1,32
(ml NaOH/10mi dich vi) Giam 13,78% Giam 6%
reh v P <0,05 P >0,05
s 9,58 + 2,51 8.65+2.12
D¢ acid toan phin e T T '
; A 9,63 +3,28 Giam 0 % Giam 10,2%
{ml NaOH/10ml dich vi) P < 0,05 P <005
o 0,33 + 0.85 0,14 +0,52
Chi s6 loét 5,57 +5.88 Giam 94% Giam 97,5%
(biém) P> 001 P <001
Ty 1& loét 100% 33% 14,3%
Uc ché loét 0% 67% 85.7%

* Nhan xét:- Ché& phém thir khong 1am gidm tiét
dich vi, khong lam giam d¢ acid coa dich vi
(P>0,05). C6 tac dung c ché loét khd t6t, & liéu
‘40g/kg tic ché 67,7% (P<0,01), & litu 80g/kg tc
ché loét 85,7% (P<0,01) so véi 16 dai chimg.

2.2- Tde dung loi mdt;

Theo y hoc c6 truyén, mot trong nhimg nguycn
nhéan gay dau da day la do gan "Can moc khic ty
thé" [2]. Vi vay, ching tai thir tic dung loi mat dé
xem thuéc cd tdc dung lén gan hay khong?

Chudt nhét tring duge chia ngu nhién lam 3 16,

16 d6i chiing cho uéng auéc mudi sinh 1i, hai 16 thir
thudc cho uéng ché phdm thir v6i Liéu nhu & muc
2.1. Cho chudt uéng ché pham thir 3 ngay lién wc,
ngay cudi cing sau khi cho chudt udng ché phidm
thir 30 phit, gay mé bang ether ethyhc mé bung
chuot that 6ng mat chd khau vét mé lai. Sau 30
phit mé lai, béc tich tii mat dem can trong luong
va tinh do loi mat theo cong thic (5).

Két qua duge ghi & bang 2 va bi¢u dé 1.

16
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Bdng 2: Tdc dung loi mdt ciia bai thudc

AT A
Lo d6i ching | 15 14,1 £2,6

Lo NSI 16 |40g/kg |238+238 688 - | P<0,05
LoNS2 - 16 | 80g/kg |244+6.1 73,1 | P<0.05

Biéu do 1. D6 loi mat ciia céc 16 thi nghiém

80 688 73.1
60 -
40
20
0
0 A

Loching Lothirl Lo thi2

chuyén thanh vién nang, so bo ddnh gid chat lugng
vién, bdo quéan theo di dé 6 co sd tiép tuc nghién
cifu. ~

+ Chudn bi cao toan phdn: Nau cao 10ng, c6 thanh
cao dac vh dem say & nhiét do 50-60° C dé duoc
cao kho dat d6 4m 5%(ty 1& 11:1)
+ Xdy dung céng thitc vién:

Dy ki¢n mdi nang chita 0,25g cao tuong duong
2,75g duge liéu, cdn thém td dugc véi ty 1é thich
hop dé tao thanh hat c¢é kich thuéc déu, hat dn

dinh. Ti€n hanh khao sét trén mot s6 cong thirc, két
- qué cong thifc sau:

0,25g (Pat dugc yéu cau

Cao kho

trén, hat khé rdi, sau bao quan 4 tuin)
Tinh bot 0.03g
Carbonat calct 0,04g

Talc _ 0,03g
Stearat magnesi 1%

Cén PVC 10% vira dO

Chiing t6i diing cong thiic nay dé [am vién.

+ Tao hat: Bot cao, 14 duge tron thanh bot kép ray

qua ray s6 24, thém t4 dugc dinh, nghién tron ki

dén thé chat thich hgp, dem x4t hat qua ray s6 32,
sdy hat & 40-50"C dén kho, sira hat qua ray s6 32.

+ Chon ¢ nang: Dya vio ty trong biéu ki€n va d6i
chiu tai liéu, ching 16i chon ¢d nang 0,48ml
(nang s6 1).

* Nhan xét: Cdc ch€ phdm bai thudc cé
tac dung loi mat khd t6t, v6i liéu 40g/kg
c6 thc dung loi mat 68,8%, lidu 80g/kg loi
mat 73,1% véi P< 0,05 -

2.3. Bao ché vién nang citng

Dé tim hiéu viéc chuyén dang tir thudc
thang sang dang khdc tién sir dung hon ma
vin giir duge ban chat cla thude sic dong
y, trong diéu kién phwong tién cho phép
ching t6i nghién cifu vién nang cimg tir
cao didc ¢d kho, tdn thanh bdt x4t hat

+ Nap thuéc, hoan thién ché phdm, déng géi bdo
qudn va kiém tra chdt luong:

Chiing t6i bao ché thir 1000 vién, kiém tra chét
lugng budc ddu véi nhitng tiéu chudn don gian déu
dat yéu cdu va di xay dwmg dugc quy trinh san
XUAL. '

ITI- Két luan va ban luan

- Bai thudc ¢6 tdc dung tc ché loét da day 66,7%
& liéu 40g di/kg thé trong va 85,7% & liéu 80gdl/kg
thé trong

- Khong c6 anh hudng dén thé tich dich vi, acid tu
do va acid toan phén. ' ‘

- C6 tic dung loi mat 68,8% & lidu 40gdi/kg thé
trong va 73,1% & liéu 80gdV/kg thé trong

- Buéc ddu xay dung duoc cong thitc Jam vien
nang cting va quy trinh ki thuét san xuat vién nang
cing. ‘ '

- Bai thudc khong anh hudng dén thé tich dich vi
va d6 acid dich vi ma c¢6 tdc dung Uc ché loét kha
t6t, chimg té né khong cé tdc dung dén tic nhan
giy loét ma ¢ téic dung bao vé niém mac da day
va tang cudng yéu 16 bad vé d€ chong loét. Mat
khdc, né khong giam thé tich dich vi va néng do
acid, s& ft anh hudng dén kha nang an udng cla
ngudi bénh khi uong thudc.
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- Khi diing nuéc sic dac gép doi (2:1— 4:1), o

giam chi s loét tang rat it 5,3% (tr 92,9%—>
98,2%), ty k& tic ché loét ciing tang khong nhiéu
19% (tlr 67% — 85,7%), chimg to véi liéu 40g/kg
kha nang ttc ché€ da dat dén ngudng, nén khi ting
liéu Ién tdc dung ciing khong tang. Diéu nay cé thé
phit hgp véi thue t& sit dung thudc trong dong vy,
sac 3 1an gop lai c6 con 1/3 chia lam 3 l4n udng
trong ngdy. Cé con 1/3 ¢6 thé gan twong duong véi
_nude sdc 2:1, néu ¢o dac qud s& khé uéng.

- Ngoai tic dung e ché loét, bai thudc con ¢ tac
dung 1oi mat, phit hgp v6i cach chita bénh da day
cua y hoc cd truyén. Y hoc cé truyén cho ring
bénh da day c6 mét nguyén nhan do gan; binh
thudng gan hap tdc véi ty vi tiét mat dé vio Ong
tieu hod gitp cho qua trinh tiéu hod dac biét 1a tién
hod lipid. Vi 1Y do nao dé (can khi vt két hoac can
hu) ma gan khong hop téc duge véi ty vi (can khi
pham vi hay can méc khéc ty thé), nén lam cho ty

- Ngoai ra, bai thudc con co thé dugc ding dé chira
bénh gan mat.

- Khi diing nwéc sac dé thit, thanh phin tic dung &
day khong phai 1a tinh ddu, vi tinh ddu bay hoi hét
khi sic hodc con rat it khong di dé tic dung ma
chinh la cdc thanh phdn khdc mac dit trong bai ¢d
rat nhiéu vi thu6c cé tinh ddu (5/9).

