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LUU HANH TREN THI TRUONG
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(Nhan bai ngay 15 thing 6 nam 2004)

Summary

Quality Assesment of Marketed Medicinal Materials

Seventy samples of medicinal materials have been collected from the market in Lan Ong (Hanoi),
Ninh Hiep (Gia Lam) and Lang Son. Quality of Vietnamese and Chinese samples has been assessed
according to Vietnamese Pharmacopoeia III and Chinese Pharmacopoeia 2000, respectively. The
results show that only 9/31 or 29,03% samples of Vietnamese and 17/39 or 43,59% samples of
Chinese materials meet the requirements prescribed in Vietnamese Pharmacopoeia III or Chinese

Pharmacopoeia 2000, respectively.
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I. Dat vin dé

Hién nay, nguyén liéu ban ddu dé lam thudc da
vuot ra ngodi tim kiém sodt ctia ching ta. Do do,
chit luong duoc licu dang 1a van dé hét siic bic
xtic va néng bong dsi véi hé Y Dugce hoc ¢ truyén
noi riéng va ca nganh Y t€ néi chung.... Viéc nhap
khiu thudc khong duoc kiém sodt ciing nhu viéc
hanh nghé trdi phép cta cdc tr thuong trong linh
vire buon bin duoc ligu di va dang gy nhiéu khoé
khan cho thi truong thude y hoc co truyén. Tinh
hinh quan 1y chat lugng dugc liéu 1au nay bi buong
long di trd nén rat nguy hiém, vi hang ngay hang
gid thude duge san xudt tir duoc ligu gia, duoc licu
kém phim chat dang dugc luu hanh rong rai trén
khip thi trudng va chinh ngudi bénh da phai gdnh
chiu hiu qua khon ludng.

Gan day, cdc phuong tién thong tin dai chiing
di phan dnh su lo ngai ctia du luan xa hoi vé tinh
cdp bach cha vin dé chat lugng duge liu [3]. Dé
g6p phan lam sdng to vin dé nay, ching toi da tién
hanh khao sat chat luong cta duge liéu dang lLuu
hanh trén thi trudng ¢ mién Bic.

Muc tiéu nghién ciu cla dé tai 1a ddnh gid thyce
trang chat lugng va mitc do 6 nniém clia dugc liéu
boi mot s6 kim Joai niing va chit bao quan.

II- Vat licu va phuong phap nghicn ciu

2.1.Var liéu nghién ciiu:

LA nhitng miu duge liéu mua tai cdc dia diém
kinh doanh duogc liéu tap trung nhu phé Lan Ong
(Ha Noi), cho Ninh Hiép (Gia Lam, Ha Noi), ctra
khdu Chi Ma (Lang Son). i

2.2. Phuong phap nghién cuiu:

- Khdo sdt kho tang, noi luu giir duoc li¢u, phuong
phdp bao quan dugc liéu, sir Iy duoc liéu bi méc
mot, tinh hinh mua va bdn dugc li¢u. Quan sdt tai
chd va phong van cdc chi ctra hang.

- Lay mau duoc liéu tai 2 - 3 ctra hang & moi dia
diém néu trén tir thang 9 dén thang 12 nim 2002.

- Tién hanh kiém nghiém chét luong dugc licu tai
Vién Duoc lieu: Duoc liéu ngudén goc Viét Nam
duge kiém nghiém theo tiéu chuan Duge dién VN
3 [2]. Dugc liéu nguén géc Trung Quéc duoc ki¢m
nghiém thro Duoc dién Trung Quéc 2000 [6].

III- Xét qua nghién ciu

3.0 Tih hinh he gid, bao qudn va kinh doanh
duoe liéu trén thi truong:

Trude hét 1 tinh trang kho tang luu giir v bio
quan dugc liéu rat so sai, don gian. Dugc liéu duge
dung trong cic bao tai gai hodc bao tai dita, dé trén
ké, khong c6 nhiin ghi ngudn gdc, ngay san xudt va
han sir dung. Nhu vay, duoc ligu c6 thé duge bin
trong 1 — 2 thiang hoic 1 — 2 nim. Cic clra hing
thuong quay duoc liéu dé xong khéi diem sinh
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ngay trong san. Ngudi m& bao tai 1dy duge liéu
luon phai hit hoi khéi luu huynh. Nhiéu loai dugc
liéu nhu hodi son, duong quy, tam that, xuyén
khung, nhén trin, bach truat v.v..bi méc sau nhiing
ngay mua, dugc xa nudc, rira sach mdc, phoi kho
va xong khoi diém sinh r6i lai ban cho khéch.
Duoc liéu dugc mua va ban theo cam quan, thi
hiéu... Ca ngudi mua 1n ngudi ban déu khong biét
dén tiéu chudn chat lugng duoc liéu, khong cé
kiém nghiém chat luong. Piéu d6 din dén tinh
trang mot dugc liéu ciing tén nhung c6 thé ban véi
nhiéu gid khdc nhau. Vi du: Dugc liéu tdn giao: c6
thé mua véi 3 gid khic nhau: 18.000 d, 40.000-
45.000 d va 70.000 d/kg; phong phong: 19.000 -
20.000 d/kg; 42.000 - 45.000 d va 56.000 d/kg

VoVio:

Gid duoc liéu dugc tuong Gng vdi chit lugng
cta né. Néu gid thap thi dugc liéu duge tron véi
cdc bo phan khdc cua cay hodc duge 1am 4m béng
cach trai xuéng dat va phun thém nudc.

3.2 Két qud kiém tra chdt liwong duoc liéu nguén
géc Viét Nam (xem bdng 1)

Céc chi tiéu kiém tra gém tinh diing, d6 4m, tro
toan phin va ham lugng hoat chat.

- Tinh ding: 31/33 mau (chiém 93,94% s6 mau da
kiém tra) 1a dugc liéu ding (vé mo ta dac diém vi
phéu va soi bot theo tiéu chuan DDVN 3).

- Do am: 14/31 mau (chiém 45,16% s6 mau kiém
tra) dat tiéu chuin DDVN 3.

- Ham luong hoat chat: 5/18 mau (chiém 27,78%
$6 mau kiém tra) dat tiéu chuan DDVN 3.

- Tro toan phan: 21/23 mau (chi€ém 91,30% s6 miu
kiém tra) dat tiéu chuan DDVN.

Xét ca 3 chi tieu da kiém tra, c6 9/31 miu
(chi€ém 29,03% s6 mau) dat tiéu chuin DDVN 3.
Két qua nay cho thdy tinh trang chét luong dugc
liéu luu hanh trén thi trudng ddng duogc bdo dong.

3.3 Két qud kiém tra chat liong dugc liéu nguén
goc Trung Quoc (xem bdng 2)

- b6 dam: 6/11 maiu (chiém 54,54% s6 mau kiém
tra) dat tiéu chuin DDTQ.

- Ham luong hoat chat: 20/37 méu (chiém 54,04%
s6 mau kiém tra) dat tiéu chuin DDTQ.

- Tro toan phan: 14/26 mau (chi€m 53,85% s6 miu
kiém tra) dat tieu chuin DDTQ.

Xét ca 3 chi tiéu, c6 17/39 mau (chiém 43,59%
s6 mdu) dat tiéu chuan DDTQ 2000.

IV- Ban luan
Suw nhdm ldn, gid mao dugc liéu:

Nhitng nguyén nhan chinh ctia sy nhim lan da
dugc mot so tdc gia ghi nhan [4, 7]:

- Do hinh dang ctia cdc dugc liéu hodc cédc vi thude
rat giong nhau.

- Do ché bién lam thay déi hinh dang duoc liéu.

- Do thay thé€ tuy tién cédc vi thudc va cic duoc
ligu.

- Do trliing tén goi.

- Do chua xdc dinh dugc tén khoa hoc hoac nguén
goc thuc vat cta duogc liéu.

- Do c6 y gia mao.

Theo thong ké clia mot s6 tac gia tir nhitng nim
80, da phdt hién 70 cay thudc va vi thudc ¢é ciing
tén goi v6i cdc cay thude va vi thudc khic, 50 dugc
liéu dé bi nhdm 14n [ 4 ].

C6 nhiéu duge liéu do ¢ ¥ gid mao nhu tam
thdt bang nga truat; hoai son bing ci coc, ci céi;
dia c6t bl bang huong gia bi; ré dan sam bang cic
1€ cay khdc nhuom do; sai ho bang ré ciic tan ...

[7].
Tinh cdp bdch ciia van dé chat lwong ducoe lidu

“Cong tdc duogc liéu 1a mot cong tic 16n cha
nganh y t€, chi€m gilt mot vi tri hét sic quan trong
trong viéc ciu thanh nén y hoc Viét Nam. Duoc
liéu cua nudc ta khong nhiing 12 co s& clia nén y
hoc ¢6 truyén dan toc ma con cé mot vi tri quan
trong trong nén y hoc hién dai” - dé 12 10i mé ddu
bai viét ciia BS. Pham Hung Clng — Vu Trudng Vu
y hoc ¢4 truyén tai hoi nghi dugc liéu toan qudc
lan tha nbat t6 chic vio ngay 11-12 thing 3 nim
2003 [1]. Dugc li¢u quan trong vi né 1a nguyén
liéu san xudt ra thuéc. Thudc 13 san pham lién
quan dén sttc khoé clia moi ngudi, moi gia dinh va
toan xa hoi. Vi vdy, khi bdo chi, cong luan lén
ti€ng vé céc van dé biic xic clia duoc liéu nhu chat
luong thap, hién tugng gia mao, lam dung céc hod
chat doc hai trong so ché, bdo quan va thuong mai
hod dugc liéu v.v... thi ngay lap titc duoc ca xa hoi
quan tim. Hoi thao “Hay cho duoc liéu mot co
hoi” do Dién dan cdc nhd bdo moi trudng Viét
Nam, Ho6i dugc liéu Viét Nam va Cong ty
Traphaco phSi hop t6 chic tai Ha Noi ngay
4/6/2002 di dua ra nhiing bing ching vé su lo ngai
ctia xa hoi d6i v6i an toan va hiéu luc cha duge liéu
va thuéc dong duoc [3].
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Bdng 2: Két qua kiém tra.ch:?it‘luqng‘ dugc liéu nhap khau theo Dugc dién Trung Quéc 2000 (tiép theo trang 104)
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Maiu don bi (Cortex Paeoniae suffructicosae).
MaAu don bi (Cortex Paeoniae suffructicosae).
Nguu tat (Radix Achyranthis bidentatae). 2

Nguu tat (Radix Achyranthis bidentatae). 1
Sai ho Bac(Radix Bupleuri). 1

Xuyén khung (Rhizoma Ligustici). 2

Thién moén dong (Radix Asparagi)
Xuyén khung (Rhizoma Ligustici). 1

Sai hé Bic(Radix Bupleuri). 2
Vién tri (Radix Polygalae)

36 | Tiénho (Radix Peucedani)
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31
33
34
35
8
39

Cong tic tiéu chudn hod dugc liéu 1a mot trong
nhitng nodi dung quan trong trong quan ly chat
lugng dugc liéu va thudc. Trong nhiing ndm qua,
dé thuc hién quy ché san xudt va dang ky thudc luu
hanh trén thi trudng da c¢6 1617 tiéu chuén thudc
dong dugc va hang ngan tiéu chudn co s vé duge
liéu da dugc cdc co quan kiém nghiém Nha nudc
thdm dinh [5]. B0 Y t€ di ban hanh 276 tiéu chudn
chat luong dugc lieu, 36 tiéu chudn chit lugng
thudéc déng duoc trong Duoc dién Viet Nam 3.
Nhung dén nay, cdc nha lanh dao ciing thira nhan
chat lugng duoc liéu bi tha néi, cong tdc quan ly
chat luong dugc liéu ngay cang c6 nhiéu khé khan

1]

Van dé chat luong dugc liéu khong con la
nhiém vu clia mot qudc gia ma da trd thanh
nhiém vu cua toan thé€ giéi. Nam 2001, véi
sang kién cia WHO, cdc nudc Tay Théi Binh
Duong (Trung Quéc, Nhat Ban, Hin Quéc, Hong
Cong, Australia, Singapore va Viét Nam) da thanh
lap dién dan hoa hop vé€ cdc thudc thao moc
(Forum for Harmonization of Herbal Medicines).
Tai hoi nghi t6 chiic & Tokyo - Nhat Ban vao thing
5 nam 2002, cidc nudc tham du da thong nhat dinh
nghia nhitng tiéu chi co ban cla tiéu chudn chat
luong duge liéu 1a Diing, 16t va tinh khiét [5].

V- Két luan va dé nghi
5.1 Két lugn:

1. Két qua khao sat thi truong duge liéu tai mot s6
dia diém & mién Bac (Ha Noi, Ninh Hiép) cho thay
duogc liéu duge luu gilt, bao quan va mua bdn
khong ding quy ché.

2. Pi kiém tra chat lugng clia 31 mau dugc liéu
Viét Nam, chi ¢6 9/31 miu (chi€m 29,03%) dat
tieu chudn DDVN 3.

3.-Da kiém tra chét luong 39 mau duoc liéu nhap
tlr Trung Quéc chi ¢6 17/39 méu (chiém 43,59%)
dat tiéu chuan DDTQ 2000, trong d6 c6 hong hoa
c6 ham lugng tro toan phan rét cao: 46 — 50%.

5.2 Bé nghi:
- B6 sung “han sir dung” vao tiéu chuin duoc liéu.

- Dé nghi Bo Y t€ thiét lap quy ché kiém tra, thanh
tra dinh ky chit luong duoc liéu luu hanh trén thi
truong toan quéc va giao cho Vién Dugc liéu thuc
hién chic nang nay.

Loi cam on: DE tai xin cam on ThS. Pham Thanh

Huyén va Chi doan Thanh nién dé cung cdp miu dugc
liéu mua tai clra khdu Chi Ma, Lang Son.
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NGHIEN CUU SANG LOC CAY THUOC CO TAC DUNG BAO VE GAN

Nguyén Thuong Dong, Bui Thi Bang, Nguyén Duy Thudn, Nguyén Kim Phuong, Nguyén
Kim Bich, Nguyén Thi Dung, Trinh Thi Diép, Pham Minh Hung, 6 Thi Phuong, Tran Hitu
Thi, Nguyen Bich Thu, Nguyén Quoc Thirc —Vién Ditoc liéu

(Nhan bai ngay 28 thang 6 nam 2004)

Summary
Screening for Hepatoprotective Medicinal Plants

Water extracts from ten medicinal plants traditionally used in the treatment of hepatitis (including
virus hepatitis) have been tested on hepatoprotective effect using carbon tetracloride - induced acute
hepatotoxicity model. Silymarin at a dose equivalent to 10g seeds of Silybum marianum Gaertn. was
used as reference. The results showed that:

- Oral administration of the water extracts of Hypericum patulum Thunb. Ex Murr (10g dried leaves)
and silymarin significantly decreased the activity of GPT by 33,02% and 36,19%, respectively.

- Water extracts of Polygonum aviculare L. and Morinda longissima Y Z. Ruan also decreased the
GPT activity by 18,38 % and 20,74%, respectively, but not significantly.

- Water extracts of Morinda longissima Y Z. Ruan, Hypericum patulum Thunb. Ex Murr.,
Polygonum aviculare L, Alisma plantago aquatica L. and silymarin resulted in significant decrease in
concentration of serum bilirubin by 49.1%, 33.8%, 29.5%, 27.0% and 38.2%, respectively.

Fractions of Plantago asiatica L., a well-known medicinal plant used in the treatment of virus
hepatitis, have also been tested separately and in combination with silymarin on hepatoprotective
effect. The results showed that combination of 0.25g fraction F2 from 50% ethanolic extract of
Plantago asiatica L with 0,5g silymarin significantly decreased the GPT activity by 42,49 % and the
concentration of serum bilirubin by 28,38%.

Key words: Alisma plantago aquatica L., Atractylodes macrocephala Koidz., Blumea lacera,
Gardenia jasminoides Ellis., Hypericum japonicum, Hypericum patulum Thunb. ex Murr., Lasia
spinosa (L.) Thwaites, Plantago asiatica, Polygonum aviculare L., Psychotria morindoides Hutch.,
Silybum marianum Gaertn., Herpatoprotection.

I- M& diu viem gan min thé hoat dong thudng rat dit va cé
nhiéu phan tng phu. Thudc diéu tri bénh nay tir
ngudn goc thao moc dang duoc chi ¥ nghién citu.
S6 thudc dwa vao sir dung chua nhiéu nhung budc
ddu cho thay cé trién vong tot trong hd tro diéu tri

Hién nay, ty 1¢ ngudi méc bénh viém gan va dac
biét 12 s6 ngudi c6 phan tng HBsAg (+) ngay mot
tang. Thudc tan dugc dung trong diéu tri bénh
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viém gan mién thé hoat dong. Theo kinh nghiém
dan gian, mot s6 cay thuéc dugc dung diéu tri
viem gan, hoang dan, suy gidm chic nang gan,
giai doc, nhu md dé, danh danh, noc sdi, ban tron,
trach ta, nhé dong, cai trdi, rdy gai, cic gai [1, 2,
5]; trong d6, mad dé, danh danh, cai troi (ha kho
thao nam) da dugc Bo Y t€ x&p vao danh muc cay
thudc nam diéu tri viém gan siéu vi trung [3].

Dé 80p. phin chimg minh tdc dung diéu tri
viém gan clia mot s6 cay thudc néu trén va chon
loc cay thudc c6 trién vong lam thudc hé trg diéu
tri viém gan, ching toi tién hanh nghién ctiu sang
loc tim cay thu6c c6 tic dung bao vé gan trén mo
hinh thuc nghiém gay viém gan cip bing CCl,.

II- Nguyén liéu va phuong phap nghién ciu

2.1. Nguyén liéu: 10 cay thuSc dugc sir dung trong
dan gian dé diéu tri viém gan hodc viém gan siéu
vi triing, hodc da c6 két qua nghién citu clia nuéc
ngoai vé tic dung bao vé gan. D¢ la:

- Ban tron (Hypericum patulum Thunb. ex Murr.):
La. '
- Bach truat (Atractylodes macrocephala Koidz.):
Cu.

- Cai troi (Blumea lacera): Ca cay.

- Cic gai di thuc (Silybum marianum Gaertn.):
Hat.

- Danh danh (Gardenia jasminoides Ellis.): Qua
chin.

- Mi dé (Plantago asiatica L.): Ca cdy.
- Nhé dong (Morinda longissima Y. Z. Ruan): RE.

- Noc soi (Hypericum japonicum): Than, canh
mang 14, hoa.

- Rau dang (Polygonum aviculare L.): Than, canh
mang 14, hoa.

- Rdy gai: (Lasia spinosa (L.) Thwaites): Than ré.

Cao nudc toan phan cta cdc mau dugc liéu trén
duoc chuén bi theo phuong phédp ghi trong DDVN
3 véi liéu thir ~ 10 g duoc liéu kho/kg chuot nhét
tring bang dudng udng.

Pé d6i chidu va dua cay cic gai di thuc vao st
dung 1am thudc bao vé gan, ching t6i di ti€n hanh
thir song song véi ché phdm silymarin (hén hop
flavonolignan) chiét xudt tir hat cdy cic gai di thue
tai Sa Pa (Lao Cai).

2.2. Phutong phap nghién ciu:

Gady viém gan cdp: Ap dung phuong phdp kinh

dién, gay tén thuong t& bao gan bang CCl, [9].

Hod chdt: Kit dinh luong GPT, bilirubin, l-alanin
do hing Human san xuét. CCl,, ddu 6 liu...

Dong vdr: Chuot nhat tring khoé manh khong
phan biét duc cdi, trong luong 20-22g do Vién Vé
sinh Dich té cung cap.

Tién hanh: Chuot thi nghiém duoc chia lam 3 16:
+ Lo d6i ching sinh ly: Cho udng nudc cat va
tiém du 6 liu.

+ Lo d6i chimg bénh ly: Tiem dung dich CCl,
trong ddu 6 liu theo ty 1¢ thich hop.

+ Lo thir thusc: Cho udng tir ngay 1 - 8 va tiém
CCl, nhu & 16 gay bénh. Dén ngay thit 8, sau khi
cho uéng thuéc 1,5 h, chudt duge 1ay mdu dé tich
huyét thanh va tién hanh dmh luong GPT va
bilirubin.

Men GPT duoc dinh lugng bang phuong phéap
ding l-alanin.

Bilirubin duoc dinh lugng bang phuong phap so
mau, thuc hién trén mdy dinh luong sinh hod ban
tu dong Scout.

Két qua thi nghiém dugc biéu thi bing tri s6
trung binh cong trir sai s6 chudn (M * SE) va dédnh
gid thong ké gitta cdc 16 bang nghiém phdp “t” cla
Student.

III - Két qua va ban luan

3.1. Tdc dung ctia dioc liéu trén men gan GPT va
bilirubin & chuét gdy viém gan cdp bang CCl,.

Céic duoc lieu mi dé, ban trdn, noc s6i, danh
danh, nhé dong, rau ding da va dang duogrc sir dung
trong dan gian hodc trong y hoc co truyén lam
thuée diéu tri viem gan-siéu vi tring, hoang dan,
ngo doc, suy gidm chic nang gan [1, 2, 4]. Ry gai
1a thuéc tri phu thiing, suy gan. Trong thoi ky
khéng chién chong My, bo doi mién Dong Nam bo
da dung rong rdi rdy gai dé chira viém gan, vang
da, co thé suy nhuoc véi két qua tot [1]. Ma deé,
trach t4, danh danh da co tai liéu khoa hoc chung
minh 12 ¢6 tic dung bio vé gan, giai doc t6 cla
nim Amanita phalloides, chéng 6 xy hod [1, 6, 7,
8, 10]. Danh danh, cii trdi, ma dé 1a 3 trong s6 7
cay thuéc nam duoc xép vao nhém thudc chira
viém gan sxeu vi trung trong Danh muc thudc thiét
yé&u y hoc c6 truyén ban hanh kém theo Quyét dinh
s6 2285/1999/QD-BYT ngay 28 thing 7 nim 1999
ctia Bo truong Bo Y t€) [3].

Silymarin chiét xudt tir hat cc gai clia nudc
ngoai da dugc nhiéu cong trinh khoa hoc ching
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minh c6 tic dung bao vé gan, tic ch€ qud trinh - {ic ché xo hod gan do rugu va dang duoc ban trén

peroxy hod lipid, giai doc, trung hoa cic goc tu

do, kich thich su tdi tao t€ bao gan bi tén thuong,

thi truong lam thudc bao vé gan [5,11].

Bdng 1: Téac dung trén men gan GPT va bilirubin clia mot s6 duoc lieu

(Trén mo6 hinh gay viém gan cép bang CCl,)

Mau thir Chi tiéu Lo d6i chimg | Lo gay bénh L6 thir thuse % ting, P
danh gid sinh ly (gay viém gan giam so v4i
cip) 16 gay bénh
1 2 3 4 5 6 7
o GPT (u/l) 37,86+1,96 115,92+8,05 77,65+6,96 V 33,02 <0,01
Ban tron ni=0 n'=9 n=9
Bilirubin 2,15+0,15 2,69+0,24 1,78+0,14 + 33,83 <0,01
(pmol /1)
2] GPT (u/l) | 41,12+1,65 | 133,53+10,8 | 150,71%14,55 T 12,87 0,356
Bach truat =4y n=9 =0
Bilirubin 1,98+0,09 2,85+0,31 3,38+0,52 * 31,64 0,401
(umol /1)
13/ GPT (u/l) 44,84+ 224 114,67 £ 9,6 | 144,78+20,26 f 26,26 0,196
Cai troi n=17 I =0 n=10
Bilirubin 2,01 £0,12 2,69+0,27 2,44+0,02 + 9,24 0,484
(nmol /1)
o GPT (u/l) 44,20+2,57 | 139,05+15,54 | 88,73+12,33 ¢36,19 0,027
Ciic gai n=9 n=18 n=7
(Silymarin) | Bilirubin 2,265+0,19 3,85+0,45 2,38+0,28 38,18 0,019
(umol /1) ¢
S/ GPT (u/l) 42,03 £ 3,10 66,07 £8,91 63,68+6,93 * 3,62 0,834
Danh danh n=9 n=10
Bilirubin 1,36 £ 0,10 2,14 £ 0,39 328 +0,15 * 36,10 0,06
(nmol /1)
6] . GPT (u/l) 44,84+ 224 114,67+9,6 | 161,55+22,08 * 40,88 0,067
Ma dé =7 ni=110 n=10
Bilirubin 2001082 2,69+0,27 3,40+0,35 26,39 0.008
(pmol /1) *
7] GPT (u/l) 4327+ 1,98 | 74,85+ 14,27 59,333,119 +20,74 0,302
Nhé dong n=10 n=10 n=10
Bilirubin 1,36+ 0,19 231185022 1,11+ 0,09 49,08 0,0003
(umol /1) +
18 GPT (u/l) 39,20+1,36 115,09+8,39 138,81+20,1 * 20,61 0,289
Noc s6i n= 1l n=19 n=16
Bilirubin 2,08+0,10 2,77+0,19 2,26+0,17 18,41 0,069
(umol /1) i
© GPT (u/l) 42,03 +3,10 66,07 £8,91 53,93+4,83 18,38 0,251
Rau ding n=9 n =10 n=238 +
Bilirubin 1,36 + 0,10 2,14+ 0,39 1,71 £ 0,10 ¢29,05 0,026
(umol /1)
© GPT (u/l) | 44,84+224 | 114,67+9,6 | 121,61+1534 T 6,05 0,706
Rdy gai n-7 n=10 n=10
Bilirubin 21089 2,69+0,27 2,45+ 0,20 §,92 0,472
(umol /1)
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K&t qua ¢ bang 1 cho théy:

+ Chi c6 cao nudc ciia cay ban tron va silymarin
ctia hat cic gai di thyc (v6i liéu dd thir ~ 10 g
duoc liéu kho / kg chuot) cé tic dung glam men
gan c6 y nghia thong ke. Ngoal ra, cao nudc cia
rau dang va nhé dong ciing c6 tic dung giam men
gan t6t nhung chua dat y nghia thong ke.

+ Cao nuéc cua 4 duoc lieu c6 téc dung gidm
bilirubin ¢é ¥ nghia la: cao nudc ban tron, nho
dong, rau dang, trach ta va silymarin tir cic gai di
thue. '

+ K&t qua ciling cho thdy hat ctic gai di thyc tai Sa
Pa ¢6 tdc dung giam men gan va bilirubin tuong tu
nhu két qua nghién ctu clia cdc tic gia nudc ngoai
va ¢6 trién vong 1am thudc bio vé gan sén xudt &
trong nudc.

+ S6 duoc liéu c6 tdc dung bao vé gan dudi dang
cao nudc va theo dudng udng chiém ty 1& khong
nhiéu: 2 / 11 duoc liéu, chi€ém 18,18% mac du cdc
duoc liéu nay dang duge ding trong dan gian va
trong y hoc ¢6 truyén lam thudc tri bénh gan. Cic
duoc lieu ma dé, danh danh, cai troi khong nhiing
khong c6 tic dung giam men gan ma cOn hiép
déng véi CCl, 1am ting men gan va bilirubin cao
hon so véi 16 d6i ching bénh 1y.

Gan day, cay ma dé duge nghién ciiu rat nhiéu
& mot s6 nudc trén thé gidi. Két qua nghién ciu
clia mot s6 tic gid & Han Quéc cho thdy ma dé c6
tic dung bao vé gan, giai doc, chong 6 xy hod
tuong tu nhu téc dung cla silymarin chiét xuat tir
hat ciic gai. Aucubin chiét xudt tir cdy Aucuba
Jjaponica di dugc ching minh ¢6 tdc dung giai doc
cia ndm Amanita vé6i liéu 200 mg/kg theo dudng
tiém bép, c6 tdc dung bao vé gan, chéng 0 xy hod,
10i tiéu. U aucubin véi B-glucosidase trong 30 phiit
s& 6 tac dung tc ché€ sy nhan 1én cia ADN virus
viem gan B (HBV) in vitro. Phét hién nay da dugc
Chang 1. M. va cs. (Han Quéc) ding ky ban quyén
phat minh sdng ch€ tai M§ nam 1999 [10].

Aucubin ciing c6 trong cay ma dé. Ngoai ra, trong
mi dé con ¢6 mot s6 thanh phan khdc c6 tdc dung
chéng virus, nhu adenin, B - sitosterol. Nhu vay,
mi dé 1a dugc liéu c6 tac dung tc ch€ su nhén lén
cha HBV [7]. Vén dé dat ra 1a nghién cifu diéu ché
duoc ché phim tir ma dé c6 tdc dung bao vé gan va
trc ché su nhan 1én cha HBV.

3.2. Téc dung bdo vé gan ciia mot so ché’ pham tix
md dé va phoi hop ma dé vdéi ciic gai di thuc

Két qua & bang 1 cho thdy cao nudc tir ma dé
v6i liéu thir ~ 10 g duge liéu/kg chudt da lam tang
ding ké men gan GPT (40,88%) va bilirubin
(26,39%) so v6i 16 chuot doi chung bénh ly. bé
tim hiéu ky hon vé tic dung clia md dé trén mo
hinh gay viém gan cdp, ching to6i da tién hanh
chiét xuat va phan doan dinh huomg theo tdc dung
gidm men gan va giam bilirubin dé tim phan doan
c6 tic dung bao vé gan.