- Bao ché vién nang citng tir cao kho t4n thianh ko,
réi xdt hat tao thanh vién ft nhiéu van giit duge ban
chat cia thudc sic vi cao khoé ciing {r nudc séc co
kho tao thanh. Song vién pang cing, vién nang
mém hoac mot s& dang khic c6 thé hap thu khong
bing dang nudc sic nhimg sir dung s& thuan lgi
hon. Cén c6 nhing nghién ctu so sdnh vé mic do
tdc dung giira nuée sic v6i cde dang bio ché khac
va giita cdc dang bao ché vdi nhau dé ¢6 nhimg
nhan-dinh chinh xéc vé dang dung va xéc dinh liéu
diing.

vi mat diéu hoa din dén b¢nh.
Tai liéu tham khao
1). BO y t€: Dugc dién Viét Nam 11 tap 3. NXBYH 1994; 2) Bo mén YHCT Dai hoc y Ha Noi: Bai gidng YHCT
tap LNXBYH 1994; 3). B mon bao ché Pai hoc duge Ha N6i: Ki thuat bao ché va sinh duge hoc cde dang thudc
tap 1,2. Trung tam thong tin-thu vién Pai hoc duge HN 1997; 4). T mén tin hoc Pai hoc duge HN:Ung dung tin

hoc cho mdt s& cong téc duoc. Trung tAm thong tin-Thu vien Pai hoe dwgc HN1998; 5). Pyguu.P.B: ®ap. u. mok ‘4.
1997.11-16; 6). Robert. A. Turner. Screening methods in pharmacology. New York and Londen 1965. 221

‘Tap chi Duoc liéu, tdp 7, 56 1/2002 (trang 18:22)

SUTANG PHAN UNG PEROXY HOA LIPID NAO CHUOQT NHAT TRANG DO
STRESS TAM LY, SOC PIEN VA TAC DUNG PIEU HOA CUA DICH CHIET HHKV

Trdn Vin Hién, Ta Thi Phéng, Pham Bd Tuyén, Phqin Thanh Ha
Vién YHCT Viét nam
(Nhin bai ngay 23 thang 11 nam 2001)

Summary

Increase in Lipid Peroxidation in Mouse Brain by Psychological Stress, Electrlc Shock and
. Regulatory Effect of the HHKYV Extract

_ Exposure of mice to electric (foot) shock and psychological stress using a communication box

paradigm for 2 and 16 h significantly increased the content of thiobarbituric acid reactive substance
(MDA), an index of lipid peroxidation, in the brain. The MDA content was 176% and 239% in foot
shock and 162% and 184% in psychological stress exposure for 2h and 16h, respectively, as
compared with the control. HHKYV extract containing 40% flavonoids significantly reduced MDA
increase in these stresses. Its effect at a dose of 200 mglkg is comparable wtﬂrthe effect caused by
Cebrex (82 mglkg) in the same experimental conditions.

Key words: Lipid Peroxidation, Psychological Stress, Electric Shock HHKV Extract, Regulatory
Effect.
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1- Pat vin dé

Stress duoc biéu hién 12 trang thai cang thang
chung ctia co thé nhat 13 v& mat tam 1. Né xu4t
hién dudi tdc dong cia cdc tac nhan kinh thich
cla moi truong tv nhién va xa hoi [5]. Theo quan
diém ciia cdc nha y sinh hoc, stress dugg dinh
nghia nhu mot su phd v can bing ndi mo, stress
vira gén giii vira bi hiém phic tap. Vi vayj né da
16i cuén dong dao cac nha khoa hoc vao nghién
ctu vén dé nay. Céc nha tam 1y xa hoiwva xa& hoi
hoo dd ¢é nhimg dong gép nhat dinh t'i'@ng vige
khuyén cdo cdc bién phap chéng stress. Nhung
trong thuc t&, stress van ton tai, va c6 thé cdn gia
tang phirc tap hon. Cdc nha y sinh hoc ciing rat
quan tam dén viéc duy trl hay 1ap lai trang thai
can bang ndi moé, diéu chinh can bang oxy hod/
chdng oxy hod bang nhiéu bién phép khac nhau
dé han ché anh hudng cia stress, gép phdn gin giit
sitc khoé cho con ngudi.

Hién nay, ngudi ta cho rang viéc dung thudmg
xuyén cac chal chong Oxy hoa ¢6 thé la mol kha
ning dé han ché tac hai cla stress.

Dich chiet HHKV 1a dich chiét giau flavon(nd
tr mot bai thude nghiém phuong da duge dp dung
cé két qua ban dau véi muc dich nang cao sic
khoé ngudi cao tudi. Nghién ciu ndy tap trung
vao viéc tim hi€u kha ning bao vé cia dich chiél
HHKYV déi v6i t€ bao nao chudt nhat trang chiu
s6c dién va stress tdm 1y. Qua chi tiéu quan sat 12
suf thay doi ham lwong MDA nao chuot. Két qua
thu duge s& déng gép thém vio cac ching cd
khoa hoc vé tac dung c6 Igi cho sitc khoé cua bai
thude.

2. Nguyén liéu va phuong phap
Nguyén liéu:

Dich chiét bai thusc HHKV gém 4 vi thudc [a
.ha thi: 6 do, hoang k¥, hoa kim ngén, vo dau xanh
véi ty l&¢ bang nhau. Dich chiét chia 40%
flavonoid téng‘ s0 do phong Dong y thuc nghiém,
Vién Y hoc cé truyén chuén bi. Dich chiét duoc
lam dong kho bang thiét bi phun swong FT 80
(Anh). Truée thi nghiém, bot HHKV duoc hoa
tan trong oude cdt va ding cho chudt thi nghiém.

Stc vat thi nghiém la chugt nhat trang ching
Swiss 6 tudn tuéi do Vién Vé sinh dich té cung
cdp.

Phuong phap nghién ciru:
*M® hinh thi nghiém

Phuong phdp nghién ctu gy mé hinh stress ap

dung trong nghién citu nay dua theo phuong phap
da duge moé 14 trong céc tai Lieu trude day cla
Matsumoto [4], véi mot thay ddi 1a diing chugt
Swiss thay cho viéc dung chudt ICR, Chudt duge
chia lJam 4 nhém:

o Nhém {: nhém déi chimg sinh hoc gém 10 con,
chuét duge nuoi va cham séc binh thudng, khong
gy séc, khong ding ché pham thudc.

» Nhém 2: lam nhdém ching am, gém 20 con,
chudt bi stress, khong ding thude thi, duge
udng 0,4ml dung dich NaCl 0.9% cing thdi
diém véi cdc nhém chuot udng thude trong 6
ngay, sau khi udng 14n thit 6 duge 1giv chuot
duge dua vio hé thong 16ng gay s&c va stress
tam ly trong 2 gid, 6 gid, 16 gid.

Chudt & nhém nay lai dwoc chia thanh hai
nhém nho.

. Chuét bi gay s6c dién: 10 con
. Chuét bi stress tam 1y: 10 con

* Nhém 3: lam nhém nghién citu, chudt bi stress,
gbm 20 con, cho uong thudc nghién ciu ( dich
chi€t tong s& cia bai thusc HHKV)
0,4mi/ldn/ngay x 6 ngay ( véi lieuv200mg/kg)
lién tuc trong 6 ngay, sau khi udng lan thir 6
dirge 1gid chuot duge dua vae hé théng long
gdy s6c va stress tam 1y trong 2 gio, 6 gio, 16
gig. )

Chuét & nhém nay lai duge chia thanh hai
nhém nhd.

. Chuot bi gy sdc dign: 10 con
. Chuét bi stress tam 1y: 10 con

¢ Nhom 4: lam nhém so sdnh, chudt bi stress,
26m 20 con, cho uéng dung dich thudc Cebrex ty
t¢ 4,2mg/ml. Udng 0,4ml/lan/ngay x 6 ngly lién
tuc cing th&i diém nhém uéng thubc nghién ciiu.
Sau khi udng thudc ngay thit 6 duge 1 gid chudt
duge dua vao hé thdng long gay sdc va stress tam
1¥ trong 2 gid, 6 gid, 16 gid.

Chudt & nhém nay lai chia thanh 2 nhém nho:
. Chudt bi gay sdc dién: 10 con
. Chuét bi stress tam 1y: 10 con

Chuot duge udng thuéc HHKV hoac nudc
mudi sinh 1§ 9%0 mot 1an trong mot ngay vao lic
8 git sdng trong 6 ngay lién tuc. Stress dugc tién
hanh | gi¢ sau khi cho chudt udng thudc 14n cudi
cung. Chudt duge gay soc dién nhé mot thiét bi
tao sdc¢, diéu chinh duge cudng do dong dién, thoi

Tap chi Duoc liéu, tdp 7, s6 1/2002

19



-gian cho mot ldn s6c va thdi gian dimg giita cédc
séic. Thiét bi gay sdc nay duge ndi véi 1ong gay séc
¢6 nhidu thanh kim loai din dong dién nhd & phia
day dé chan chudt ti€p xiic véi dong dién. Léng
ndy duoc chia thanh 25 6 ngan cdch bang vich
nhya trong. Méi chudt duoe dat vao mot 6 do,
chuot & 16 bi gay soc dién sé bi dién giat trong thoi
gian gay soc, so hai, k&éu va nhay lén, nhdy xuéng
trong 16ng. Chudt & 6 bi stress tam 1y thi dudi 6
46 cé dat tAm nhua cach dién, nén nd khong bi
dién giat nhung c6 thé nhin thdy nhing con & 16
bi s6¢ dién s¢ hdi, nhay 1én, nhay xudng, do dé
no ciing bi stress tam 1y.

Piéu kién gy soc dién:

Cudrng d6 dong dién: 1mA

Thei gian sdc: 2 giay

Thoi gian nghi giita 2 1n soc: §-gidy

Thoi gian thi nghiém séc: 2 gid, 6 gir va 16 gid
*Xac dinh ham lugng MDA trong nio chudt:

Ngay sau khi stress, khong chim hon 15 phit,

chudt bi gi€t bang céch céit nhanh phin diu réi
tach toan bo nio chudt, giir trong ngan lanh -18°C
cho dén lic lam thi nghiém. Nao cila timg con
chuodt duge nghién dong thé trong dung dich KCI
9%o dd 1am lanh, ding mdy nghién dong thé, mau
ludn dge giff trong didu kién nhiét dé cha d4 tan.
Cic dung dich d6ng thé t& bao ndo duge diéu chinh
bang KCl dén mat ty 1& mo nao trén thé tich KCI
nhv nhau( 0,4 g ndo trong 9,6 ml KCl). Xac dinh
ham lugng MDA trong dich ddong thé t€ bao bing
test tao phiic voi acid thiobarbituric da dugc moé ta
trong [1]. Xir 1y két qua theo phuong phédp théng
k& sinh hoc, st dung test Anova, test Mann-
Whitney.