Viéc chiét xuit va phan doan dugc ti€n hanh
nhu sau:

e Chiét cao nudc toan phan. Cao dugc tich thanh 2
phan doan:

-FIn 12 phan tan trong ethanol cao do. Hiéu
sudt Fln dat 37,70%/ dugc liéu kho.

-F2n 1a phin khong tan trong ethanol cao do.
Hiéu sudt Fln dat 12,91%/ duoc liéu kho..

e Chiét cao ethanol 50%. Cao dugc tich thanh 2
phéan doan:

-FIc 1a phin tan trong ethanol cao do. Hi¢u
suat Flc dat 24,5% / dugc liéu kho.

-F2¢ 13 phan khong tan trong ethanol cao do.
Hiéu suat F2¢ dat 5,5% / dugc liéu kho.

e Chiét cao ethanol 80%.

Cic ché phdm thu dugc dem thir trén men gan
GPT va bilirubin & chu6t gay viém gan cép bang

_ CCL. Két qua dugc trinh bay ¢ bang 2.

Bdng 2: Két qua thir tdc dung bao vé gan clia mot s6 phan doan chiét xuat tir ma dé
(Trén mo hinh gay viém gan cdp bang CCl,)

STT | Chitiéu Lo gay bénh Lo thir thude % tang, 1P Nhan xét

mau | dinh gid giam so voi

thir 16 gay bénh

Cdc ché pham 1 md dé

1 Cao o toan phan (liéu thir ~ 10 g | kg)

GPT 114,67 £ 9,6 161,55 +22.08 | A 40,88 - 0,067
(UL) n=10 n=10
Bilirubin 2,69 + 0,27 3,40 + 0,35 + 26,39 0,008
pmol/l -
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2 Phdn dogn Fln (liéu thit~ 5 g lkg)
GPT 284,88+20,65 271,62+ 15,1 + 4,66 >0,05
(U/L) n= 16 n=19
Bilirubin 3,33+£0,26 3,14+ 0,25 + 3,11 > 0,05

: pmol/l

3 Cao con 80% (liéu thit~ 5 g lkg)
GPT 284,88+20,65 | 281,96 +21,28 + 1,78 > 0,05
(U/L) n=14 n=16
Bilirubin 1,33+ 0,26 2,47+0,17 ¢ 25,83 | <0,05 Giam bilirubin
pmol/l : tot

4 Phdn doan Flc (liéu thit ~ 5 g lkg).
GPT 254,46 £46,25 | 215,8 3+21,42 + 8,3 > 0,05
(U/L) n=16 n= 17
Bilirubin 2,74 +0,17 2,35+ 0,08 + 14,21 < 0,05 Giam bilirubin
umol/l tot

5 Phdn doan F2c (liéu thi~ 5 g Jkg).
GPT 139,05 £15,54 90,52 + 7,78 *34,905 =0,0144 Gidm men gan
(U/L) n=4 n=8 16t
Bilirubin 3,85+0,45 1,98 +£0,13 + 48,57 | =0,0013 Giam bilirubin
pmol/l ‘ tot

Phéi hop ciic gai véi ma dé
Silymarin + Flc (2 : 1)
GPT 254,46+ 46,25 | 224,73+ 22,34 + 11,7 0,26
(UL) n= 16 n=19
Bilirubin 2,74 +0,17 2,15+0,11 + 21,54 0,006 Giam bilirubin
pmol/l tot
Silymarin + F2c¢ (2 :1)
GPT 180,05423,53 | 102,68+9,26 v 4249 | 00057 | Giam men gan
(UL) n=12 n=12 tot
-Bilirubin 3,03 + 0,355 2,17 +£0,0165 +28,38 0,0333 Gidm bilirubin

pmol/l tot

Két qua & bang 2 cho thdy trong s6 cdc phan
doan chi€t xudt tir ma dé chi c6 phan doan F2c -
phan khong tan trong c6n cao d¢ tach tir cao con
- 50% la c6 tic dung giam men gan GPT va
bilirubin c¢é y nghia thong ké. So sinh véi
silymarin tir hat cic gai di thuc thi ché phim F2c
tir ma dé c6 tic dung gidm men gan tuong tu va
tac dung giam bilirubin cé phan t6t hon silymarin.
Vi vay ché€ phdm F2c¢ dugc chon dé tiép tuc nghién
citu lam thudc hé trg diéu tri viém gan.

Ché phdm Flc vad F2c dugc ph6i hop véi
silymarin chiét xuat tir hat ctic gai di thuc dé thi
tic dung trén men gan GPT va bilirubin véi du
dinh tao ra mét thude hé trg diéu tri viém gan min
thé hoat dong két hop tdc dung clia ca 2 duoc liéu:
Cic gai c6 tdc dung bdo vé gan, giai doc, tic ché xo
gan. Ma dé c6 tdc dung bdo vé gan, gidi doc va tic
ché su nhan lén cia ADN ctia HBV. Két qua thi
tdc dung clia 2 ch& phdm phéi hop ciic gai véi mi
dé dugc trinh bay & bang 2 cho thdy chi cé ché

phdm ph6i hop silymarin v6i F2c 1a ¢6 tac dung
gidm men gan GPT va bilirubin ¢6 y nghia théng
ké. Ché€ pham nay c6 trién vong 1am thudc diéu tri
viém gan va dang duoc tiép tuc nghién citu trén
tréen mo hinh giy viém gan man tinh va xo gan
thuc nghiém.

IV- Két luan

1. DA thir tdic dung cia cao nudc diéu ché tir 10
duoc liéu trén men gan GPT va bilirubin trén mo
hinh gay viém gan cdp bing CCl, so sinh véi
silymarin chiét xuat tir hat cic gai di thuc. Cao
nudc cta cay ban tron, nhé dong, rau ding va
silymarin tir hat ctic gai di thuc c6 tic dung gidm
men gan GPT va bilirubin ¢6 ¥ nghia thong ké.

2. Silymarin c¢é tic dung bao vé gan trén thuc
nghiém gay viém gan cép bang CCl, c6 trién vong
ding lam thuéc bao vé gan san xuat tr dugc liéu
tréng & Viét Nam.
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3. ba chiét xudt va phan doan dinh huéng tim phan
doan c6 tdc dung giam men gan GPT va bilirubin tir
ma dé. Phan doan F2c c6 tic dung gidm men gan
GPT va bilirubin c¢6 ¥ nghia thong ké tuong tu nhu
silymarin tir hat cic gai.

4. Ché phdm phéi hop silymarin v6i F2c clia ma dé
c6 tic dung giam men gan GPT va bilirubin ¢6 ¥
nghia théng ké, c6 trién vong 1am thudc hé tro diéu
tri viém gan man thé hoat dong cin duogc tiép tuc
nghién ctu.
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NGHIEN CUU ANH HUGNG CUA CAO QUA NHAU LEN CHUC NANG GAN, THAN
CUA PONG VAT THUC NGHIEM
Nguyén Trong Théng, Pham Thi Vin Anh, Vii Thi Ngoc Thanh
Truong Pai hoc Y Ha
(Nhan bai ngay 25 thang 3 nam 2004)
Summary

Influence of the Extract of Morinda citrifolia Fruits on Hepatic and Renal Functions in
Experimental Rabbits

Soft extract of Morinda citrifolia fruits (Iml is equivalent to 2g dried fruit) was used to evaluate
the influence on hepatic and renal functions in rabbits. Our experimental results show that oral
administration of the extract at both doses of 6g/kg and 12g/kg body weigh (corresponding to 10 and
20 times the clinical dose) daily in consecutive 30 days did not exhibit any effect on the hepatic and

renal functions in comparision with the initial stage and the controls.

Key words: Morinda citrifolia fruit, hepatic and renal functions, rabbit.

1. it van dé

Cay nhau (Morinda citrifolia L. Rubiaceae) 1a
mot cdy séng lau nam, moc nhiéu & Viét Nam va
cdc nudc khac trén the gidi. Theo kinh nghiém dan
gian, qua nhau ngadm véi rugu dé uéng nhim giam
dau xuong, boi bd co thé [3]. Trong cic cong trinh
nghién cud trude, ching toi thdy qua nhau cé tic
dung chong viém cdp, kich thich mién dich va
khong anh huéng dén tinh trang chung va chitc
ning tao mdu & suc vat thuc nghiém [1], [4], [5].
Dé ¢6 co 56 khoa hoe cho cdc nghién ctu sau hon
trén thuc nghiém va lam sang, chiing t6i ti€n hanh

nghién cttu anh hudng cla cao qua nhau lén chic
nang gan, than cua tho.

2. Doi tuong va phuong phap nghién ciu

2.1. Chdt liéu va dot tuong nghién ciiu

- Cao mém qua nhau ty 1¢ 1/5 (1g cao mém chia
5g dugc lieu kho), do Xi nghiép Duoc pham TW
25 cung cap. Khi str dung, cao qua nhau dugc pha
loding bing nudc cat dén ty 1& 1/2.

- Hod chat va mdy xét nghiém sinh hod mdu tir
dong Screenmaster ctia hing Hospitex Diagnostic,
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Italy.

- Tho chiing Orytolagus Cuniculus, ca hai giéng,
khoé manh, trong luong 2 -2,5 kg do Trung tAm
nghién cttu dé va tho Son Tay cung cép.

2.2. Plutong phap nghién ciu

Thd duge nuodi dudng véi diy du thitc dn, nudc
uong, dugc chia thanh 3 16:

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

Lo tri I: Cho uéng cao qua nhau, liéu 6g/kg/ngay,
gdp 10 l4n liéu dung trén ngudi.

Lo tri I Cho udng cao qua nhau, liéu
12g/kg/ngay, gap 20 lan liéu dung trén ngudi.

Tho & ca 3 16 dugc uéng dung moi hoac thude

thir vao 8 gio sdng hang ngay, lién tuc trong 30
ngay va dugc theo doi vé chic nang gan, mat
thong qua dinh lugng mot s6 enzym va mot sO chat
transaminase, AST (aspartat amino transferase),
ALT (alanin amino transferase); bilirubin toan
phan, bilirubin truc ti€p, cholesterol va albumin;
chic nang than bing dinh luong creatinin huyét thanh.

K&t qua nghién citu dugc xir 1y théng ké theo t-
test- Student va test trudc- sau (Avant - Apres).
3. Két qua nghién ciru
3.1. Nghién citu danh gia chiic ning gan dé theo
ddi anh hudng cua thudc déi véi chiic nang gan,
mot s6 enzym, cdc chat duoc téng hop va chuyén
hod chtl y&u & gan da duge dinh luong.

* Dinh luong transaminase trong mdu tho:

Bdng 3.1. Anh hudng clia cao qua nhau dén hoat do AST trong méu tho

AST (UI/l) p (so véi
Thoi gian Lo doi ching Lotri 1 Lotri2 doi
(n=10) (n=10) (n=10) ching)
Trudc uéng thudc 50,9 £14,2 50,3+ 17,9 48,7+ 11,0 > 0,05
Sau uéng thudc 15 ngay 40,2+ 6,5 40,7 £ 8,6 42,9+9,7 > 0,05
Sau uéng thudéc 30 ngay 38,0+ 13,7 479 + 17,6 41,8+ 13,5 > 0,05
p (trude - sau) > 0,05 > 0,05 > 0,05

Két quéa bang 3.1 cho thdy sau 15 va 30 ngdy d6i ching thay d6i khong c6 y nghia so véi trudc

dung thudc, hoat d6 enzym AST 2 16 tri va 16 dung thude va so véi nhau (p > 0,05).

Bdng 3.2. Anh hudng clia cao qua nhau dén hoat do ALT trong médu tho

ALT (UI/1) p (so véi
Thoi gian L6 dé6i chiing Lotri 1 Lo tri 2 doi
(n=10) (n=10) (n=10) chiing)
Trudc udng thude 90,0 + 18,0 81,2+202 91,3+ 29,3 > 0,05
Sau udng thudc 15 ngay 86,0+9,5 80,4 + 14,0 86,1 +15,0 > 0,05
Sau u6ng thuéc 30 ngay 83,0+ 22,0 76,1 £17,0 83,8+ 134 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Két qua bang 3.2 cho thay sau 15 va 30 ngay
dung thudc, hoat do enzym ALT &2 106 tri va 16
doi chimg thay doi khong c¢6 ¥ nghia so véi
trude ding thudc va so véi nhau (p > 0,05).

* Dinh luong albumin:

Gan 12 co quan téng hop albumin va mot s6
globulin trong huyét thanh. Dé ddnh gid chifc ning
chuyén hod protein clia gan, albumin trong huyét

thanh duoc dinh luong.

- Bdng 3.3. Anh hudng clia cao qua nhau dén ham luong albumin trong méu tho

Albumin ( g/1) p (so véi
Thai gian Lo déi chiing Lotri 1 Lotri2 doi
(n=10) (n=10) (n=10) chiing)
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Trude udng thude 53,9+3,0 502442 48,5 £ 5.4 > 0,05

Sau uéng thudc 15 ngay 55,0+ 3,8 50,3+ 1,8 46,4 £ 4.4 > 0,05

Sau uéng thudc 30 ngay Sl (0= 202 47,5+6,8 50,3 +2,5 > 0,05
p (trudc-sau) > 0,05 > 0,05 > 0,05

Két qua & bang 3.3 cho thdy sau 15 va 30 ngay

Cholesterol 12 mot thanh phan tao nén acid mat,

diing thuéc, ham luong albumin trong mdu thd 2  duoc gan téng hop, ester hod va thai trir ra ngoai.
16 tri va 16 d6i chiing thay ddi khong c6 ¥ nghia so Dé danh gid chic niang chuyén hod lipid clia gan,
cholesterol toan phan trong huyét thanh dugc dinh

vGi trude dung thudc va so véi nhau (p >0,05).

* Pinh lugng cholesterol toan phan:

Iuong.

Bdng 3.4. Anh hudng ciia cao qua nhau dén ham luogng cholesterol toan phan trong méu tho

Cholesterol (pmol/l) p (so véi
Thoi gian Lo déi chiing Lotril Lo tri 2 doi
(n=10) (n=10) (n=10) chimg)
Trudc uéng thude 14+03 1,6+0,3 1,6+0,4 > 0,05
Sau u6ng thudc 15 ngay 14+0,1 1,6+04 14+0,3 > 0,05
Sau uéng thudc 30 ngay 14£02 14+0,3 14+03 > 0,05
p (trudc-sau) > 0,05 > 0,05 > 0,05

Két qua & bang 3.4 cho thdy sau 15 va 30 ngay
dung thude, ham lugng cholesterol toan phin trong
mdu thd & ca 2 16 tri va 16 d6i ching thay d6i
khong c6 y nghia so véi trude dung thudc va so véi

nhau (p>0,05).

* Dinh luong bilirubin toan phdn trong mdu tho:

Bdng 3.5. Anh hudng ctia cao qua nhau dén ham luong bilirubin toan phin trong mau tho

Bilirubin toan phin (umol/l) p (so vdi
Thai gian L6 ddi chiing Lo tri 1 Lo tri 2 doi
(n=10) (n=10) - (n=10) ching)
Trudc udng thuée 13,1407 13,3409 13,7+0,8 > 0,05
Sau u6ng thudc 15 ngay 13,3+ 1,0 13,9+1,5 13,3+ 0,9 > 0,05
Sau uéng thuéc 30 ngay 150+22 13,7+13 143+1,5 > 0,05
p (truéc-sau) > 0,05 > 0,05 > 0,05

Dé tham do chifc niang ti€t mat clia gan, tién
hanh dinh lugng bilirubin toan phin va truc tiép.

Két qua & bang 3.5 cho thdy sau 15 va 30 ngay ¥ nghia so véi trude dung thudc va so véi nhau (p >
dung thudc, lugng bilirubin toan phdn trong mau 0,05).
tho & ca 2 16 tri va 16 d6i chimg thay ddi khong cé

* Dinh lugng bilirubin tric tiép trong mdu tho:

Bdng 3.6. Anh hudng ciia cao qué nhau dén ham luong bilirubin truc ti€p trong mau tho

Bilirubin truc ti€p (umol/l) p (so véi
Thoi gian Lo déi chiing Lotri 1 Lo tri 2 doi
(n=10) (n=10) (n=10) chimg)
Trude uéng thude 34+0,5 40+13 40+0,7 > 0,05
Sau uéng thudc 15 ngay 36+0,7 3,7+0,7 3,7+0,7 > 0,05
Sau udng thudc 30 ngay 3,8+0,5 36+0,5 3,8+0,6 > 0,05
p (trudc-sau) > 0,05 > 0,05 > 0,05
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Két qua & bang 3.6 cho thdy sau 15 va 30 ngay
diing thudc, lugng bilirubin tryc ti€p trong méu thd
& ca 2 1o tri va 1o doi ching thay déi khong ¢6 ¥
nghia so v6i trudc dung thudc va so v6i nhau (p >
0,05).

3.2. Nghién citu danh gid chitc ndng thén dé theo
d6i anh hudng cua thude déi véi chiic nang loc cua
cau than, creatinin trong huy¢t thanh thé da duoc
dinh luong.

Bdng 3.7. Anh hudng cia cao qua nhau dén luong creatinin trong méu thd

Creatinin (mg/dl) p (so véi
Thoi gian L6 déi ching Lotril Lo tri2 doi
(n=10) (n=10) (n=10) chiing)
Truéc u6ng thude: 1,1+0,1 1,1+0,1 - 1,1+0,1 > 0,05
Sau udng thudc 15 ngay bl £0:2 1,201 F 201 > 0,05
Sau uéng thuéc 30 ngay i ke O s 0s 1 2E500] > 0,05
p (trudc-sau) > 0,05 > 0,05 > 0,05

Két qua & bang 3.7 cho thdy sau 15 va 30 ngay
diing thudc, lugng creatinin trong méu thd & ca 2
16 tri va 16 d6i chiing thay déi khong c6 y nghia so
v6i trude dung thude va so véi nhau (p > 0,05).

4. Ban luan

4.1. Anh hudng cia cao qud nhau dén chiic ndng
gan:

Trong co thé, gan 1a co quan dam nhén nhiéu
chitc ning rit quan trong. Khi thuéc dugc dua vao
co thé, né c6 thé gay doc véi gan, 1am anh hudng
dén chic nang gan. Vi vay, khi ddnh gid doc tinh
clia thu6c, viéc nghién ciru anh hudng cia thude
déi véi chifc nang gan 1a rat can thiét.

Pé dinh gid mic do ton thuong t€ bao gan,
ngudi ta thudng dinh lugng néng do cic enzym c6
nguén goc tai gan c6 trong huyét thanh. Su ting
noéng do cdc enzym nay thudng gin lién v6i doc
tinh ctia thuéc do su hily hoai t€ bao gan [2]. Két
qua & bang 3.1 va 3.2 cho thdy néng do 2 enzym
nay khong ting trong huyét thanh & ca hai thoi
diém sau 15 va 30 ngay uéng thudc lién tuc so véi
16 d6i chitng va so véi trude udng thude. Diéu dé
ching té thuéc khong giy t6n thuong t€ bao gan
cta tho.

Chuyén hod cdc chat noi sinh va ngoai sinh 1a
mot trong nhimg chic nang quan trong cla gan.
Gan c6 mot hé théng cdc enzym chuyén hod rat
phong phii cho qui trinh téng hop va thodi hod
protein, lipid... [2].

3 gan, céc acid amin di duoc téng hop thanh
albumin, mot s6 globulin va mot s6 yéu t6 dong
méu. Dinh lugng albumin trong mdu s& ddnh gid
duoc mot phin chifc niang chuyén hod protein cla

gan. Ngoai chuyén hod protein, gan con cé chic-

nang chuyén hod lipid. Cholesterol 1a mot thanh

phan clia mat, dugc gan téng hop, ester hod va thai
ra ngoai. Vi vdy, c6 thé dung xét nghiém dinh
lugng cholesterol dé dénh gid chiic nang chuyén
hod lipid cua gan. Trong nghién cttu, ham luong
albumin va cholesterol trong mau ctia tho & hai 16
tri khong thay déi sau 15 va 30 ngay dung thuéc so
V6i trude ding thude. Diéu d6 chimg to kha ning
chuyén hod protein va lipid clia gan khong bi anh
huéng khi uéng cao qua nhau véi liéu 6 g/kg va 12
g/kg trong 30 ngay lién tuc.

Mot chitc nang quan trong nita cuia gan la chiic
nang ti€t mat. Gan tao ra mat, bai ti€t mat vao td
trang, tham gia vao qud trinh tiéu hod. Xét nghiém
bilirubin trong mdu dé tham dd chifc nang bai tiét
va chuyén hod mat clia gan thudng chinh xdc nhat
va dé thuc hién [2]. Trong thi nghiém, néng do
bilirubin toan phan va bilirubin tryc ti€p & ca hai 16
tho tri thay déi khong 6 y nghia so véi truée dung
thuéc & ca hai thoi diém sau 15 va 30 ngdy uéng
thuée lién tuc. Diéu dé cho thdy cao qua nhau
khong dnh hudng dén chiic ning bai tiét va chuyén
hod mat cua gan.

4.2. Anh hudng cia cao qud nhau dén chitc nang
than:

Than 12 co quan bai ti€t clia co thé. Cdu than
va 6ng than rt dé bi tén thuong boi cdc chdt noi
sinh va ngoai sinh [2]. Vi vay, khi dua thuéc vao
co thé, thudc cé thé gay doc, 1am tén thuong
thén, tir d6 anh hudng dén chic nang than.

Viéc dinh gid anh hudng cia thudec dén chic
nang than thudng dung xét nghiém dinh luong
creatinin mau vi creatinin la thanh phan dam trong
mau 6n dinh nhat, hiu nhu khong phu thugce vao
ché do an hoic nhitng thay ddi sinh Iy ma chi phu
thuoc vao kha nang dao thai ctia than. Khi ciu than
bi tén thuong, néng do creatinin méu ting sém hon
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ure. Creatinin mdu la chi tiéu tin cay va quan trong
hon ure mdu, nén hién nay dugc ding dé dinh gia
va theo ddi chifc nang thin. Trong nghién citu ciia
ching t0i, creatinin trong mau tho sau 15 va 30 ngay
udng cao qua nhau & hai liu 6 g/kg trong luong va
12 g/kg trong lugng khong c6 su thay déi so véi
trudc dung thubc va so vé6i 16 déi ching. Diéu do6
chimg t6 cao qua nhau khong anh hudng dén chiic
nang loc ctia cdu than.

Két qua nghién citu clia ching t6i phu hop véi
két qua nghién cru cia cdc tic gia nudc ngoai.
Theo Wang MJ. va cong su (2002), qua nhau rat it
doc; ding lién tuc trong hon mot thang trén nhiéu
stic vat van chua phét hién thdy doc tinh [7]. Ciing
theo Wang MJ. va cs. (2000), thanh phan hod hoc
chinh trong qua nhau la anthraglycosid, trong d6
chii yéu la D. glucopyranosyl, D. gluco-pyranose
va D. glucopyranosid [6] déu 12 nhitng chit it doc.
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NGHIEN (616]1) TAC DUNG SINH HOC
CUA PHUGNG THUOC NHI TRAN THANG GIA GIAM

Pham Xudn Sinh, Nguyén Manh Tuyén, Pao Thi Vui

Truong Dai hoc Duoc Ha Noi
(Nhan bai ngay 25 thdng 3 nam 2004)

Summary

Studies on Biological Activities of Modified ”Nhi trdn thang” Prescription

The "Nhi tran thang”

prescription has been modified by combination with different medicinal

herbs available in Viet nam for convenience of use. The new formulations have been tested on
selected biological actions such as bronchodilatation, anti-tussiveness, and anti-sputum. The

modified prescription with Calotropis leaces
producing a new preparation whic

proved to be the most effective and was chosen for
is named ” Typhocihen Sirup”. Typhocihen was shown to have

good brochodilatation, anti-tussive and anti-sputum activities in experimental animals.

Key words: Modified "Nhi trdn thang”, brochodilatation, anti-tussive and anti-sputum

I. Dit van dé

Hen suyén 1a mot bénh phd bién & Viét Nam va
nhiéu nuc trén thé giéi; né 1am gidm kha nang lao
dong va chat luong cudc s6ng. Hién nay, nhiéu
thuée tan duoc duge dung phong va tri hen suyén.
Song cdc thudc nay thudng phai sir dung lau dai va
c6 nhiéu tic dung phu [2; 6]. Tir xa xua, 6ng cha ta
da bi€t ding cay cé dé dy phong va cét con hen.
Ngoai cdc vi thubc riéng 1€, y hoc c6 truyén cé
nhiéu phuong thudc diéu tri hen suyén rat tct.
Phuong thudc nhi tran thang kinh dién (NTTKD)

gom 4 vi thudc 1a bin ha (Radix Typhonii
trilobati), tran bi (Pericarpium Citri reticulatae
perenne), bach linh (Poria cocos), cam thao (Radix
Glycyrrhizae glabrae), c6 cong nang 6n hod han
dam, dung trong trudong hgp dom thap, ho nhiéu
ddm ma sinh non, tiic nguc, hoa mét, tim héi hop
[ 1; 3; 4; 9]. Phuong thuéc nay da duoc gia giam
thanh nhiéu phuong khdc nhau goi 1a cdc phuong
thudc nhi tran thang gia giam (NTTGG) tuong {ing
v6i muc dich tri bénh khdc nhau. Tuy nhién céc
phuong thudc NTTGG trude day déu 14y tic dung
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giam ho, long dom 1a chinh, chua chi trong dén
tdc dung gian ph€ quén, trong khi dé lai c6 moi
quan hé mat thi€t gitfa ho, hen, dom. D¢ tang tic
dung gidn ph€ quéan (binh suyén), chong ho, long
dom cho phuong thude, chiing toi gia giam thém
mot s6 vi thude sdn c6 & Viét Nam da dugc dung
dé tri hen suyén nhu ca doc dugc (Folium Daturae
metel), 1a hen (Felium Calotropis giganteae), c6¢
min (Herba Centipedae miniae), tang bach bi
(Cortex Mori radicis). Ching toi con ti€n hanh
nghién cttu doc tinh, téc dung gian ph& quan,

chong ho, long dom, céc tic dung khdc) [1; 3; 4]
ctia céc vi thudc, ciing phuong thuéc va ché phdm

siro Typhociben.
II. Nguyén liéu va phuong phap nghién ciru
2.1. Nguyén liéu:

- C4c vi thudc: Ca doc duoc, 14 hen, céc man, tang
bach bi, trdn bi, cam thao, ban ha dugc ché bién
theo phuong phép 6 truyén [1; 3; 8].

- Phuong thudc NTTKD va 2 phuong thudc gia
giam c6 cong thic nhu sau:

Cong thiic 1: NTTKD Cong thic 2: NTTGG ¢, Cong thic 3: NTTGG,

Phuong thuéc NTT kinh dién | Phuong thuéc NTT gia gidm | Phuong thudc NTT gia giam
CA Ul

Bin ha (BH) Bén ha Bin ha

Bach linh Ca doc duge (CA) L4 hen (LH)

Tran bi (TB) Tran bi Tran bi

Cam thdo (CT) Céc mén (CM) Céc mén

: Cam thao Cam thao

Tang bach bi (TBB) Tang bach bi

- Siro NTTGG;;;: Typhocihen.

- Céc hod chat, dung moi, stic vat d tiéu chudn thi
nghiém.

2.2. Phuong phdp nghién ciiu:

- Thit doc tinh cdp cia cdc phuong thudc
NTTGG, ;;, NTTGGep, glycosid tim chiét tir phuong
NTTGG ,,, LH, CM theo phuong phdp ghi trong
Dugc dién Lién X0 X.

- Thir doc tinh bén trudng dién ciia NTTGG ; trén
chuot cong tring theo phuong phdp Behrens-
Karher.

- Nghién ctfu anh hudng cta cic phuong thuée va
vi thuéc do6i v6i khi quan chudt lang co lap theo
phuong phdp nghién ctu dugc ly clia Trung thao
duge (Trung Quaoc) [7].

- Nghién ciu tdc dung chéng ho bang cich xong
hoi amoniac.

- Nghién ctiu tic dung long dom theo phuong phap bai
tiét dich do phenol trong khi quén chuét nhit tring
hoic tho.

- Dénh gid két qua: Theo phuong phdp thong ké
dung trong sinh - y hoc, do tin cay 95% [5].

III. Két qua va ban luan

3.1. Déc tinh cap va ban truong dién:

- Thit déc tinh cdp: Chudt nhét tring ching Swiss
trong lugng 18-20g chia thanh 6 16, méi 16 10 con,
céc 16 dugc udng thudc tuong tng theo thi tu:
nude mudi sinh 1y, cao NTTGGe,, NTTGG, , dich
chiét glycosid tim ctia NTTGG,, 14 hen, céc mén.
Cho chuét uéng thudc theo li€u tang dan tir cao 1:1
(3g/kg chuot) dén cao 5:1 (150g/kg chuot) 1a lidu
gdp 14.5 lan liéu thudng diung cho ngudi. Sau khi
cho udng, theo ddi tinh trang chudt va s6 chuot
chét trong vong 72 gio.