3. Két qua

3.1. Két qud xdc dinh ham lugng MDA ndo chugt
sau sdc dién va stress tam 1y, thot gian gay séc la 2
gid

Ham lugng trung binh MDA nio chudt trong

cdc nhém chudt chiu séc dién 2 gids duge trinh bay

o bang 1.

Bdng 1. Ham lugng trung binh MDA trong dich déng thé ndo sau 2 gid séc dién (n = 10)

Nhém chudt
Céc thong s6 Nhom d6i chiing sinh | Nhém d6i chiing | Nhém nghién citu Nhém so sdnh
hoc (E) am (2) 3y )

X +SD 1,087 + 0,080 1,913 £ 0,308 1,275 £ 0,168 1,207 £ 0,155
Ty lé @)hH=1,76 3(1y=1,172 MHihH=1,11

D p < 0,001 p < 0,05 p < 0,05
Ty L& (3)/(2) = 0,666 4)y(2)=0,63

p p < 0,001 p < 0,001
Ty l¢ Hi(3)=094

p p > 0,05

Ham lugng trung binh MDA ndo chudt trong cdc nhém chudt chiu stress tam 1y trong khoang thai

gian stress 1a 2 gid duoc trinh bay & bang 2,

Bang 2: Ham luong trung binh MDA trong ndo chudt sau 2 gid stress tam 1y (n =10)

Nhém chudt -
Cac thong sa Nhém ddi chitng sinh | Nhém d6i chimg | Nhém nghién cdu Nhém so sdnh
hoc (1) am (2) (3) (4)
X 3D 1,087 £ (0,08 1,768 + 0,207 1,115 +0,150 1,103 £0,093
Ty le (2)/(1) = 1,626 G)(1)y=1,03 {Hi(1)y=101
p - p < 0,001 p> 0,05 p > 0,05
Ty lé (3)/(2) = 0,630 (4)/(2) = 0,623
p p < 0,001 p < 0,001
Tyle (A)/(3)=099
p p> 0,05

Nhdan xét: Qua chc bang 1 va 2, ta thiy ham
luong MDA tang lén & tit ca cdc nhém chudt chiv

stress so vdi déi ching sinh hoc. Cac gid tri nay
dugc thdy la cao nhat ¢ cdc nhdm déi chimg am,

20

Tap chi Dugc liéu, tdap 7, 56 1/2002



khoing 176% trong thi nghiém séc dién va 162%
¢ thi nghi¢m stress tam ly.

So voi nhém ddi ching &m, & cdc nhém chuot

chiu stress nhimg c6 xir Iy trude bang cho udng

thuéc HHK'V hoic Cebrex, ham luong MDA thap

~ hon mot cdch ddng ké, ¢6 y nghia théng ke véi
p<0.01.

Ham lwgng MDA & ndo chuét chiu s6c dién va
stress tam 1y trong thii gian 2 gio & hai nhém xir

ty véi HHKV va Cebrex khic nhau khong cé y
nghia théng ké véi p>0,05.

3.2. Két qud xac dinh ham hiong MDA néo el
sau séc dién, stress tam 1V vor thoi gian gdy soc
kéo dai 16 gior

Ham lugng trung binh MDA nio chuot trong

cdc nhém chuét chiu séc dién 16 gitr duoc trinh
bay & bang 3.

Bdng 3. Ham lugng trung binh MDA nio chudt sau 16 gior s6¢ dién (n = 10)

Nhdom chuot
Cédc thong so Nhém déi chiing | Nhém d6i chiing | Nhém nghién ciru | Nhom so sénh
sinh hoc (1) am (2) {3) (4)
| X+SD 1,152 £ 0,193 2,750 £ 0,808 2,452 £ 0,775 2,438 £0,288
Ty 1¢ ' (2)/(1)=2,39 3/ (H=2,13 | /(=212
P p < 0,001 p < 0,001 p < 0,001
Tyle (3}/(2)=0.89 | (4)/(2)=088
p>0,05 p> 005
Ty 16 @)/ (3)=0,99
p>0,05 |

Ham luong trung binh MDA ndo chudt trong cdc nhém chudt chiu stress tam 1y kéo dai 16 gid duge

trinh bay & bang 4.

Bdng 4. Ham luong trung binh MDA ndo chuot sau 16 gid stress tam 1y (n = 10)

Nhém chuét
Céc thong s6 Nhom ddi chimg | Nhém doi chimg | Nhém nghién ciru | Nhém so sanh
sinh hoe (1) am (2) (3) 4
X+SD 1,152 +£0,193 2,125 £ 0,360 1,894 + 0,645 2,099 +0,179
Ty I¢ (2)/(1)=1.84 B/ =164 | H/(1)=182
p p < 0,001 p < 0,05 p < 0,001
Ty l¢ (3)/(2)=09 (4)/(2)=097
p p > 0,05 p>0,05
Ty lé (A /(3)=111
P p > 0,05
Nhan xét: dich d6ng thé nfo chuot & tat ¢a céc nhom bi stress

-Nhém gay séc dién

Qua bang 3, ham luong trung binh MDA trong
dich déng thé (¢ bao ndo chudt & tit ca cdc nhém

- bi soc dién déu cao hon so v6i nhém déi chimg

sinh hoc, ¢6 ¥ nghia théng ké véi p < 0,001. O céc
nhém chudt dwere uéng HHKV va Cebrex, ham
lugng MDA gén nhu nhau (p > 0,05) va déu thip
hon so v6i gia tri nay & nhém déi chimg am, nhung
su khac biét khong ¢é ¥ nghia théng ké véi p>0,05.

- Nhém gay stress tam 1y.

Qua bang 4, ham lugng trung binh MDA trong

tam 1y déu cao hon so vdi nhém déi chimg sinh
hoc, ty [& (2)/(1) = 1,84 (p < 0,001), ty le (3)/(1) =
1,64 (p<0,05), ty I& (4)/(1) = 1,82 (p<0,001).

So sanh nhém uéng thude BHKV via nhém
uéng Cebrex voi nhém déi chimg am, ham luong
trung binh MDA déu thap hon: ty 1& (3)/(2) = 0,9,
ty 1& (4)/(2) = 0,97, tuy nhién sy khic biét khong ¥
nghia théng ké véi p > 0,05.

Trong thi nghiém véi thoi gian stress 12 16 gid,
& nhém chuét uong HHKV, haim hrong MDA
trong ndo chuét thap hon so véi nhém so sénh. Toy
vay cic sai khdc nay déu chua dat 16i gid tricé y
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nghia thong ké voi p > 0,05.
4. Ban luan

Mot s6 nghién ctiu triede day di ching minh
stress khong chi gay tang qua trinh POL & cdc 0
chitc ngoai vi [1,2] ma & ca trong nio cuia dong vat
thi nghiém [3]. Hdu hél cdc két qua thu duge déu
tr cdc mo6 hinh stress vat 1y, mé hinh ding tic
nhan kich thich vat 1y hodc mé hinh chudt nudi bat
dong. Trong thue 1€, doi song con nguoi thudng
xuyén chiu tdc dong cha cdc stress tém 1y khdc
nhau vé mitc dé, vé thai lugng ciing nhur the loai.
Su tang manh ham luong MDA, mot sén pham cua
qua trinh peroxy hod lipid t& bao nio da duge xic
dinh trong nghién cttu nay. sy tang dat dén 176%
v 239% wrong soc dién (2 gio, 16 gio), va sy tang
ciing dat dén tir 162% dén 184% trong md nio
chudt chiu stress tam 1y, so sanh'véi 16 déi ching.
Ké&i qua nay phd hop v&i két qua thong béo cla
Matsumoto va cong su [4]. Su tang MDA trong
ndo chuot phu thudc vao thoi gian chudt chiu
stress. :

Nhur vay, cdc diéu kien chiu stress khdc nhau
déu dan dén sy ton thuong oxy hod t€ bao ndo.

Viée sir dung cdc chat chong oxy hod (anti-

oxidant) 14 can thiét dé han ché tén thwong oxy hod
nio do stress, ké ca stress 1am 1y. Trong nghién ciru
nay, dich chiet HHKV chia ham hgng khd cao
hén hop flavonoid, ¢6 tac dung han ché ton thuong
nio ¢6 ¥y nghia trong cdc diéu kién stress thu
nghiém. Ham luong MDA dich déng thé nio chudt
da dugc udng thuée HHKV truée stress thap hon
dang ké so vdéi nhém déi chitng am (P<0.001) va
tac dung cia HHKV tuong duong véi tdc dung han
ché su ting MDA nao do thude Cebrex, mdt che
pham tir 14 Ginkgo biloba da thuong mai hod va
nhap vao thi trudng thude nude ta.