- Két qud: V&i céc loai dich thir tir cao 1:1 dén cao
4:1, khong thdy c6 biéu hién gi va khong c6 con
chu6t nao chét trong vong 72 gio. Vi vay, tiép tuc
thtt v6i cao 5:1 va cdc glycosid tim chiét tir
NTTGG,,,, 14 hen, céc min tuong duong véi lugng
glycosid tim c6 trong cao 5:1. Sau khi cho udng,
theo d6i 72 gio, chudt khoé manh binh thuong.
Nhu vay, cdc mau thir khong doc & li€u tuong tng,
tuy nhién & 16 3, 5, 6, sau khi uéng, chuot hoat
dong cham lai, long hoi xi, roi hoi phuc sau 2 phit
dén 2 gio. Chua xac dinh duge LDy, vi cao 5:1 1a
cao dic nhit c6 thé dua vao co thé chudt bing bom
tiém.

- Thir déc tinh bdn truong dién: Pong vat thi
nghiém 1a chu6t cong tring trong lugng 110-125g.
Trudc khi cho chuodt udng thudée, can trong luong
timg con rdi chia ngdu nhién thanh 2 16: 16 d6i
chiing u6ng dung dich nudc mudi sinh ly va 16 thir
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udng cao long 1:1 cua NTTGG, ;. Cho chuét uéng
thu6c hang ngay vio méi budi séng truéc khi cho
an, liéu 7g/kgTT. Ubng lién tuc trong mot thing,
sau d6 can trong luong, gi€t chudt 1y mau lam xét
nghiém cdc chi s6 sinh hod: GOT, GPT, bilirubin,
creatinin. Ldy gan lam tiéu ban giai phiu bénh.

- Két qua: Chuot & ca hai nhém hoat dong binh
thudng, an udng tot, phan kho, long muogt. Can
nang, céc chi s6 hod sinh cua céc 16 khac nhau
khong c6 y nghia théng ké & p>0,05 duoc trinh
bay trong bang 1. Giai phdu: pht tang binh thudng,
vi phdu gan ¢ 2 16 khong c6 khdc biét. Nhu vay,
dich thir khong gay doc cho chudt khi dung lau dai.

Bdng I: Trong lugng, mot s6 chi s6 sinh hod clia chuot

Chi tiéu 1.6 d&i chimng Lo thir P d6i chiing so véi thir
Can nane (2) Trude thi nghiém 111,1 £ 7,98 110 + 8,04 >0,05
: Sau thi nghiém 118,9 + ,40 DT 2629 >0,05
GOT ‘ 409,7 £ 125,1 4049 + 104,1 >0,05
Sinh hod GPT 133,2 + 47,3 130,2 + 36,4 >0,05
Bilirubin 20,2+ 8,9 164+ 4,6 >0,05
Creatinin 70,7 +£ 28,5 60.4 +27,6 >0,05

3.2.Tdc dung gian khi quan chuét lang cé ldp:

- Nguyén tic: Khi khi quan co, 10ong khi quan hep
lai, ¢6t nude trong mac quan tang 1én va nguoc lai,
khi khi quan gian ra, 10ng khi quan md réng, cot
nuéc trong mao quan ha thdp xudng. Su dang lén
hay ha thdp cot nudc trong 6ng mao quan so véi
miuic ban dau s& dénh gid dugc thude c6 tic dung
gay co hay gay gian khi quan.

- Tién hanh: Chuot lang khoé manh, trong luong
250-300 g. Giét chuot, mé 14y khi quan, ngam

ngay vao dung dich Tyrode. Béc tich hét 16p
mang bidm bén ngoai, rira sach mdu réi 1dp vao
dung cu thi. Bom dung dich Tyrode dugc pha
mau bang xanh methylen vao long khi quan lén
mao quéan, 6n dinh & vi tri K tuong (ng Omm.
Dich thir dugc cho vao 6ng nuoi, tron déu véi
dung dich Tyrode, méi dich thir thir trén 5 khi
quan 14y két qua trung binh.

- Chii y: Chiéu cao cot nudc trong 6ng mao quan
cua dung cu thir so véi vi tri K: dang 1én: (+), ha
xuéng: (-)

Bdng 2 : Anh hudng clia céc dich thir 1én hoat dong clia khi quan chuot lang c6 1ap

Chiéu cao cot nuéc (mm)  *s
Co thit béi acetylcholin 0,0025% Gian bai adrenalin 0,005%1
Dich thir Acetylcholin Dich thir bo gnﬁn khi | Adrenalin Dich thtr Tong
g quan (%)

e (10,6 £33 | (93+ 244 | 882 (‘)g 51 (914404 | (985402
CA (+)13,8+3,7 | (-)12,5+3,18 90,1 (-)73+03 | (-2,0£03 | (-)9,3+0,3
CM (+)82+14 | (163+1,1 81,2 (-)73+05 | (-)1,0£0,5 | (-)8,3+0,2
NTTKD (+)69+04 0 0

NTTGGy (+)73+04 | (16,8+0,3 93,2 (-)6,9+04 | (-2,8+0,3 | (-)9,7£0,3
NTTGGcs (+)10,6+0,5 | (-)8,8+04 83,2 (-)7,0+04 | (-)1,4+02 | (-)8,4+0,6
A/NTTGGy | (+)8,0£0,5 | (94,9402 61,3

F/NTTGG.y | (+)8,8+02 | (-)0,8 +0,5 9,7

SINTTGG,; | (+)7,4+0,7 | (-)0,45+0.2 6,1

Siro (+)9,8+ 0,6 | (-)7.9+ 04 80,6

Nhdn xét: Khi quan & trang thdi binh thudng
hau nhu khong bi anh hudng cla céc dich thir. Khi

khi quan bi co bdi dung dich acetylcholin

0.0025%, cac dich thir LH, CA, CM, céc phuong
NTTGG va siro déu c6 tic dung gian khi quan tot,
t6t nhat 1a NTTGG, ; , NTTKD khong c6 téc dung.
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Trong cdc thanh phin hod hoc, alcaloid cua
phuong NTTGG, ; c6 tdc dung t6t nhit. Nhu vay,
tdc dung gian khi quan cia cdc phuong thudc chu
yéu do alcaloid toan phan cé trong dé. Khi khi
quan gian bdi dung dich adrenalin 0.005%, cic
dich thir déu ¢6 tdc dung hiép dong vdi adrenalin,
lam tang cudng muc do gidn nhung yéu.

3.3. Tdc dung chong ho:

- Nguyén tdc: Hoi amoniac dic c6 kha nang kich
thich gay ho trén chuot nhét trang, S6 tiéng ho clia
chuot thi nghiém phan 4nh tdc dung giam ho cta

dich thir. S6 ti€ng ho cang it thi tdc dung clia thude
cang manbh.

- Tién hanh: Chia chudt nhit tring di tiéu chudn
thi nghiém thanh 10 16, mbi 16 10 con, & 16 d6i
ching chuét dugc uéng nudc cit, 6 16 quy chiéu,
uéng dung dich codein phosphat. Mot gio sau khi
chuét uéng thudc, liéu thir 16,67g/kg thé trong
(kgTT), cho vao binh xéng hoi amoniac trong diéu
kién hidng dinh vé nhiét do trong thoi gian 45 giay.
Chuyén chu6t vao binh dé nghe va dém s6 ti€ng ho
trong 5 phiit dau. Két qua dugc trinh bay & bang 3.

Bdng 3: Két qua thir tic dung chéng ho cua cic dich thir

Mau thit So'tiéng ho trung binh P, 1132 P,
boi chiing 34,5 + 3,44 <0,05

Quy chiéu 9,1 +£1,52

NTTKD 15,3+ 1,02 <0,05 <0,05

NTTGGcs 12,6 + 1,31 <0,05 <0,05 <0,05
NTTGG, 4 10,8 + 1,46 <0,05 >0,05 <0,05
F/NTTGGc, 8,9+ 1,52 <0,05 >0,05 <0,05
F/NTTGG, 7,8+ 125 <0,05 >0,05 <0,05
S/ NTTGG, 22,5+1,68 <0,05 <0,05 <0,05
A/ NTTGG, 26,1 + 2,01 <0,05 <0,05 <0,05
Siro 10,6 +1,21 <0,05 >0,05 <0,05

p, so véi doi chiing, p, so véi quy chiéu, p ;so voi NTTKD .

Nhdn xét: Cac méu thir déu c6 tdc dung chéng
ho & liéu 16,67kgTT, flavonoid trong cdc thang cé
tic dung giam ho t6t nhdt. Nhu vay, tic dung
chéng ho ctia cdc thang chu yé&u do flavonoid toan
" phan. Cic thang NTTGG, siro déu c6 tic dung
giam ho t6t hon NTTKD.

' 3.4.Tdc dung long dom :

- Nguyén tdc: Danh gid kha nang bai tiét dich phé
quéan cla chudt nhét tring thong qua néng do cla
do phenol sulfur phtalein. Néng do do phenol cta
nhém thir cang cao ching to tic dung trir dom cua

chét thir cang tét.

- Tién hanh: Chia chuot nhit tring thanh 11 1o,
méi 16 10 con, & 16 d6i ching chuodt duge uéng
nude cét, va & 16 quy chiéu, uéng dung dich natri
benzoat. Nira gid sau khi cho chudt uéng thuéc
liéu 16,67kgTT, tiém vao phic mac 0,5ml dung
dich d6 phenol 0,6%. Mot gis sau, boc 10 khi quan
va rira 3 14n béng dung dich NaHCO,; 5%, gOp
dich rira. Do mat do quang cua dich rira bing may
quang phé UV mini 1240 Shimadzu, A=559nm,
dua vao dudng chudn tinh néng do phenol.

Bdng 4: Két qua so sénh tic dung long dom ctia cdc mau thir

. : Noéng do phenol B

e (ug/mi) P, P, P,
Déi chiing 0,19+ 0,02
Natri benzoat 0,60 + 0,03 <0,05
NTTKD 0,46 + 0,08 <0,05 <0,05
NTTGG, 0,68 + 0,11 <0,05 >0,05 <0,05
NTTGG, 0,51+ 0,09 <0,05 <0,05 <0,05
SINTTGGes 0,42 + 0,04 <0,05 <0,05 <0,05
SINTTGG, 4 0,41 £ 0,03 <0,05 <0,05 <0,05
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F/ NTTGG, 0,20 + 0,01 >0,05 <0,05 <0,05
A/ NTTGG,,, 0,204 + 0,38 >0,05 <0,05 <0,05
Siro 0,686 + 0,27 <0,05 <0,05 <0,05

P1 S0 v6i doi chiimg, p, so vdi natri benzoat, p;so véi NTTKD.

Nhdn xét: Siro va dich nuéc sic (cao 1:1,5) cla
céc thang NTTKD, NTTGGc,, NTTGG, , déu cé
tdc dung long dom trén chuot nhit tring & liéu
16,67g/kgTT. Siro va 2 thang NTTGG c6 téc dung
long dom t6t hon NTTKD. Saponin c6 tic dung
long dom t6t nhét trong céc thanh phan hod hoc.
Cao nudc thang NTTGG, 4 va siro Typhocihen ¢6
tic dung long dom t6t nhit trong cdc mau thudc
dem thr.

3.5. Ban ludn .

- NTTGGc,, NTTGG,;; déu khong gay doc tinh
cdp cho chuét nhat trang v6i liéu 150g/kgTT. Chua
tinh dugc LDsx,.

- NTTGG,y ¢ liéu 7g/KgTT khong lam thay ddi
trong lugng, cdc chi s sinh hod clia chuét. So bo
thay phuong thudc khong anh hudng dén gan, than
khi dung 14u dai.

- Ca 2 thang NTTGG déu c6 tic dung gidn phé
quan, chéng ho, long dom t6t hon NTTKD, trong
'd6 NTTGG, t6t nhit; dong thdi, thang con c6 wu
diém khong chita ca doc dugc 1a vi thube c6 chéng

chi dinh cho tré duéi 15 tuéi va phu nit ¢6 thai. Do
d6, chiing to6i dd diéu ché€ siro Typhocihen tir
phuong NTTGG, ; va da thir cdc tdc dung gidn ph&
quan, chéng ho, long dom thdy két qua rat t6t.

- Viéc gia thém cic vi thubc ¢6 tdc dung gidn phé
quan, chéng ho, long ddm vao phuong thuéc
NTTKD da lam tang 16 rét tic dung nay cua
phuong thudc.

Dé nghi ti€p tuc nghién ciiu céc tic dung khic
cia NTTGG,y va siro Typhocihen va tiéu chuin
hod ché€ phdm Typhocihen dé c6 thé dua ché phim
vao san xuft phuc vu cong tdc diéu tri.

IV. Két luan

Da ti€n hanh thir tdic dung sinh hoc, doc tinh
ctua phuong thu6c NTTGG,,, tic dung gidn phé&
quén, chéng ho, long dom clia cdc phuong thu6e
NTTGG¢,, NTTGGy, siro Typhocihen va mot s
vi thuéc (LH, CA, CM). Két qua cho thdy phuong
NTTGG;, , khong doc, c6 tic dung gidn ph€ quan,
chéng ho, long dom t6t. Ch€ phidm siro
Typhocihen dugc diéu ché€ tir phuong thuée
NTTGG, 4 ciing cé tac.
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CONSTITUENTS OF BUTANOL EXTRACT FROM ANGELICA SINENSIS RHIZOMES
Nguyen Thi Hoang Anh - Institute of Chemistry, Academy of Sciences and Technology

(Nhén bai ngay 22 thing 2 nim 2004)

Summary

From a butanol extract of Angelica sinensis rhizomes, 10 compounds were isolated. Their
Structures were elucidated by MS and NMR spectroscopic methods as phenyl-0-D-glucopyranoside,
benzyl-0-0-D-apiofuranosyl-(1-6)-0-D-glucopyranoside, 4-(1,2-dihydroxyethyl)phenol and sodium
salt of 3-caffeoyl quinic acid in addition to 6 nitrogen-containing compounds.
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Introduction

Umbelliferous medicinal plants play an
important role in various traditional medical
systems. In Chinese traditional medicine, Angelica
sinensis is one of the major constituents in such
prescriptions as "Tang-kuei-shao-yao-san" and
"Szu-wu-lang" and has been empirically used as an
homeostatic remedy for women's disorders as well
as an analgestic, sedative and anti-inflammatory
agent [1]. In Vietnamese folk medicine, it is used
for the treatment of constipation and pain [2].

Many studies have been conducted on the
chemical composition and pharmacological
activities of this species since 1924 [3, 4]. It was
reported to have similar chemical composition to
that of Levisticum officinale Koch, a well known
medicinal plant and called "European Danggui" in
Europe [5]. Recently, it has been revealed that
both water and alcohol extracts of the plant have
effects on the contractility of smooth muscles of
the uterus and trachea [6].

This paper presents the chemical constituents
isolated by us from a butanol extract of Angelica
sinensis. Chromatographic separation of this
butanol extract yielded 10 compounds, including
phenyl-B-D-glucopyranoside (1), benzyl-O-B-D-
apiofuranosyl-(1-6)-B-D-glucopyranoside (2), 4-
(1,2-dihydroxyethyl) phenol (3), sodium salt of 3-
caffeoyl quinic acid (4) and 6 nitrogen-containing
compounds: 5-oxo-proline (5), 5-oxo-prolin-ethyl-
ester (6), nicotinamide (7), tryptophane (8),
perlolidine (9), 1,2,3,4-tetrahydro-1-methyl-3-
carboline-3-carboxylic acide (10).

Results and Discussions

The negative ESI-MS spectrum of compound 1
showed a molecular ion peak at m/z 255 [M-HJ.
Its 'H-NMR spectrum contained the signals of
monosubstituted aromatic ring [7.27 dd (7.3, 8.7),
7.08 dd (1.1, 8.7), 6.99 t (7.3)] and the signals of a
glucose unit [4.90 d (7.0), 3.89 dd (1.2, 12.0), 3.69
dd (4.9, 12.0) and 3.35 - 3.50 m]. The “C-NMR
spectrum showed 10 signals.

Among them, 6 signals could be assigned to the
glucose moiety. The other signals resonanced at &
117.7, 123.3, 1304 and 159.2, containing a
quartenary carbon and three methine carbons,
which corresponded to a monosubstituted aromatic
ring. This spectroscopic analysis suggested that

compound 1 has a structure of phenyl-O-3-D-
glucopyranoside. This suggestion was confirmed
by comparison with the spectral data in the
literature [7].

The molecular ion peak of compound 2 was
observed at m/z 401 [M-H] in the negative ESI-MS
spectrum. The NMR spectrum of this compound
was very close to that of compound 1. In addition
to the signals of a monosubstituted aromatic ring
and a glucose unit, in the NMR spectrum of
compound 2, there appeared signals of a furanose
unit and an oxygenated methylene group at .
71.7, 64 3.99 d (9.6), 3.77 d (9.6). Comparison of
the NMR data with those of icariside D, in the
literature [8] indicated that compound 2 contained
[3-D-apiofuranosyl-(1-6)- -D-glucopyranose
moiety. Consequently, the structure of compound 2
was elucidated as benzyl-O-B-D-apio-D-furanosyl-
(1-6)- B-D-glucopyranoside. This compound had
previously been isolated from Epimedium
grandiflorum and called icariside F, [9].

The EI-MS spectrum of compound 3 indicated a
molecular ion peak at m/z 154 [M]" and a base
peak at m/z 123 [M-CH,OH]'. Its 'H-NMR
spectrum contained two signals with double
intensity of p-disubstituted aromatic ring [ 7.17 d
(8.5), 6.74 d (8.5)], a hydroxylated methine and
methylene signals at 8, 4.58 ¢ (6.2) and dy 3.57 d
(6.2), respectively. Two quartenary carbons at d¢
157.8, 123.8 and two methine carbons at &, 128.5,
115.8 with double intensity confirmed the presence
of p-disubstituted aromatic ring. Furthermore, the
hydroxylated methylene and methine carbons were
also observed in the "C-NMR spectrum. The
above spectroscopic analysis led to the conclusion
that compound 3 is 4-(1,2-dihydroxyethyl) phenol.
This conclusion was supported by published
reference data [10].

Compound 4 showed a molecular ion peak at
m/z 399 [M+Na]" in the positive ESI-MS spectrum.
Its 'H-NMR spectrum indicated the signals of
caffeoyl moiety in the aromatic zone. Additionally,
three oxygenated methine protons at &, 5.37 m,
4.12 d (3.1), 3.68 dd (3.1, 9.9) and two methylene
groups at &y 1.97m, 2.12 m were also present. The
BC.NMR spectrum contained 16 carbons,
including two carbonyl groups at 3. 180.8, 168.9;
three quartenary and four methine carbons in the
range from 115.4 to 149.4 ppm of caffeoyl moiety;
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four oxygenated carbons at 8. 77.8, 75.0, 73.0,
72.6 and two methylene groups at 8. 40.7, 39.0. In
comparison of these spectroscopic data with those
of synthesized 3-caffeoyl quinic acid (chlorogenic

1: Phenyl-B-D-glucopyranoide

HO

3: 4-(1,2-dihydroxyethyl)phenol

8: Tryptophane

Compound 5 showed a molecular ion peak at
m/z 128 [M-HT in the negative ESI-MS spectrum,
indicating the presence of one nitrogen atom in its
molecule. The 'H-NMR spectrum contained 5
proton signals, including a proton at &, 4.22 dd
(4.8, 8.8) and 4 protons resonanced in the range
from 2.1 10 2.6 ppm. There are only 35 carbons in

H
9: Perlolidine

acid) [11] indicated that compoudd 4 was sodium
salt of 3-caffeoyl quinic acid, because the chemical
shifts of carboxyl signal were large (A5 3.8) and its
molecule has 22 mass units more.

HO_ g»
0 g 2,
“°ﬁ Q
7 1o
3 HO
RO OH % OH 7 6
2: Benzyl-O-B-D-apiofuranosyl-
(1-6) B - D - glucopyranoside

-
HO, ,COO

Na

10: 1,2, 3,4-tetrahydro-1-methyl-
B-carboline-3-carboxylic acide

the "C-NMR spectrum. Two of them are carbonyl
groups (6. 180.9, 176.3). In addition, the signals of
one methine and two methylene groups appeared at
3¢ 57.3 and 30.6, 26.2, respectively. These spectral
data are in good agreement with those of 5-oxo-
proline published in literature [12].

The molecular ion peak of compound 6 at m/z
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157 [M]* was demonsrated in the EI-MS spectrum.
The base peak at m/z 84 [M-C,H;COO]" suggested
that its molecule possesses an ethyl ester group.
The NMR data of compound 6 were very similar to
those of compound 5. Besides the signals of 5-
oxo-proline moiety as in 5, the signals at 6; 1.28 t
(3H,J =17.1), 42 dd (2H, J = 7.1, 14.3) and 8.
14.5, 62.5 in the NMR spectrum of compound 6
revealed the presence of an ethoxyl group. This
spectral analysis led to the conclusion that
compound 6 is an ethyl ester of 5-oxo-proline [13].

Compound 7 showed a molecular ion peak at
m/z 121 [M-H] in the negative ESI-MS spectrum.
The 'H-NMR spectrum exhibited signals of 4
aromatic protons in the range from 7.54 to 9.02
ppm. Six carbon signals were present in the ''C-
NMR spectrum. One of them was a carbonyl
group. The others were 4 methine and one
quartenary carbons.  The structure of this
compound has been elucidated as nicotin amide by
comparison with the published data [14].

Compound 8 showed a molecular ion peak at
m/z 203 IM-H] in its negative ESI-MS spectrum.
The 'H-NMR spectrum contained signals of §
protons in the aromatic region and 3 protons in the
‘range from 3.1 to 3.9 ppm. Four of the aromatic
protons [ 7.69 d (7.5), 7.36d (7.5), 7.11 t (7.5)
and 7.03 t (7.5)] corresponded to an ortho-
disubstituted aromatic ring and an another proton
appeared as a singlet at 7.2ppm. The “C-NMR
spectrum revealed 11 carbons, including one
carbonyl (8. 174.3), 5 methine together with 3
quartenary carbons in the aromatic range (dc:
109.4 - 138.2), a methine and a methylene signals
in the aliphatic region. The spectroscopic data of
this compound were completely identical with
those of tryptophane in the literature [15].

Compound 9 was isolated as a yellow powder,
having a molecular ion peak at m/z 263 [M-H] in
its negative ESI-MS spectrum. The 'H-NMR
spectrum showed four protons of an ortho-
disubstituted aromatic ring [8.18 d (7.9), 7.7 d
(7.9), 7.59 t (7.9), 7.29 t (7.9)] and two olefinic
protons at &, 8.29 d (5.3), 8.01 d (5.3) of an
unsaturated heterocyclic ring. Eight carbon signals
including 6 protonated and two quartenary carbons
corresponded to above-mentioned protons were
observed in the *C-NMR. This analysis suggested
that compound 9 contained a (-carboline skeleton.
Furthermore, the typical signals of an 5-
hydroxymethyl-2-furyl at 8 4.89 (2H, s), 6.59 d

(1H, 3.2) and 7.22 d (1H, 3.2); 8. 57.5, 110.9 and
111.0 were also present in its 'H- and “C-NMR
spectrum. Consequently, structure of compound 9
was concluded to be 1-(5-hydroxymethyl-2-furyl)-
B-carboline. This structure is identical with
perlolidin, a compound isolated from the perenial
rye-grass (Lolium perenn L.) and Lolium
chuanxiong, a medicinal plant for treatment of
angina pectoris [16, 17].

Compound 10 gave a molecular ion peak at m/z
229 [M-H] in the negative ESI-MS spectrum.
Comparison of its NMR spectral data with those of
compound 9 suggested that compound 10 has the
structure of 1,2,3,4-tetrahydro-3-carboline. Besides
the signals of 1,2,3,4-tetrahydro-B-carboline
moiety, a methyl group at & 1.47 d (6.59), 6 20.1
and a carboxyl group at 3. 181.1 were also present.
Finally, the structure 10 was elucidated to be
1,2,3,4-tetrahydro-1-methyl-B-carboline-3-car-
boxylic acid, when compared with the published
data [17].

Experimental

Instruments and chemicals: NMR: Varian Unity
300; MS: AMD 402.

For analytical purposes: Merck TLC aluminium
sheets with silica gel 60 F,5, (layer thickness 0.2
mm) were used. Silica gel Merck 60 (0.040 - 0.063

mm), reversed phase (RP18) material and
Sephadex LH20 were used for column
chromatography.

Extraction and isolation:

Roots of A. sinensis were perchased from the
market in Hanoi, in July, 2000 and were identified
by pharmacist Nguyen Chien Binh, National
Institute of Medicinal Materials. They were dried
at 40°C, ground and extracted with hot ethanol
(95%). The organic solvent was evaporated in
vacuo and the aq. soln was extracted with n-
hexane, EtOAc and n-BuOH, successively. The
solvents were evaporated in vacuo to give n-
hexane, EtOAc and n-BuOH extracts.

The butanol extract was chromatographed over
silica gel, eluted with CHCl; and increasing
amounts of MeOH to yield 380 fractions.

Fractions 124 - 223 were obtained with 10%
MeOH. These fractions were rechromatographed
over a Sephadex LH-20 column eluted with
MeOH, followed by using a RP-18 column, eluted
with MeOH : H,O (4 : 1) to give compounds 3, 7
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and 9. Compound 3: EI-MS (70eV) m/z (rel. int.):
154[M]* (8.6), 123[M-CH,OH]* (100), 107 (11.5),
95 (32.3), 77 (33.5). Compound 7: positive ESI-
MS: m/z 145 [M+Na]*, negative ESI-MS: m/z 121
[M-HJ. Compound 9: positive ESI-MS: m/z 287
[M+Na]*, negative ESI-MS: m/z 263 [M-H].

With 15% MeOH, fractions 353 - 356 were
separated and further purified by using a Sephadex
LH-20 column with MeOH as eluate yielded 5
fractions. The first fraction was rechromato-
graphed on a Sephadex LLH-20 column, eluted with
MeOH, followed by preparative TLC to furnish
compound 5, negative ESI-MS: m/z 128 [M-HJ,
positive ESI-MS: m/z 152 [M+Na]’. The second
fraction was put on a RP-18 column, eluted with
MeOH : H,O (4 : 1) yielding compound 1, positive
ESI-MS mi/z 279 [M+Na]*. The third fraction was
chromatographed on RP-18 column with the
solvent system MeOH : HO = 4 : 1 to give
compound 6, EI-MS (70eV, rel. int.): m/z 157 [M]*
(6.7%), 84 [M-C,H;COO]"* (100%), 56 (10%).

The fraction containing compound 2 was
separated by eluting with 18% MeOH. This

fraction was subjected on a Sephadex LH-20
column washing with MeOH, followed by a RP-18
column, eluting with MeOH : H,0 (2 : 1) to yield

5mg of compound 2, positive ESI-MS m/z 425

[M+Na]".

With 20% MeOH, fractions 360, 364 and 366

were separated. Fraction 360 was further purified
over a Sephadex LH-20 column, eluting with
MeOH to give compound 4, positive ESI-MS m/z
399 [M+Na]*. Fraction 364 was purified by using a
silica gel column, eluting with CHCl; : MeOH =
75 : 25 to yield compound 8, positive ESI-MS: m/z
227 [M+Na]', negative ESI-MS: m/z 203 [M-H].
Fraction 366 was rechromatographed over a
Sephadex LH-20, eluting with MeOH, followed by
a RP-18 column using MeOH : H,O =3 : 5 as
eluate furnishing compound 10, positive ESI-MS:
m/z 253 [M+Na]*, negative ESI-MS: m/z 459 [M-
HJ.
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NGHIEN CUU TAC DUNG CUA BAI THUOC " NHI NHAN HOA VI"
CHUA VIEM LOET DA DAY - TA TRANG ( Thong bio s6 2)
Phiing Hoa Binh, D6 Thi Ngoc Hoa, Tran Thi Hong Linh
Truong Pai hoc Dugc Ha Noi
(Nhan bai ngay 22 thdng 2 nam 2004)

Summary

Studies on the Effects of the Nhi nhan hoa vi Prescription for Gastroduodenitis

Total extract of the presciption has been shown to reduce pain by 46 and 66% at oral doses of 16
and 32g plant material per kg body weight in rats, respectively, using Koster and Tuner methods. The
same doses given subcutaneously resulted in 81 and 94% pain reduction, respectively.

At a dose of 16 g | kg, the extract reduced natural movement of the rats by 72% and prolonged

their sleep when combined with phenobarbital.

On both isolated and in situ rabbit intestines, the extract did not show any significant effect on

peristalsis.

Key words: Nhi nhan hoa vi, Pain Reduction.
I. Dat van dé

Trong s6 bdo trude [1], chiing toi da thong bio két
qué nghién ciru budc ddu tham do tic dung cua bai
thuéc “Nhi nhan hoa vi” cho thdy bai thudc cé tic
dung gidm tén thuong, gidm ty 1¢ loét da day chuot
thi nghiém, nhung khong lam gidm luong dich mat
va do acid. Co ché tdc dung c6 thé lién quan dén su
tang tiét dich mat dé tao ra NaHCO; 1 yéu t6 bao vé,
chong lai tdc dong cua acid. Viéc nghién citu ti€p tuc
mot s6 tic dung dugc ly cha bai thudc nay nham tim
hiéu sau hon tdc dung ctia bai thudc.

II. Nguyén liéu va phuong phap nghién ciru

Bai thuéc "Nhi nhan hoa vi" dugc bao ché dudi
dang cao long (1:1) bing cdch sic dé thir tdc dung.

1. Thit tdc dung giam dau: theo phuong phdp Koster
va Tuner [2,3].

- Stc vat thi nghiém 1a chuot nhat tring ca 2 giong,
trong luong 20 - 24 g / con.