5. Két luin

- Dich chiét HHKV cé tic dung han ché ton
thuong do qud trinh peroxy hod hipid ndce chuot
nhét trang ehiu so6c dién va stress tam ly vd&i thoi
lugng stress 2 gicy va 16 gio.

- T4c dung han ché t6n thuong oxy hod mo nio
trong cdc diéu kién stress dd nghién ciru cua dich
chiét HHKV liéu lugng 200 mg/kg thé trong tuong
duong vdi tac dung ciia Cebrex 82 mg/kg.

Pé tai ndy nhan dugc sy hé trg kinh phi cha

chuong trinh nghién citu khoa hoc co ban, Bo
KHCN - MT nam 2001.
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KHAO SAT HOAT TINH CHONG SOT RET CUA MOMORDICOLACTON
PHAN LAP TU HAT GAC

Lé Minh Ha, Lé Mai Huong, Hoang Thanh Huong, Pham Dinh Ty
Vien Hod Hoc cde Hop chdt thién nhién- Trung tam KHTN & CNQG

{Nhan bai ngay 25 thang 9 nam 2001)
Summary
Anti-malarial Effects of Momordicolactone from Momordica cochinchinensis Seeds

fn the continuing 1o investigate the biological activities of momordicolacione isolated from secds of
Momordica cochinchinensis, the compound was found very active agatnst both clones of Plasmodinm
falciparum D, and W, with the ICy, values of 2.1 ngimi and 3.1 rjg/ml.

Key words: Momordica cochinchinensis, Momordicolactone, Antimalaria, Plasmodiwm falciparim
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" 1. Pat van dé

Nhur cic cong b6 truGc day vé hat gic
(Momordica cochinchinensis Spreng.), ching t6i
da khao sét, phan 1ap va x4c dinh cu triic hod hoc
theo dinh huéng hoat tinh khédng sinh cha hat gic
vai di phan lap dugc médt chit méi Id
momordicolacton [1]. Xuat phét tir img dung clia
hat gic trong bai thudc dan gian chéng sot rét [2]
va hoat tinh khdng vi sinh vat cao cia
momordicolacton {3], chiing t6i d3 tién hanh ddnh
gia hoat tinh chdéng sét rét cia hop chat nay trén
hai dong ky sinh triing Plasmodium falciparum D,
vd W, trong d6, c6 so sdanh véi thudc chdng s6t rét
artemisinin.

2. Poi twong va phuong phap nghién citu

- Momordicolacton phan ap dugce tir hat gic cé
cdu tric duwoc chitng minh bdi cdc phuong phdp
phé: IR, MS, 'H-NMR, "C-NMR, DEPT do tai
phong Hod hitu co, Trudng Dai hoc Téng hop mién
1y Australia.

- Hoat tinh chong s6t rét dugc tién hinh theo
phuong phap do su déng hod dong vi phéng xa cha
ky sinh tring trong qua trinh nhan lén trong héng
cdu nguoi cta Desjardins va cong sy (1979), cdi
bién boi Likhitwitayawwid va cong su (1993).

- Hoat tinh gdy doc t& bao trén dong t€ bao ung thu
biéu mé nguyi KB (human epidemoid carcinoma)
theo phuong phéap cta Likhitwitayawuid va céng
sy (1993).

3. Két qua va thao luan

Hoat tinh chong s6t rét ciia momordicolacton

dugc tién hanh theo phirong phép do su déng hod
déng vi phdng xa cila ky unh triing trong qua trinh
nhén lén trong héng cdu ngudi. K sinh trung dugc
nudi cdy lién tuc trong héng cdu ngudi typ A +
trong moi trudmg RPMI 1640 (Gibeo) ¢6 b6 sung
32mM NaHCO, (Gibco), 25mM HEPES (Sigma)
va 10% plasma huyét thanh ngudi typ A+ di khit
b6 thé. Ky sinh triing duoc duy tri dudi 4% & nhiét
d6 37°C & d6 thong khi 5%0,, 5% CO, va 90% N,.

200pl dung dich héng cdu 1% dd gay nhiém
P falciparum (0,5-1%) dugc b6 sung vao phién
nhua vi lvong 96 16 da chia sdn 25ul dung dich
chiét cin thir. Néng do chat thir duoc pha loang tir
14 dén 10.000ng/ml. Cic thudc khéng s6t rét nhur
quinin, mefloquinin, chloroquinin va artemisinin
duge pha tir do pha lodng 0,3-25077g/ml dé lam
chitng duong tinh.

Phién dugc 1 24 gid trong budng 4m & 4p sudt
5%0,, 5% CO, va 90%N, & 37°C sau d6 0,5uC,
clia ["H(G)} hypoxanthin dugc thém vio cdc vi 16
va phién dugc 0 lai trong budng dm & ap sudt va
nhidt do trén thém 18 gid. Thir nghiém duge két
thiic bang cich loc bang gifly loc sgi thuy tinh trén
may thu hoach tr dong (Tomtec Mach Ili
automatic cell harvester) cho mdi vi 16. Gidy loc
thuy tinh dugc lam khoé va cho vao tii polyethylen
¢6 b sung dich 1dng nhép nhdy. Hoat tinh phéng
xa duge do trén mdy d€m nhap nhdy long Wallac
Micobeta. Gid tri ED,, dugc ddnh gia thong qua
néng do ¢ ch& dong hod dong vi phéng xa téi
50% cla ky sinh tring. Mau déi ching khong cé
thudc duge coi 1A déng hod 100%. Két qua dugc
trinh bay & bang 1.

Bdng 1. Két qua thir hoat tinh chéng s6t rét clia momordicolacton

Tén mau Néng do Dong D, Dong W,
(ng/ml) (% TB s6ng s6t) (%TB song sét)
Momordicolacton 2.000 2,0 12,4
Artemisinin 62,5 0,7 34

Két qua trén cho thdy hop chat momordico-
lacton thé hién hoat tinh chéng s6t rét twong ddi
t6t (% t& bao song sot voi dong D, va W, déu nhéd

hon 50%) vi vay ching t6i tiép tuc tim gia tri 1Cy,
clia hop chét nay. Két qua o bang 2.

Bdng 2. Gia tri ICy, - hoat tinh chéng s6t rét cia momordicolacton

Tap chi Duoc liéu, tap 7, s6' 1/12002

Ching chuin Néng dé (rg/ml) Dong Ds-man cam Dong W,- khing
chioroquin(ng/mi) chloroquin{ng/ml)
Chloroquin 250 2.9 21,8
Artemisinin 62,5 2.5 2,3
Mefloguin 250 2.5 2,3
Quinin 250 9.8 57,8
Momordicolacton 2000 2.1 3.1
23



Két qua & bang 2 cho thdy hop chdt momor-
dicolacton c6 hoat tinh chong s6t rét rat tét, gid tri
IC;, v&i dong DD, (mén cam véi chloroguin) la
2,Ing/ml va v& dong W, (khang chloroquin} la
3,Ing/ml, trong khi d6, artemisinin cho cic gid tri
tuong img 1& 2,5 va 2,3ng/ml.

Theo Angerhofer va cong sy [4] su két hop thir
hoat tinh chéng sét rét véi hoat tinh doc 1€ bao s€
cho phép lua chon nhimg phan doan hoac chdt chi
c6 déc tinh v6i ky cofhh tring s6t rét P
falciparum. Gid tri cta chi s chon lua SI
(selectivity index) dugc tinh bing cong thifc:

dong KB, momordicolacton khong thé hién hoat
tinh cho gid tri EDg, > 20pg/ml. Chiing t0i xdc
dinh dugc gid tri SI cua nd la >9523 (vdi dong D)
vi > 6451 (vai dong W,).

R& rang momordicolacton 1a mét hop chat rat

ly thd vi kha néng chon lya va hoat tinh cao cua
né so v6i cdc tdc nhan chong sot rét da biét.
4. Két luan )

Lan ddu tién hoat tinh chong sOt rét cua
momordicolacton phan lap tir hat gac da dugc
nghién ciru. K&t qua cho thdy momordicolacton

thé hién hoat tinh chéng s&t rét rat 16t cho gid tn

- 1Cy 1 2,Ing/ml (v6i dong D) va 3,1ng/mi (v6
dong W,) véi chi s6 lua chon tuong img la >9523
va >6431.

Viéc phan 1ap, xdc dinh céu tric va hoat tinh
chong s6t rét clta momordicolacton khong chi 1a
mot phéat hién mdi ma con goi mé hudng nghi¢n
cttu sir dung cdc ché pham cua gic ¢ hiéu qua
hon.