- Gay dau noi tang bang tiém mang bung chuot dung
dich acetic acid. Phan ting cta chuét la cdc con dau
quin. Dém s6 lan dau quan trong méi khoang thoi
gian 5 phut.

- Danh gia: So sénh s6 ldn dau quan trung binh cla
16 thir thudc véi 16 d6i ching trong mbi khoang thoi
gian 5 phit. Ty 1¢ 1am gidam con dau quén /(%) dugc
tinh theo cong thifc :

1(%) = Ne-Nt
Nc

100

Nt la sé" con dau qudn trung binh cua 16 thi
thuéc. Nc la s6 con dau qudn trung binh ciia 16

doi chiing.

2. Thir tdc dung an than.

2.1. Thir tdc dung trén hoat dong ty nhién
(phuong phép "16ng rung").

- Stic vat thi nghiém: Chuot nhét tring ca 2
giong, trong lugng 20 - 24 g / con.

- Chuot hoat dong s& lam 16ng rung theo. Ghi
rung dong nay biang mdy ghi trén gidy ké 6 kich
thuéc 10 mm x S mm.

- Chi tiéu quan sat duva trén bién do rung dong
dugc ghi trén gidy, tinh diém theo thang diém
sau:

+ Rung dong c6 bién do < Smm dugc tinh diém
0.

+ Rung dong cé bién do 5-15mm dugc tinh
diém 1.
+ Rung dong cé bién do 15-30mm duoc tinh
diém 2.
+ Rung dong cé bién do >= 30mm dugc tinh
diém 3
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- Phuong phdp dénh gid: So sdnh s6 diém trung
binh ghi trong 1 phit gitta 16 thir thuéc véi 16 d6i
chimg. Ty 1é lam giam hoat dong tu nhién cla
chudt G(%) dugce tinh theo cong thuc :

Dc — Dt

G(%) = x 100

Dc la 56" diém trung binh ciia 16 doi chimg. Dt
la 56’ diém trung binh ciia 16 thit thuoc.

2.2. Thir tac dung hiép dong véi Thiopental.

- Phuong phdp: Gay ngi chudt nhét tring bing
thiopental theo dudng ti€ém tinh mach.

Theo doi thoi gian ngh cua chuot. Panh gid tic
dung ctia 16 thir thuéc bang phép so sénh giita 16
thir thuéc véi 16 d6i chiing(Test - T) & ngudng 95
(%). Thubc c6 tac dung hiép dong cang manh khi
thoi gian ngu cang dai.

3. Thit tdc dung trén co tron.

3.1. Tac dung trén rudt tai ché (theo phuong phap
Nicolaev).

Boc 10 héi trang tho, nuoi trong dung dich
Tyrode. Tiém bép tho dich thuéc thir liéu 10 ml /
kg TT (kilogam than trong) - tuong duong 10 g
dugc liéu. Theo dai tinh trang ruot thd vé tan s6 co
(s6 lugng con co trong 1 don vi thdi gian), bién do
co (cuong do con co) khi khong dung thuée va khi
dung thuéc. Hinh anh dugc ghi lai trén may ghi.

Dénh gid: Nhan xét trén co s& tdn s6 va bién do
hoat dong ctia rudt.

3.2. Tac dung trén rudt co6 lap (theo phuong phdp
Magnus).

Boc 16 va tich rdi mot doan hdi trang thd, nuoi
trong dung dich Tyrode, sau d6 14n luot thém dich
chiét & liéu 50, 100, 200 pl, ghi nhu dong rudt
bing mdy ghi & cdc thdi diém khdc nhau trong
di€u kién thir khdc nhau: nhu dong rudt binh
thudng, kich thich bang bari clorid va thudc.

DPénh gid: Nhan xét trén co s6 tin s6 va bién do
co bép ctia rudt.

III. Két qua nghién ciu
1. Thut tdc dung giam dau:

Chuot dugc chia ngiu nhién thanh 6 16, méi 16
n = 10 chuot.

Lo thir thudc: Dich chiét toan phan cua bai
thudc "nhi nhan hoa vi" (ty 1& 1 : 1) thir theo dudng
udng & 2 liéu: 16ml va 32 ml / kg TT chudt ; thir
theo dudng tiém dudi da 1iéul6 ml / kg TT. Lo d6i
chimg: Cho chu6t uéng dung dich NaCl 0,9% li€u
16 ml, 32 ml theo dudng u6ng va liéu 16 ml theo
dudng tiém dudi da..

Dé chuot yén tinh trong 30 phit. Tiém mang
bung acetic acid 0,60%, 1iéu 0,1 ml / 20 TT chuot.

Dém s6 14n quan dau trong méi khoang thoi
gian 5 pht k€ tir phut thit 6 dén phut thi 25. Két
qua thir nghiém duoc ghi & bang 1,2.

Bdng 1. Tac dung giam con dau quan trén chudt cta dich chi€t " Nhi nhan hoa vi "

Tap chi Duoc liéu, tdp 9, so6 4/2004

S6 Mau thir Puong | Liéu S6 con dau quin trung binh trong khoang thoi gian (phiit)
5 thir (ml/kg)
5-10 10-15 15-20 20-25 5-25
1 Doi chiing udéng 16 21,3148 21,0 £49 175583 12,4553 60 87222 5200
2 Thuoc uéng 16 10,7£6,5 11,3+6,4 8,0 52 54 +£19 | 354 17,7
3 Déi chimg udng 32 222+£4,7 2028275 17,6 £52 | 144 £6,2 | 47,4 £14,5
4 Thuodc udéng 32 10,6 £ 6,4 8,4 +5,4 ’ 62+44 | 49 +29 | 31,1 £17,2
5 Dai chiing tiém 16 20,4+£79 19,553 17545 142 +4 75| 71,6 £13.5
6 Thuoc tiém 16 1,36:2,7 2,237 1983402, T4£7,8 8,1 15,1
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Bdng 2. Ty 1¢ lam giam con dau quan trén chuot ctia dich chiét "Nhi nhan hoa vi"

S6 | Dueng |  Liéu Ty 1¢ (%) gidm con dau quan theo thdi gian (phuit ) GiduiP
| p| i (ml/kg)
5-10 10-15 15-20 20 - 25 5-25 (5-25)
Ubng 16 49,77 46,19 54,29 56,45 50,97 < 0,05
2 Ubng 32 5225 58,42 64,77 65,97 | 59,54 < 0,001
3 Tiém 16 9310 88,72 89,14 80,98 88,69 < 0,001

2. Thi tac dung an thdn.
2.1. Thir tic dung trén hoat dong tu nhién theo
phuong phdp "16ng rung".

Chia ngiu nhién chuét thanh 2 16, méi 16 15

con. Lo thir thu6e: Cho chuét udng dich chiét toan
phén, liéu 16 ml / kg TT.

- Lo doi ching: Cho chuot uéng dd NaCl 0,9%,
liéu 16 ml / kg TT chuot.

Dé chuot yén tinh 25 phit. Lan lugt cho chuot
vao 16ng rung (n6i véi hé théng may ghi).

Sau 3 phut, ghi hoat dong cua chuét trong 2
phiit. Két qua thuc nghiém dugc ghi & bang 3.

Bdng 3. Tic dung lam giam hoat dong ty nhién ctia dich chiét nhi “Nhan hoa vi”

Chi tiéu theo doi L6 d6i chiing | Lo thir thuéc Gid tri P
Hoat dong cua chu6t (s6 diém 65,0 +17,0 18,4 +12,0 < 0,001
trung binh / 1 phiit)
Ty 1é hoat dong (%) 100 28,3

2.2. Thir tic dung hiép dong vé6i Thiopental. - L6 doi ching: Cho chuét uéng dd NaCl 0,9 %,

liéu 16 ml/ kg TT.

Dé chuot yén tinh trong 30 phit. Tiém
Thiopental, liéu 40 mg /kg TT chu6t vao tinh mach
duoi chuét. Theo doi thoi gian ngt ctia chuot. Két
qua thuc nghiém dugc ghi & bang 4.

Chuot dugc chia ngiu nhién thanh 2 16, méi 16
n = 10 chu6t.

- Lo thtr thudc: Cho chuot uéng dich chiét toan
phan (1:1), liéu 16 ml / kg TT chuot.

Bdng 4. Téc dung kéo dai gidc ngl Thiopental ctia dich chiét “Nhi nhan hoa vi”

Chi tiéu theo doi L6 d6i ching | Lo thir thu6e Gid tri P
Thoi gian ngu trung binh 129+ 53 28,7+ 15,0 < 0,05
Ty ¢ thoi gian ngt (%) 100 222,48

3. Thut tac dung trén co tron.
3.1. Tac dung trén ruot tai ché.

Thoé ca hai giéng duc cdi, trong lugng 1,7 - 2,5
kg / con. Gdy mé tho béng cloral hydrat 7%, liéu
10 ml / kg theo dudng tiém bip. Mé bung, xic
dinh doan héi trang. Thit 2 nit chi cdch nhau 1,5
cm, mot niit ¢6 dinh ddy 6ng nuodi, mot dau néi véi
- mdy ghi dao dong. Nuoi doan héi trang bang dd
Tyrode. Dé yén 30 phiit, ghi hoat dong.

- Tiém bap dich chiét “Nhi nhan hoa vi”, liéu

yén 30 phiit. Ghi hoat dong ctia hoi trang.

Két qua: O lidu thir, tin s6 va bién do nhu dong
clia rudt tai chd khac nhau khong rd rét.

. 3.2. T4c dung trén rudt c6 lap.

Tho ca hai gi6ng duc cdi, trong luong 1,7 — 2,5
kg / con. Gay mé tho béng cloral hydrat 7%, liéu
10 ml / kg theo dudng tiém bip. M6 bung, xic
dinh va tich rdi doan hoi trang dai 1,5 cm, mot dau

. ¢6 dinh ddy 6ng nu6i, mot ddu néi véi mdy ghi dao

dong. Nuoi doan hoi trang bang dd Tyrode. D¢ yén
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10 ml / kg tho (twvong duong 10 g duoc lieu.). Dé

- Nho truc ti€p dd “ Nhi nhan hoa vi”, liéu 10 ml /
kg TT tho (twong duong 10 g dugc liéu) vao 6ng
nuéi 3 lan véi li€u: 50, 100, 200 pl. Dé yen 30
phiit. Ghi hoat dong ctia héi trang.

- Rira ruét bang dd Tyrode, nhd vao 6ng nudi dd
bari clorid, li€u 50 pul. Ghi nhu dong ruét.

Nho dich chié€t “Nhi nhan hoa vi” vao 6ng nuoi
liéu 50, 100, 200 pl. Ghi nhu dong ruot.

Két qua: G ca 3 lidu thir, tdn s6 va bién do nhu
dong rudt tho co 1ap khac nhau khong dang ké.

Ban luan va két luan

O liéu thir, dich chiét phuong thudc "Nhj nhan
hoa vi " c6 tic dung:

1. An than & cd 2 mo6 hinh thi nghiém. Thudc vira
c6 tdc dung gidm hung phédn chuot thi nghiém vira
kéo dai gidc ngl clia Thiopental rd rét (P < 0,05).

2. Giam dau noi tang & ty 1é cao. Trong méi
khoang thoi gian 5 phit, thu6c déu lam giam céc
con dau quan; sau khodng thoi gian 25 phiit, thuéc
ha ty 1¢ dau 13 rét so vdi 16 d6i chimg.

30 phuit, ghi hoat dong.

Bing dudng udng, & liéu 16 g / kg TT chuot, s&
con dau giam 50,97 (%). Liéu 32 g / kgTT, thudc
lam giam con dau manh hon: 59,54 (%).

Béing dudng tiém, cing liéu 16 g / kg TT, tic
dung giam dau la 88,69 (%), manh hon so véi
duong uodng.

3. Lam thay d6i khong ddng ké nhu dong ruot thd
¢ lap va tai ché.

Theo thong bdo trudc, dich chiét toan phan clia
"Nhi nhan hoa vi " lam giam rd rét ty l¢ t6n thuong
(lo€t) da day chuot thi nghiém, dong thoi tang tiét
dich mat 188,69%, nhng lam thay doi khong
dang ké luong dich vi va ham luong acid dich vi.

Nhu vay, thuée khong nhitng khong can trd
chirc nang tiéu hod ma con kich thich tiéu hod do
tang ti€t dich mat, diéu hoa chuc nang gan, dugc
dung dé diéu tri bénh dau da day thé can khi pham
vi (chiic nang gan khong diu hoa gay anh hudng
dén chitc nang da day) cuia y hoc c6 truyén. Véi co
ch€ nay, chiing tf)i hy vong ring, phuong thuéc
"Nhi nhan hoa vi" khOng chi dugc u‘ng dung dé
diéu tri da day da bi t6n thuong ma con c6 thé sir
dung trong du phong.

Tai liéu tham khao
1). Phung Hoa Binh - Lé Minh Phuong Tham do tdc dung ctia bai thu6c "nhi nhan hoa vi" chita viem loét da
day - ta trang. Tap chi Duoc liéu s6 3 / 2004, tap 9, trang 82; 2). Koster R,M Anderson, E,J. DeBeer. Acetic acid
fod Analgenic Screening - Fed. Proc 1959, 18,412; 3). Tuner R.A. Screening, Methods in pharmacology. Academic

Press. New York and London, 1965.P114.
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THONG BAO — TRAO POI

'NGHIEN CUU SO BO THANH PHAN CAC NHOM CHAT HOA HOC
VA TAC DUNG AN THAN CUA CAY TRINH NU

Nguyén Thi Xudn Thuy- Vién Dugc liéu, PDao Thi Vui - DH Dzrgc HN

Summary

Chemical Composition and Sedative Effect of Mimosa pudica

Leaves of Mimosa pudica Linn. collected in Hung Yen province in May have been shown to contain
tannin, flavonoids, phytosterols, alkaloids and saponins. Water and alcohol extracts of the leaves have

sedative and hypnotic effects in mice.

Key words: Mimosa pudica Linn., sedative, hypnotic.

Mo dau

Cay trinh nit (Mimosa pudica L.) thudéc ho
Mimosaceae, c6 tén khdc 1a cay xdu hé, moc
- hoang khip noi & nudc ta. Cay con phan b6 & Nam
My, Pong Nam A nhu Brunei, Indonesia,
Malaysia, Thdi Lan, Philippin.

Thanh phén héa hoc ctia trinh nit gébm crocetin,
mimosin (N-3-alanyl-3-hydroxy-4-pyridon), C-
glycosid flavon sinh t6, khodng chat, nhat 1a selen.