Tai liéu tham Khao

_ ED,,(KB)
ICq(P.f)

SI dugce coi 13 thong s6 dé ddnh gid mot mau
nao dé ¢é tac dung chon loc va hiéu qua nhat.
Thong thudmg mau ¢d gia tri SI > 100 s& duge lvu
¥ dé nghién cifu trong nhitng budc tiép theo.
Trong thir nghiém vé hoat tinh dc t&€ bao véi

{). Pham Dinh Ty, Nguyen The Dung, Le Minh Ha. Momordicolactone, a new sesquiterpenlactone from
Momordica cochinchinensiss - The Ninth Asian Simposium on Medicinal Plants, Spices and Other Natural
~ Products, pp.113. Hanoi, 1998; 2). V6 Van Chi. Tir dién cay thudc Viet Nam, Nha xudt ban Y hoc. 1999; 3). Lé
Minh Ha, Hoang Thanh Huong, L& Mai Huong, Pham Dinh Ty. Khao sét thanh phan hod hoc ciia hat gic
(Momordica cochinchinensis) theo dinh hudng hoat tinh khang nim, khdng khuan- Tuyén tap cic cong trinh Khoa
hoe-Vién Hod hoc cic Hop chét Tu nhién, 1998-2000, tr.44-48; 4). Angerhofer CK and Pezzuto. I.M. Application
of Biotechnotogy for drug discovery and evaluation in Biotechnology and Pharmacy. New York. Chapman and
Hall. pp.312-365, 1993,
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BIOLOGICAL ACTIVITY OF GLYPETELOTINE, A SULFUR-CONTAINING
INDOLE ALKALOID FROM GLYCOSMIS PETELOTH

Nguyen Manh Cuong',Tran Van Sung"* and Walter C. Taylor’

Institute of Chemistry, Vietnam National Centre for Natural Science and Technology,
School of Chemistry, University of Sydney, NSW 2000, Australia
(Nhan bai ngay 16 thang nam 2002)

Summary
Glypetelotine, a sulfur—containing indole alkaloid from the leaves of the endemic Vietnamese
species Glycosmis petelotii Guill. (Rutaceae), was tested against various strains of bacteria, yeasts,
~ and fungi, cancer cell lines in vitro and insects in vivo. Glypetelotine was active against Aspergillus

niger, and the root rot Fusarium oxysporum with an MIC value of 100 pg/ml. Cytotoxic and anti-
mitotic activity of glypetelotine was also recorded. ‘

Key words: Glycosmis petelotii, glypetelotine, antifungal, cytotoxic, anti-mitotic.
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Introduction

The genus Glycosmis (Rutaceae) consists of
about 60 species distributed in the Central and
Southeast Asian regions [1]. It occurs commonly
in India, Sri Lanka, Thailand, Vietnam, China,

Taiwan, Malaysia, Australia, New Caledonia and

some other countries.

The use of some species of Glycosmis in

traditional medicine has been known for a fong.

time. They have been used for treating coughs
and large bruises in China, intestinal troubles in
Indonesia, facial inflammation in the Malay
Peninsula, bilious attacks, and also for the
treatment of fever, liver eomplaints and certain
other diseases [2]. In Taiwan, G. citrifolia
(Willd.) Lindl. is used in folk medicine for the
[treatment of skin itch, scabies, boils, ulcers and
sores. It is also used as a post partum protective
medicine, and furthermore, poultice of the bark,
root, and leaves with black pepper and glutinous
rice is applied for treating nausea [3].

In Vietnam, G. pentaphylla is popular as an
aperient and an appetizer for post partum women
[4]. Tt is also mixed with some other plants to
treat rheumatism, pimples and swollen boils with
pus [5]. The species . lanceolata is used
traditionally to treat tooth and ear diseases and G.
cyanocarpa for the treatment of wounds resulted
from dog or snake bites [6].

According to a Chem-Finder literature and
Medline search for Glycosmis conducted in July,

2001, leaf extract of G. pentaphylla s
hepatoprotective  [7], toxic to Diaprepes
abbreviatus (Coleoptera-Curculionidae)  {8],

antifungal [9,10), anti-malarial [11], insecticidal
[10], antimicrobial [12], and inhibitory against
human promyelocyte leukemic cells (HL-60) and
macromolecular synthesis [13].

Up to now, about 14 Glycosmis species have
been  studied chemically, including G.
angustifolia, arborea, bilocularis, calcicola,
citrifolia, chlorosperma,  cochinchinensis,
craibii, crassifolia, cyanocarpa, mauritiana,
ovoidea, parviflora, pentaphylla and rupestris.

. Recently, we have reported the isolation and
structure  elucidation of a germacran- type
sesquiterpene alcohol [14] and a new sulfur —
containing indole alkaloid, glypetelotine (1), from
the dried leaves of the species G. petelotii Guill
[15]. Glypetelotine has been the first sulfur—

containing indole alkaloid isolated so far whereas
there are more than 20 sulfur -- containing amides
isolated from the genus Glycosmis. With the
special structure of the indole skeleton with high
biological potential and containing sulfur,
glypetelotine seems to have various biological
activities. To clarify this hypothesis, we .have
carried out the bioassay of glypetelotine against
various strains of bacteria, fungi and insects.

Materials and Methods
Plant material, Extraction and Isolation

Leaves of G. petelotii Guill. were collected in
Cuc Phuong National Park, Ninh Binh Province,

- in March, 1996. A voucher specimen (Dai. 6/3/96
Sn. HN) was deposited at the Institute of Ecology

and Biological Resources (NCST, Hanoi,
Vietnam). The isolation of glypetelotine, m.p.
92.3 °C, from the light petroleum extract of G.
petelotii leaves has been previously described in
detail [15]. In total, about 1.3 g of glypetelotine
was obtained (yield 0.13 %).

Insecticidal experiments

Larvae of Spodoptera litura and S. exigua,
supplied by the National Institute of Plant
Protection (MARD), were reared on the fresh
leaves of Glycine soja in normal conditions
(average humidity: 75-90 %, temperature: 20-30
“C). Feeding studies were conducted with neonate
larvae at the second stage of its age. Glycine soja
was grown at the MARD, Hanoi, without using
insecticides.

The test compound, glypetelotine, was
dissolved in ethanol and diluted with distilled
water giving two stock solutions of 500 ppm and
1000 ppm and sprayed on Glycine soja leaves.
The control plants were sprayed with distilled
water.
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Each concentration was repeated 3 times with
the same number of larvae (n=30). The diet was
replaced every day and the survival was recorded
and compared with the controls.

The mortality rate of larvac was calculated
following the method of Abbott [16].

Ca-Ta
% mortality rate = --mer=m--o--mun- x 100
Cua

where Ca is the survival larvae of the control and
Ta represents the dead larvae of the test.

Microbial experiments

The assessment was based on the method of
Vanden Bergher and Vlietinck {17]. Nystatin was
used as a positive control. Bacteria and fungi were
maintained on the culture medium of trypcase soya
broth (TSB) and Sabouraud dextrose agar at 4°C,
respectively. -Yeasts were cultured in liquid
Sabouraud dextrose medium for 48 hr at 24°C.
Binocular test of fungi were prepared by harvesting
mature sporulating cultures in Sabouraud agar
broth. For inoculation of fungi, homogenous
cultures of two week old were used.

The tests against bacteria and yeast were
performed by the dilution method using 96-well
microplates, while the microplate agar method was
employed for fungi. '

The test compound, glypetelotine, was diluted
in DMSO and distilled water to make a stock

solution. Tt was then diluted twice for the first step -

and four fold for the following steps to calculate
the minimum inhibitory concentration (MIC)
value. Microorganisms were prepared with
compatible density liquid medium, then 190 ul
were added into each well which had 10 4l test
sample. The plates were incubated at 37°C in a
humidified atmosphere for 24 hr for bacteria and
30" C/ 48-72 hr for fungi, respectively.

Results and Discussion

Table 1. Antimicrobial activity of glypetelotine determined by the dilution method

Antimicrobial activity assessment

Eleven strains of bacteria, fungi and yeasts
were used for evaluating antimicrobial activity of
glypetelotine. They are as follows: Gram-negative
bacteria:  Escherickia  coli,  Pseudomonas
aeruginosa, Gram-positive bacteria:  Staphylo-
coccus aureus, Staphylococcus pyrogenes, Bacillus
subtillis; fungi: Aspergillus niger, Fusarium
oxysporum, Rhizoctonia  soluni, Pyriculuria
oryzae, Yeasts: Candida albicans, Succharomyces
cerevisiae.

Results were evaluated by comparing the test
containing glypetelotine and microbes- with the
control containing only microbes and the positive
control containing antibiotics and microbes. The
minimum inhibitory concentration (MIC) was then
determined as the lowest concentration of the
compound that completely inhibited microscopic
growth of microbes. ’

As seen in Table !, glypetelotine was
moderately active against Bucillus  subtillis
strongly active against Aspergillus niger and
Fusarium oxysporum with an MIC value of 100
pg/ml. It was also moderately active against the
rice blast fungus Pyricularia oryzae and the
pathogenic fungus Rhizoctonia solani with an
MIC value of 200 zg/ml.

These results suggest the need to modify the
chemical structure of glypetelotine for more
activity against pathogenic fungi to rice and other
planis.

Insecticidal activity assessment

Two insecticidal experiments were conducted.
one in concentration of 500 ppm without Twecn
80 and another in concentration of 1000 ppm with
Tween 80. Tween 80 is a well-known surfactant
agent which is commonly used to increase the
solubility of compounds in aqueous media. The
second experiment was intended to reinforce the
results of the first experiment.

i

Strain : Name MIC (ug/ml)
Gram-negative | Escherichia coli > 200
bacteria ' Pseudomonas aeruginosa > 200
Gram-positive | Streptococcus progeries > 200
bacteria Bacillus subtillis 200
| Staphylococcus aureus > 200
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Fungi Aspergillus niger 100
Fusarium oxysporum 100
Rhizoctonia solani 200
- | Pyricularia oryzae 200
Yeasts Candida albicans > 200
Saccharomyces cerevisiae > 200
Table 2 shows that glypetelotine did not possess The difference in the mortality rates resulting
significant insecticidal activity against larvae of S. from the two experiments might be due to the
litura and S. exigua. external conditions and quality of larvae. However,

it does not affect the above conclusions.

Table 2. Insecticidal activity of glypetelotine (1)

Test | Concentration "Larvae Mortality rate (%)
No. | {ppm) After 2 | After 3 | After 4 | After 5| After 7 | After
days days days days days 10 days
1 500 S. litura 0 0 10.7 15.6 20.0 25.0
S. exigua 0 0 12.7 17.5 175 | 21.0
I 1000 S. exigua 0 0 0 5.0 10.0 10.0

" With the addition of Tween 80

The results also suggest that it would be better The compound was also tested for anti-mitotic
to chemically modify the structure of glypetelotine activity  using purified  mitosis-inducing
n order to increase its solubility and insecticidal cde2/eyclin B kinase as a target in the Biologigue
activity. Station, CNRS, France, but was inactive with the

Cyvtotoxic and anti-mitotic activity assessment IC30 (50% inh@bitor y concentratior.l) over 100M.
. , (For this experiment, a compound is considered as
Glypetelotine was also assayed for cytotoxic  an jnhibitor when its IC50 value s below 10 pM).
activity in vitro. The test was done in the National .
Cancer Institute (NCI, USA) using one dose Acknowledgements: We are grateful to the Australian
primary cytotoxic assay in the 3-cell line panel Agency for International Development (AusAID) for an

) S arship. 5 § ssoc. Prof.
Consisligg of MCF7 (breast), NCL-H460 (lung), ASTAS scholarship. Thanks are also due to Assoc. Pro

. Dr. Pham Thi Thay, National Institute of Plant
and SF-268 (CNS). Glypetelotine was found to be Protection for insecticidal experiments and Dr. Le Mai

- Inactive against these cells at the concentration of Huong, Department of Experimental Biology, Institute
I1L.OOE-04M with the growth inhibitory value of of Natural Product Chemistry, NCST, for antimicrobial

91%, 68% and 89%, respectively. experiments and helpful discussions.
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THONG BAO — TRAO DO

HOI THAO QU()L TE
VE MANG LUOI H()AT PONG NGHIEN CUU, BAO TON, SU DUNG
VA PHAT TRIEN BEN VONG CAY THUOC O VIET NAM VA LAO

Té chic tai Thic Da (Ba Vi, Ha Tay), 27- 29/3/ 2002

Viet Nam va Lao cé phén bién g101 chung, co
diéu kién thién nhién, Khi hau, thé nhudng, hé
dong vat va thuc vat gin giong nhau, trong da co

nguon tai nguyén cay thuéc phong phd va tinh-

hinh sir dung cay thudc rat da dang.

Theo cdc so licu thong ké, rieng ¢ Viét Nam
hién c6 trén 30 co quan / 16 chifc nghlcn cifu clia
chinh phu va phi chinh pht, 10 vudn quoc gia, gin
300 co s san xudt dugc phdm ké ca cdc doanh
nghiép nha nude, cong ty, td hgp san xudt tu nhin,
40 beénh vién dong y va cdc khoa dong y trong cic
bénh vién da khoa, gin 4.000 co s@ chan tri dong y
véi hon 5.000 ngudi hanh nghé y hoc cH truyén
dang hoat dong lien quan dén tai nguyén cay
thtide.

Mac dit nguén tai nguyén cay thudc va tri thire
st dung cay thudc & Viet Nam duge coi la dang bi
de doa véi nhiéu 1y do khac nhau, nhimg hién co it
nd Iuc chung nham xdc dinh nguyén nhan, tim g,ml
phap va dac biét 1a xay dung chién luge tdng thé dé
bio 16n, sUr dung vil phal trién bén vimg, trén co sd
tham gia cua tit ca cic co quan/to chie ¢6 lién
quan.

Trwde tinh hinh d6, Trung tam nghién ciru va

phét trién cay thudc dan toc c6 tuyén (CREDEP), -

dugc sur hd tro vé kinh phi ctia Trung thm nghién
ciru pht trién quoc t¢ (IDRC), Canada, da phoi
hcfp v Cong ty ¢6 phan Tlaphdco 16 chifc hoi thao
quéc t€ nham trao ddi vé cdc vian de

(i) Dinh hwdng chién luge, xdc dinh wu tién
trong nghién ctiu, sir dung va phat trién bén vimg
tai nguyeén cay thudc ¢ Viét Nam va Lao.

(ii) Xay dyng nang luc hoat dong vé cay thudc
clia cdc co quan/to chiie ¢é lién quan.

(iii) Xac dinh nhu cdu va khd nang xay ding
mang Wdi cong tdc vi co s dif lidu gida cic co

quan/té chifc dang hoat dong lién quan dén cay

thudc 0 Viét Nam va Lao.

Tham du Hoi thio c6 55 dai bicu tir 33 co
quan/té chiic & trong nude thuge chinh phu va phi
chinh phlt gdm cdc khoi (i) trudng dai hoc. {iD)
vién/trung tam nghién ciu, (iil) doanh nghiép, (iv)
bénh vién, (v) hop tac xa, (vi) quan ly, (vil) vudn
quoc gia, va 11 dai biéu tir cdc co qudn/to chirc

nudc ngoai, gom Lao (4}, Trung Quéc (4), An ba
(1), Népan (1), Canada (1). Héi thao da duge cdc
co quan thong tén va bdo chi nhu Dai truyén hinh
Viet Nam, Dai tiéng néi Viet Nam, va cac hio
Nhan dan, Tién Phong, Le Courrier du Vietnam.
Dién dan doanh nghiép dén dura tin

Céc dai biéu tham dy Hoi thao da chon 2 linh
vire duge vu tién thao ludn. dé 1lr dé hinh thanh
mdng lu6i hoat dong vé cay thude ¢ Viet Nam va
Lao 1a (i) bdo 1én va sir dung bén vimg tai nguycn
cay thude va (ii} san xudt va thi trudng cha cde san
pham tir cdy thuoc.

Hoi thao cling da dua ra mot tuyén ba chung vé
chién luge bao tén, sur dung va phat trién bén vimg
tai nguyén cay thuoe cua cic nude trong khu vuc
Ppong Duong (s€ dang trong k¥ sau).

Nhirng két luan riit ra qua hoi thao ciing nhu
viéc hinh thanh mang ludi cong tic vé cay thude ¢
Viét Nam v Lao khong chi cén thiét cho cdc co
quan/to chitc, cic nha khoa hoc, cic doanh nghlcp
¢6 lién quan, ma con rat can thi€t cho cac nha guan
1y va hoach dinh chinh sach & méi quoc gid.

Tran Céong Khanh

(Tiép theo trang 27)
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DUGC LIEU VA POl SONG

CAROT
RAU AN - VI THUOC

Hot: Xin cho bi€t ca r6t c6 phai vira la rav an ngon, vira 12 vi thudc t5t khong?

Ha Thi Lua (Bdc Giang)

Bdp: Ca rot khong thude nhém cd nhur ca hét, ca
chua, ca phdo... ma bat ngudn tir chir Phap
la"carotte™. D6 1a mot rau an phd bién & cdc nuée
phuong tay, sau lan rong khap the gidi. Xuat xit tir
trang théi hoang dai v6i r€ ¢l nhd va gy, ca rét
da dugc thudn hod, chon loc vi céi tao nhiéu lan
d¢é tro thanh loai cay c6 ich cho con ngudi. Ca rét
trong ngay cang cé nhiéu wu diém nhu ré ci to
map. chat luong cao. Ngudi La Ma goi ca r6t 1
“Nit hoang cia cdc loai rau”.

Ca 6t c6-hai loai: loai dé héng cé cu dai,
thudng phan nhdnh, to nhé khong déu, da nhan,
16i to, nhiéu xo va loai da cam, cii hoi ngin, nho
déu v map hon, da nhan, khéng phan nhinh, 16i
nhd (loai nay duge wa chudng hon).

Vé mat thyc phdm, ca rot 1a mét trong nhimg
loai rau hang dau vé gid i dinh dudng, gidu céic
logi dudng, vitamin va mudi kKhodng, Ngudi ta sir
dyng ca rot dé xao, nau va dac biét, nhitng lat hoa
ca 16t duge cat tia ciu k¥ diém trén cac mén an ¢o
truyén lam hadp din thi gidc va Kich thich khau vi.