Theo kinh nghiém dan gian clia Viét Nam ciing
nhu cdc nuéc Pong Nam A khic, cay trinh nit
dugc ding lam thudc an thdn cho ngudi mét ngl va
tré em hay qudy kh6c dém. Cach ding: Ldy toan
cay tuoi boc lai dat duéi g6i lic ngi hodc sdc udng
v6i liéu 12g cay kho mot ngay. Ngoai ra, ré cay
trinh nif 1a thu6c chira thap khép, cao huyét dp, réi

loan kinh nguyét. Trong y hoc cé truyén, dugc liéu
trinh nit ¢é tinh han, hoi doc, ¢é tdc dung an thén.
Do c6 mimosin, nén néu dung dai ngay s€ cé hién
tuong rung téc. Can sao vang dé han ché doc tinh.
[1,2,3]

Doi tuong va phuong phap nghién ciu

1. D6t tuong nghién ciu: Dugc liéu duge 1y tir
tinh Hung Yén vao thdng 5.

2. Phuong phdp nghién citu: Tdc dung an than
dugc dénh gia theo phuong phdp theo ddi cdc hoat
dong tu nhién cua chudt sau khi uéng thude va tic
dung hiép déng véi thudc ngl Hexobarbital.

Két qua

1. Hiéu sudt cao kho chiét tir cao c6n 80% va cao
nude.

S6 thi nghiém Cao thu duq\c (%) Cao thu du_qc (%)
i Dung méi con 80° Dung mo6i nudc
| 14% 14,5%
2 _ 13,8% 15%
3 13,5% 14,2%
Trung binh 13,7% 15,52%

Nhan xét: Cao thu dugce tir dung moi nude cé hiéu
suét cao hon.

Cao thu dugc tir dung moéi nude cé doé quinh
hon, khong bi bét va chay nudc, thuan tién cho

viéc giap vién hodc déng nang.

2. Két qua dinh tinh cdc nhom hoat chét c6 trong
cay trinh nit: Ding cao c6n 80%

Hop chat

Céc phan ting dinh tinh

Két qua Két ludn

Phytosterol

Phan ting v6i Anhydric acetic va H,SO, dic +

Co
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Phan ting Liberman — Bouchardat -
Glycosid tim Phan ung Baljet Khong c6
Phan ting Legal -
Phan ing Bouchardat +
Alcaloid Phan tng Munier + Co
Phan ting Mayer +
. Phan ting vdi thudc thir FeCl, 5% ++ e
s Phan tng véi dung dich gelatin 1% A+ G,
Acid hitu co Phan ting v6i Na,CO, + Co
Dudng khir Phan tng v6i thudce thir Fehling + Cé
Chait béo Vét dau khong dé lai trén gidy loc - Khong
Caroten Phan tng véi H,SO, dac - Khong
Phan tng vdi kiém o+
Flavonoid Phan ting véi FeCl; 5% St C6 nhiéu
Phan tng vé6i Cyanidin +++
. Quan sat hién tuong tao bot + .
Japonin Phan tng Salkovski + Ly

3. Nghién citu tic dung an thin

3.1. Anh huong cua dich chiét cdy trinh nit dén
hoat déng tw nhién ciia chudt

Tién hanh: Chuot nhit trdng ching Swiss, trong
lugng 20-22g do Vién Vé sinh dich té Ha Noi cung
cép. Chuot duoc nuoi trong di€u kién phong thi
nghiém trudc khi thir thuSc 3 ngay. Chiéu t6i hom
trude khi thir, cho chudt nhin an, 9h sdng hom sau
cho chuot udng thudc. Chudt duge chia thanh 3 16,
méi 16 8 con:

L6 d6i chiing: Cho uéng nuéc mudi sinh 1.

Lo thir 1: Cho uéng cao con 3.6 g/kg chuot (liéu
g4p 15 14n liéu dung cho ngudi).

Lo thir 2: Cho udéng cao nudc 3.6 g/kg chuot.

(Liéu u6ng cta modi con tuong duong véi 0.4ml
dung dich / 20g than trong).

Ghi hoat dong tu nhién clia chudt trong 5 phut
(trén mdy Activity cage 7431 clia hang Ugo Basil)
& cac thoi diém trudc khi uéng thude va sau khi
udng thudc 1, 2, 3, 4, 5 giv. Liy két qua cua hoat
dong theg chiéu ndm ngang, trung binh cla timg
16, sau dé xir ly thong ké. Két qua:

STT Lo ching Lo thir 1 Lo thir 2

Binh thuong | +p | 4245 £ 712 445 + 721 439375 + 56.9

Sau 1h TR s e i 590 3374 + 606 381.8 + 752
P >0.05 <0.05 >0.05

Sau 2h TB | 3654 + 743 2753 + 632 299.5 + 402
E >0.05 <0.01 <0.01

Sau 3h TB | 3449 + 632 2703 + 462 2813 + 554
5 >0.05 <0.01 <0.01

Sau 4h TB | 3449 + 632 2703 £ 462 2546 + 785
P >0.05 <0.01 <0.01

Sau 5h TB | 339 + 674 2486 + 347 2585 + 852
P >0.05 <0.01 <0.01

Nhdn xét: So sinh két qua thu duge giita trude va
sau khi diing cdc ché& phim thay c dich chiét nude
va dich chiét con cla cay trinh nit déu lam giam
hoat dong tu nhién ctia chudt cé ¥ nghia thong keé.

Tuy nhién, dich chiét cén thé hién téc dung nhanh
hon dich chiét nu6c (thé hién & ché dich chiét con
sau khi uéng 1 gid di cé tdc dung (P <0.05), con
dich chiét nudc phai sau 2 gio méi c6 tic dung.

~ Tap chi Dugc liéu, tdp 9, s6 4/2004

129



3.2. Anh hudng cia dich chiét cdy trinh ni dén
thoi gian ngu ciia Hexobarbital
Tién hanh: Loai chuot, cich chia 16 va liéu thir

giong nhu & muc 3.1. Sau khi uéng thuéc duge 60
phit, méi chudt dugc tiém mang bung dung dich

hexobarbital 0.5% véi liéu 75mg/kg chuoét (0.3ml/
20g chuot).

Theo déi thoi gian tiém phuc va thoi gian ngh
cuia chudt & cdc 16. Két qua:

L6 d6i chiing L6 thir 1 L6 thir2
STT

T1 (phit) | T2 (phdt) | TI (phit) | T2 (phdt) - | TI (phit) | T2 (phit)
1 2.5 25 2.3 51.6 35 325
2 2.3 30 33 53.3 3.5 30.3
3 3.6 28.3 2.3 53.0 3.7 30.2
Thoi gian | 4. 2.6 24.5 3.0 46.2 2.3 33.6
nglicha | 5 3.3 29.3 2.4 475 2.8 37.5
hexo- 6 35 315 3.1 53.1 2.0 38.0
barbital 7 22 33 3.0 48.1 3.0 35.0
8 2 322 2.1 44.6 2.6 34.0
9 24 26.9 e 42.1 2.5 30.3
10 ? 34.7 2.0 41.5 2.6 38.5

TB |2.6+04 [29.5+24 [26+033 |481+32 |2.86+041 |33.9+2231

P>0.05 |P<0.01 P>0.05 | P<0.01
P piuiz<0.01 |

* Nhan xét: So sianh k&t qua thu dugc gitta 16 thir
va 16 d6i chimg thay:

- Dich chiét trinh nit khong anh hudng dén thoi
gian tiém phuc clia hexobarbital trén chuot.

- Dich chiét cay trinh nit kéo dai thoi gian ngt cla
hexobarbital c6 ¥ nghia théng ké (P <0.01)

- Dich chiét c6n c6 tdc dung manh hon dich chiét
nudc cd y nghia (P <0.01)

Tém lai, dich chiét nudc va dich chiét cén ciia
cay trinh nit v6i liéu tuong duong 3,6g dugc liéu
kho / kg than trong cé tic dung lam giam hoat
dong tu nhién va kéo dai thoi gian ngt clia chuot

nhét gy ra bdi hexobarbital. Nhu viy, ca dich
chiét nuéc va dich chiét con déu c6 tdc dung an
than.

Két luan

ba xdc dinh dugc thanh phan cic nhém chat
cua cay trinh nit 1a tanin, flavonoid, phytosteol,
alcaloid, saponin.

Ca 2 loai dich chiét c6n va dich chiét nuée déu
c6 tdc dung an than gay ngl, nhung cao con cé tic
dung nhanh va manh hon.

Két qua cta hai phuong phap déu cho két luan
1a dich chiét cay trinh nit c6 tic dung an than, gay
ngu rat tot.

Tai liéu tham khao:

l). D3 Tat Loi. Nhiing cdy thudc va vi thuée Viét Nam, NXB Khoa hoc ky thuat 1986, trang 790; 2). V6 Van Chi.
Tir dién cay thuéc Viet Nam, NXB Y hoc 1997; 3). Plant resources of South — East Asia 12 Medical and Poisonous

plants 1, Leiden 1999, p.349-353.
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DUGC LIEU VA BOI SONG

LA TRAU KHONG - VI THUOC DA DUNG
Hoi: Xin cho biét dugc tinh va cong dung lam thudc cua 14 trau khong.
Nguyén Thu Huong (Ha Noi)

TRAS KHENG )

Ddp: Cay trau khong dugc tréng pho bién trong
* c4 nu6c, nhét 13 & nong thon. O mién Nam, c¢
nhitg thon toan vuon trau. La trau khong clng vé:
qua cau, ré quach va voi toi di tao nén miéng trau
doc ddo theo tap tuc ¢6 truyén da c6 tir lau & nude
ta. Nhai trdu lam cho rang loi thém chic va phong
tranh duoc nhitng bénh vé miéng.

L4 trdu khong duoc ding 1am thu6c phd bién
trong kho tang kinh nghiém dan gian. Duoc liéu c6
vi cay, néng, mui thom hic, tinh dm, c6 tic dung
gidm dau, chéng lanh, tiéu viém, st khudn, giai
doc. L4 trau khong (5-10g) nhai nuét chita dau
bung lanh, ddy hoi, noén mira. L4 trau khong (10g)
va gling song (4g) ép lay nudc, thém it mat ong,
udng chita ho. L4 trdu khong (30g) phéi hop véi 14

chaim meéo (50g), rau rim (20g), ding tuoi, ria

sach, gid nét, thém nudc, gan udng chita ho ra
méu. L4 hodc ré trdu khong (10g), ré cau (10g),
thdi nho, sic v6i 400 ml nuéc con 100 ml, aéng
l1am hai ldn trong ngdy, chita ddi nhit. Dung lién
vai ngay cho dén khi khoi. Co ch€ tic dung cua
thudc 14 14 va ré trdu khong chita cdc chat ¢ tinh
khdng khudn va tiéu viéra manh, ré cau c6 nhiéu
mu6i vo cg, nhat 12 kali, c6 tic dung loi tiéu 1 rét.

Phu nif c6 thai khong duge dung. Kinh nghiém nay
con ¢6 6 nhan dan Lao va nhan dian & mot s6 nuéc
Dong Nam A khic.

Ding ngoai, 14 triu khong gid ndt, hoa vdi it
rugu, boi chita bong nguy cdp (Nam duge than
hiéu). Nuéc ép 14 trau nhd vao tai chita dau tai.
Hang ngdy, stic miéng bang nudc c6 pha dich ép 14
trdu khong c6 thé phong duoc viém hong va c6 tic
dung trg luc t6t cho cdc thube tri bénh bach hau.
L4 trdu khong gid nat, boc bing 14 rdy dam thing
nhiéu 186, ho néng, dip chita sung tdy. La triu
khong, hoa dam but, 14 thém 16m (mdi thi 50g)
gid dip chita mun nhot. Trau khong (3-5 14), hat
cau (1 hat) phoi kho, tdn bot min, rac 1am thu6c
cdm mdau. Trau khong (10 14) gid nét, x4t vao cho
dau cho trdy hét vay, r6i ddp hén hop hat thao
quyét minh va qua khé€ chua gid nhuyén, bang lai
tri hic lao. Nudc séc 14 trau khong, co thanh cao
dic, dung boi chita bénh nha chu viém
(paradentose), cham mat, 1& loét.

Nhan dan mién Nam c6 kinh nghiém dung 14
triu khong vo nit, tron vdi it ddu hoa, r6i xdt vio
nguc, hai bén suon, long ban tay, ban chan nhu
kiéu danh gié dé chita cam, sot néng, dau nhifc, t&
moi. Dé chita rin doc cin, ho da pha sin thudc
dung cdp thdi nhu sau: L4 trau khong (40g), ging
(40g), qué chi (20g), phen chua (20g), voi (20g).
Qug, phen va voi tin bot min; trau khong, ging dé
tuoi, gid ép 14y nudc cot, tron véi thude bot trén va
luyén v6i ho 1am thanh vién 10g, phoi kho. Khi bi
rin cin, udng ngay 1 vién va nghlen 1 vién véi
nude cho dic, r6i boi vao vét cin. Ngay lam 2-3
lan.

Nhian dan mién nt¢i phia Béic lai ding triu
khong chita rin cédn theo cdch sau: Lay 14 triu
khong nau nudc, rira sach vét cdn; canh 14 cay
déng xanh (50g) gid nat, thém nudc, gan udng; vo
cay néng (30g) cao bo 16p vo ngoai, rira sach, gid
nho, dip xung quanh vét thuong. Ngay lam mot
lan.

Trong nhing nidm khédng chién chéng MY,
nhiéu don vi y t€ & chién trudng mién Nam da
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ding nudc trdu khong — phén chua dé rira vét
thuong dat két qua t6t. Cach lam nhu sau: L4 trdu
khong tuoi (40g) rlra sach dun véi 2 lit nudc dé soi
trong 15 phit. D€ nguoi, gan 14y nuéc trong, cho
phén phi (8g) vao, dinh tan, loc. Nudc nay duoc
dung thay thudc tim va thudc do.

L4 trdu khong phoi kho, tdn thanh bot, 14y 1 kg
ngam nho giot véi 4 lit nuéc &m, roi co thanh cao
dac. Sau d6, pha ché€ cao trdu khong véi vaselin
thanh thu6c m& 1%. Bénh vién Saint Paul Ha Noi
da ding thu6c md nay dé chita bdng, nhét 14 bong
do hai, dat két qua rat tot. Thudc khong gay x6t va
khong c6 phan tUng phu. Ngudi ta con dung ba
trdu, réu tudng va mé ga, phoi kho gion, dét thanh

tro, hoa véi rugu, boi chita cam tdu ma.

Tinh ddu chiét tir 14 trdu khong v6i ham lugng
0,6-1,8% c4 hoat tinh ttc ché déi véi nhiéu ching
vi khuan nhu tu cdu khuén, phé cdu khudn, lién cdu
khuén, tryc khudn coli, truc khuén ly, phdy khuan
td...vd c6 tdc dung khdng cdc nadm Aspergillus
niger, Fusarium oxysporum...

Theo tai liéu nuéc ngoai, & An Do, 14 trdu
khong dugc ding trong bénh phdi. Tinh dau trdu
khong c6 tic dung diéu tri cdc bénh xuat tiét ho
hdp va lam thudc stic miéng trong bénh bach hiu.

D6 Huy Bich
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