Ngoai cong dung lam thirc an, tir xa xua, con
ngudi da bi¢t diing ca rot dé dudng da. Hang ngay

an ca rot s& lam cho nudc da tuoi tin, héng hio,
thén hinh thon tha va vé dep quyén ril, hap din vi
100g ¢t ca 18t tuoi chi chita 0,02-0,08g chat béo
va cung cdp 35-39 calo. Ca rét (30g) phéi hop véi
tdo tau (5 qua), qua dau chin (15g), thai nho, ndu
chin, an trong ngay (ding [-2 thang) la thuéc lam
da tron nhdn,chdng nép nhan, dep dung nhan.
Nudc ép ci ca r6t dung bot mat hang ngay ciing
Jam da dé min mang, trinh dirge thuong t6n.

V& mat y hoc, ca rot cé vi ngot, cay, mii
thom, tinh hoi am, ¢6 tdc dung bé ty, tang hong
ciu va huyét dich, nhuan tdo. loi sita, hian vt
thwong. DG chinh 1a do cbi ca ol clifta nhidu beta-
caroten (tién vitamin A, biéu thi & mau dd). Khi
vi1o co thé, beta-caroten s& chuyén thanh vitamin
A rat cdn thiét cho sir phat trién cla co thé, tham
gla vao su tao ra moé, da, niém mac, tang cuong
stc dé khdng chdng nhiém khuan. Phu nit ¢6 thai
v tré mdi dé cé nhu cau vé vitamin A 16n hon
nguoi thudng. Nhitng nam gan day, ¢i ¢ rot dugc
ding phd bién trong cdc dang (thude bé clia y hoc
¢6 truyén cho nhimg trudng hop kém an, mét moi,
suy yéu: Ca rét thai miéng, tAm mat sao (30g), ré
cay vii bo thdi mi€ng, tAm mat sao (24g). hodi son
sao (24g), ci mach mon bo 161, sao (12g), ré the
tam that (12g), ré nguu tat (12g). Tat ca sac vai
400ml nudc con 100ml, udng trong ngay. Nudc
ép ctt ca 16t phdi hogp véi nude ca chua va nudc
rau cin tay ¢6 tac dung kich thich.than Kinh.

Pac biét, ci rot dudi dang xdp chita r6i loan
tiéu hod & tré em (di tud, tiéu chay nhe) rat 1ot
Lay ca rot (0,5 kg) rira sach, thai mong, nfu véi
nudc cho nhir nhuyén, xdt trén ray, loc bo xa,
thém it mudi, dun séi cho duge mot Lit, Cho tré an
lam nhiéu lan trong ngay, méi lan 100-150 ml.
Nhimng ngay sau, c6 thé dung xip ca rét vai sita
(sfta me hay sita bo) theo ty 1& sau;

- Ngay thir hai: xdp ca rot 80%, sita 200
- Ngay thit ba: Xiip ca rét 60%,sirta 40% '
- Ngay thir v Xiip ca 16t 40%, sita 60%.

Mot dot diéu tri thudng 1a 4-5 ngiy (trudmg
hop ti¢u chdy nang, khong ding xdp ca 16t).
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Muén dé danh dige 1au, dem ca rét thai mong,
phoi hodc sdy kho, tin nho, rady bdt min. Ngay
uong 2-3 ldn, méi lan 5g pha trong 100 m! nude
chin,

Tac dung trén chinh la do chat pectin ¢6 trong
ca rot. Chat nay khi vao rudt truong nd thanh keo
lam giam nhu déng, bét thdo da, lam phan dac lai
vi quén luon ca-vi khuan va doc 16 thai ra ngoai.

Cii ca rot con 13 nguyén liéu dé ché caroten.

Theo tai liéu nude ngoai khi soi sdp moc vi ca
lic $6i moc, niu ¢l c& ot vdi ma thdy va rau mii
cho uéng dén khi soi bay hét. Nudc ép cli ca rot
pha thém vao nude cam véi ty 1€ thich hop s€ tao
nén mot huong vi thom ngon dac biét, duge dung
lam nuéc giai khat. Ba ci rot sau khi ép hét nudc
ciing 12 ngudn chiét pectin, caroten va dung nuoi
gia sfic rdt t6t. Hat ca rot ham uéng cd tic dung lai
ti€u, thong trung tién, diéu kinh. Tinh dau hat ca
rot lam thom diu cdc loai rugu va duge ding trong
k¥ nghé ché bién nude hoa.

Mot cong trinh nghién citu cua tring dai hoc
Harvard (M$) cho thay nhimg ngudi an ca rot va
nhimg rau qua giau caroten nhu c chua, khoai 1ay

thi ty I& mac bénh ung thu giam di 8 1an. Cdc nhé
khoa hoc Anh & Trung tdm y hoc London clng
thdy nhitng ngudi mac bénh ung thu phot va da day
¢é rét it vitamin A trong mau. Ho cho rang an ca
rot dé cung cAp vitamin nay ¢o thé phong bénh 6t
Nhing ngudi bi ung thu phoi do nghién thude 14.
an ci rot thudng ngdy s€ giam nguy ¢d mac bénh
dén 40%. Beta-caroten ciing dd duge thir nghiém
thdy ¢6 tdc dung chong cde tic nhan gay hat vico
thé ngin ngira ung thir rudt k&t va bang quang.

Cdc nha nghién cltu ngudi Nga lai thay dung
dich hon hop nude ca rét, nude cu cai, nude chanh
va mat ong cé tac dung chira bénh tang huyét dp o
thé nhe méi mac. Mdi ngay ding 3 ldn, méi l4n |
thia canh trude bita an 2-3 gid.

Theo phucfng phdp chita bénh déc ddo cia y hoe
truyén thong An Do goi la Ayurveda, dung dich
ché tir tinh ddu ca rét (1 phan) véi nude (10 phin)
diing xoa bop 1&n da hoje ding tinh dau ca rét lam
chét phu gia cho vao bén nude tam dé chita bénh
trAm udt.

b6 Huy Bich

« LAM CHO MOI NGUGI THO TOT HON”

b6 1a khiu hiéu “Ngay hen toan cau 7- 5- 2002".

Ngay 12 thdng 3 nam 2002, Gido su Nguyén Nang An, chi tich Hoi Hen, Di ting, Mién dich
lam sang Viét Nam da to chiic hop bdo gidi thidu vé hau qua ciia hen ph& quan (HPQ) trong nhilng nam
qua & nude ta va trén the gidi va nhitng xu hudng mdi trong diéu tri hen & the ky 21.

Theo bio cio clia T chic y & thé gidi, nam 1998 bénh hen gay phi ton cho nhan loai hon ca

HIV/AIDS va lao cong lai. O M3, chi phi tryc tiép va gidn ti€p cho HPQ nam 1994 [a 1! i d6 la, & Phép

1990 1a 6 ti phrang; ti 1& tr vong 40 - 60 trudng hOp/ 1 triéu dan. O Vier Nam, uéc tinh c6 4 - 5% dan.
khoang 3 — 4 triéu ngudi mac bénh HPQ. Riéng & thanh phd H6 Chi Minh, mbi nam trung binh chi cho
diéu tri hen tSn 108 trieu USD. O Ha Noi, mbi bénh nhan hen, néu khong duge kiém sodt, s& tiéu 16n géin
800 USD cho céc dot diéu tri & bénh vién; hon 4 ti déng mat di do diéu tri thi€u két qua ciing véi
300.000 ngay cong lao dong bi mat. C6 nhiéu nguyén nhan mac bénh hen nhu 6 nhiém mai trudng sOng
va lao dong, st dung thiéu thﬁn trong thudc va héa chat trong diéu tri v d&i séng, nhip s6ng cing thang,

nhiéu stress, khi hau néng, dm & cdc nudc ven bién, xa hoi va gia dinh chua quan tam ding mic ngui
bénh HPQ. ..

Gido su Nguyén Nang An khang dinh hen 12 mot bénh c6 thé kiém sodt v diéu tri dugc hoan
toan va thuéc du phong tot nhat hién nay 1a binh xit 2 trong I, nghia la binh xit ¢é hai loai thudc:
corticotd chéng viém va thudc dan phé quan tdc dung kéo dai. Thudc c6 tén la Seretide cla hang Glaxo
Smith Kline.

b.C.
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THONG TIN KHOA HOC

THAI TRU BILIRUBIN KHOI ALBUMIN BANG BERBERIN

Chan E.
Biol. Neonate, 1993, 63 (4), 201-8

Mt cong trinh khio sdt tic dung cla berberin, thanh phan chinh cla hoang lién Trung Quéc (Copiis
chinensis)y - n6i dén mot vai rii ro clha bénh vang nhan ndio trong 6 tré em mdi dé bi bénh vang da c6
lién quan dén lién két protein va bilirubin. Thi nghiém cé sir dung phuong phip dong luc ctia peroxidase.
Berberin dirge chitng minh ¢6 téc dung loai trir bilirubin 10 14n manh hon so vdi phenylbutazon va gan
100 14n so vGi papaverin. Viéc dua vao trong phic mac berberin mot cdch thubng xuyeén (10 va 20
microgram/g) hiing ngiy trong mot tudn 1é d6i v6i chuodt cdng trudmg thanh (dong hdn hop giita Wistar
va Sprague) 1am giam ¢6 y nghia sy lién két bilirubin (tr do va toan phdn). DAy ¢6 thé 13 do tc ché su
chuyén hod. Viéc sir dung cay c6 lam thusc va thude ¢é him lugng berberin cao Ia cdch 6t nhat tranh
duge bénh vang da ¢ tré so sinh va phu nif ¢6 thai.

(Winspirs 2, O. Record 1 of 1. Med line (R) 1993.

BIDENTATOSID I- MOT SAPONIN TRITERPEN MO1 TU CAY NGUU TAT

Anne- Claire Mitaine- Dffer va cs.
J. Nat. Prod. 2001, 64, 243-245

Cdc tic gia da phan lap tr ré cay nguu tdt (Achyranthes bidentara) thu hdi & Ha Noi. mot saponin
triterpen m6i duoe nhan dang bang phan tich hod hoc va quang pho (cong hudng tir hat nhin 2 chiéu
dong va di nhan} 14 bidentatosid I. Chat nay mang mot don vi acid dioxopropionic khéng phé bién.

Bidentatosid khong 1am tang doc tinh d6i véi t& bao in vitro clia cisplatin véi dong t€ bio ung thur truc
rang ngudi HT29.

CAC CHAT UC CHE MEN MONO AMIN OXIDASE TU/ THAN RE
HOANG LIEN TRUNG QUOC
Ling Dong Kong Christopher H.K. va cs.
Planta Med. 2001, 67, (1), 71-70

Cic tac gia di phan 1ap 3 protoberberin alcaloid la jatrorrhizin, berberin va palmatin tif phan doan c6
tinh chal ttc ché men monoamin oxidase (MAO) tir dich chiét methanol clia than ré cay hoang lién Trung
. Quéce (Coptis chinensis). Jatrorrhizin da duge chimg minh ta oc ché cd 2 MAO Ava B thé hat soi cla
nio vGi cdc giad tri nong do manh theo thit tiy 4 va 62M. Berberin chi (¢ ché MAO A voi gid tri 126 M
trong khi d6, palmatin khong c ché vdi bit ky typ ndo clta enzym véi ca néng do 200 pM. Cic tac gia
¢6 bién luan ngan méi lien quan gitta c&u triic va hoat tinh ciia 2 enzym.

(Article INIST)

POC TINH POI VOI TE BAO CUA CAC TRITERPEN TU NAM LINH CHI

Tian- Shung Wu va cs.
J. Nat. Prod. 2001, 64, [121- 1122

Cic tic gia di phan 1ap v nhan dang tir ndm linh chi 4 chat quen bi€t la acid lucidenic A,

" lucidenolacton, acid tucidenic C vi acid ganoderic A va 2 chdt triterpenoid mdéi 1a acid ganoderic N va

methy! lucidenat, TAt ¢ 6 chit nay duge nhin dang bang cdc phan tich hod hoc vi quang phd. Acid

Tap chi Duoc liéu, tdp 7, s6'1/2002 R}



“lucidenic N, acid lucidenic A vi acid ganoderic,di 'Vduqé chiimg minh c6 doc tinh J& véi cde 1€ bao Hep
Ga, Hep G, 5 s v P-388.

BON ISOFLAVON TRIGLYCOSID TU CAY HOF
' Yuping Tang va cs.
J.Nat. Prod. 2001, 64, 1107-1110

Cic téc gid d3 phan lap tir nu hog sau dé nhan dang béng cdc phuong phip quang pho 4 isoflaven
triglycosid mdi 1 genistein 7- O- 8- O- glucopyranosid- 4 — O-[{a- L rhamnopyranosyl)- (1-> 2)- f- D-
glucopyranosid, genistein- 7- O - f3- D- glucopyranosid- 4'- O-[( B- D- glucopyranosyl)- (1> 2)- - 1)-
glucopyranosid).” genistein- 7- O--ct- L rhamnopyranosid- 4’-O-[(a- L. rhamnopyranosyi)- (1— 2)- §3-
D- glucopyranosid] vi genistein- 7- O--at- L. rhamnopyranosid- 4'-O-[(c- L. rhamsiopyranosyl) - (1-—
2)- 8- D- glucopyranosid]. Ngoai ra, cdc tdc gia con phan 1ap 9 hop chit quen biét la genistein- 7-.0 -
B- D- glucopyranosid- 4’- O- f- D- glucopyranosid, sophorobiosid. prunctin-4'- O- - D-
slucopyranosid, sophororicosid. genistin, rutin, kaempferol- 3- O- f-rutinosid, quercetin- 3- O- fi- D-
glucopyranosid va kacmpferol- 3- O- - D- glucopyranosid.

TAC DUNG CAI THIEN TRI NHG CUA CHUOT CONG PA PUGC GAY CHUNG QUEN DO
SCOPOLAMIN
Hsieh M.T. va cs.
Phytotherapy Research 2000, 11, O. 375-37

Céc tdc gia da khao sat tac dung céi thién tri nhé ciia 10 vi thude bang dudng udng trong mot tudn tir
cdc cdy nhan sam (Panax ginseng), tam that (Panax notoginseng), ¢ mai 14 moc doi (Divscoreu
opposita), Gastrodia elata, dan sam (Salvia miltiorrhiza), thach xuong bo (Acorus gramineus), hoang
lien Trung Qudac (Coptis chinensis), hd thi 6 do (Polygomum mudtiflorum). huong phu (Cyperus
rotindis) va pha cé chi (Poralea corvlifolia) ddi véi chudt cong da duge gy chimg chong quén.

Chi ¢6 4 duge licu 13 nhan sam. tam that, Gastrodia elata v hoang lien cho két qua diong tinh.

(Article @ INIST)

Y

TAC DUNG CHONG VIEM TAI CHO CUA MOT SO CAY THUOC 6 CHAU A
Cuellar M. J. va cs.
_ Fitoterapia 2000, 72, 221-229

Cdc tac gia da nghién cu hoat tinh chong viém rai chd cua cac dich chiét cdc cay phan ta di¢p
(Cassia angustifolia), dai hoang (Cassia palmatum), hoang lien Trang Qudc (Coptis chinensis). hoang
ba (Phellodendron amurense), hodng cim (Scutelluria baicalensis), nhimg cay thude duoe ding trong y
hoc ¢6 truyén Dong Nam A dé didu tsi cdc r6i loan ngoai da khédc nhau.

3 nhimg muc dd khic nhau, tat ca céc dich chiét nay déu dc ché ching phi né do O-
tetradecanoylphorbol- 13- acetat, oxazolon, acid arachidonic. Khong thay dich chiél nao tic ché in vitro
hoat tinh phospholipase A tif ran hé mang (Nuja naja).

(Article @ INIST)
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THE LE GUI BAI DANG TAP CHI DUOC LIEU

Tap chi Duge licu ding nhang Bai, tin vé duong 167, chinh sdch ctia Pang va Nha
nuoc vé dugc lien, nhitng thanh tuu nghién citn khoa hoc va kinh nghiém chuyén mon co
lién quan toi cdy, con lam thuée nham phdt trién san xudt thuoc tir duoc liéu.

Cdc bun gui bai, tin dang Tap chi Duge ligu can huu ¥

1. Bar gui dang phai ta bai chua gl in ¢ cic tap chi khdc.

2. Cac bl cong bo nhimg cong trinh nghién citu khoa hoc phat ¢é phian 1om tat bang,
ticng Anh d¢ o diu bai viet. dai khong qud 200 tir. Tl khod (key-words) dat dudi phan (6m 1at
ticng Anh. Bai gui ding dai khéng qud 2500 tir, ké ca hinh v&, bang so lieu va tai liéu tham
khao, trir truong hop ¢d yéu cau cua Hor dong bicn tap.

3. Cdc bai dich, trich dich phii ghi rd ngudn d¢ ngudi doc ¢6 thé 1im xem nguyén ban,

4. Ban thao can ddnh mdy trén mot mat gidy hoac ghi trén dia tir. Ciic Ky hi¢u, hinh vé,
cong thic cin viét 1o rang, chinh xdc, dat ding ¢ho. T licu tham khao, néu la tap ¢hi can ghi
theo thir wre tén tie gia, 1¢én tap chi, 1ép, s, trang. nam in; néu la sdch: n tdc gia. t¢n sach, lin
xudl ban, nha xuadl ban, noi xual ban, nam xuat ban, trang.

5. Bai viét can ghi day du én tae gia. dia chi, s6 dién thoai, $6 fax hoac ¢-mail (n¢u
¢} cua co quan hoac nha riéng de ncn hien he khi can thict.

6. Bai khong dang khong tra lai ban thao.

‘Thur, bai, tin xin gt theo dia chr:

e Tap chi Dugc lieu (Vién Duoe lién)
* 3B Quang Trung, Ha Noi

o DT: 8267623, 82520644

o  Fax: 84-4-8 254 357

¢  E-mail: imm@fpt.vn



Mdc  chim -  Amalocalyx
microlobus Pierre ex Spire;
Apocynaceae: Cdy thude kinh
nghiém ciia nguroi Tay.

Anh: NGO VAN TRAI

Vion thudc gia dinh ciia

nguoi H'Mong (Ha Giang).

Anh: NGO VAN TRAI
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