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A. GIOI THIEU LUAN AN
1. Pit vén dé

Viét Nam nam trong ving khi hau nhiét doi, c6 nguén tai nguyén
thuc vat rat phong phi va da dang, trong d6 c6 hon 5.000 loai cay thudc.
Nhan dan ta tir 1au da biét sir dung cay c6 dé phong va chita bénh nhung
cho t6i nay méi c6 rét it cay thudc dugc nghién ctru mot cach hé théng va
déy du, dua ra dang bao ché hién dai st dung trong cong déng. Tuy nhién
con nhidu cay thudc van con sir dung tiy theo ting dia phuong, chua
duogc nghién ciru hodc nghién ctru chua hé thdng va day du, nhat 1a thanh
phén héa hoc va tac dung sinh hoc.

Tién hac thao hay con goi la Long nha thao Agrimonia pilosa
Ledeb. var. pilosa 1a cdy moc ty nhién & mot s6 tinh mién nai phia Béc.
Theo kinh nghiém dan gian toan cdy dugc sic udng tri thd huyét, bing
huyét, dai tién ra mau, li, sbt rét, trang nhac, ung thiing. Tuy nhién, viéc
st dung moéi chi dung lai ¢ kinh nghiém, & Viét Nam chua cé nhiéu
nghién cuu vé Tién hac thao. Pé xac minh co s& khoa hoc cho viéc st
dung Tién hac thao 1am thudc, dé tai: "Nghién ciru thanh phan héa hoc,
mot sé tac dung sinh hoc cAy Tién hac thiao (Agrimonia pilosa
Ledeb.var. pilosa)" dwgc thuc hién véi muc tiéu :

1. Nghién ctru vé dic diém thyc vét dé tham dinh tén khoa hoc va
xéc dinh duoc dic diém vi hoc caa mau nghién cau.

2. Chiét xuat, phan lap va xac dinh c4u triic h6a hoc cic hop chét
phan 1ap dwoc tir mau nghién cuu.

3. Nghién cuu doc tinh va mot s6 tac dung sinh hoc trén thuc
nghiém gop phan chimg minh tac dung chira bénh cua Tién hac théo theo
kinh nghiém dan gian.

2. Noi dung ctia luan an

“Ve thuc vit hoc

- Mb ta dic diém hinh thai thyc vat, phan tich dic diém cua co
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quan sinh san (hoa, qua) dé thdm dinh tén khoa hoc ctia mau nghién ctru.
- Xac dinh dic diém vi phau, bot duge liéu, nham tiéu chuan hoa
duoc liéu Tién hac thao.

“Vé héa hoc

- Dinh tinh c4c nhom chét trong duogc liéu nghién ctru.

- Chiét xuat phan lap mot s6 hop chat trong phan trén mat dat va ré
ctia mau nghién ciru.

- X4c dinh cau tric hoa hoc cac hop chét da phéan 1ap dugc.

*V¢ tic dung sinh hoc

- Thir doc tinh cdp , doc tinh ban truong dién cua dich chiét toan
phan.

- Panh gia tac dung chong viém ,chdng oxy hoa, bao vé gan cua
dich chiét phan trén mat dat va ré cay.

- Thir tc dung trc ché mot s6 dong té bao ung thu (in vitro) ciia cac
chat sach da phén 1ap duoc.
3.Y nghia ciia luin 4n

bay la l4n d4u tién loai Tién hac thao moc tw nhién & Viét Nam dugc
nghién cuu déy du vé thyuc vat, thanh phﬁn héa hoc va tac dung sinh hoc.

- Tén khoa hoc cua Tién hac thao ¢ Viét Nam da dugc xac dinh giup
cho céc két qua nghién ctru vé héa hoc va tac dung sinh hoc duoc khing
dinh rd ngudn gic.

- Lan dau trinh bay day du ddc diém vi hoc gop phan nhan biét va
tiéu chuan hoa dugc lidu.

- Két qua nghién ctru vé thanh phan hoa hoc di phat hién 18 hop chat
lan dau tién phan 1ap tir loai Agrimonia pilosa Ledeb.var.pilosa. Trong d6
¢6 2 hop chat méi.

- Két qua nghién ctru vé& doc tinh va tac dung sinh hoc chimg minh
duoc liéu it doc, dugc li¢u co tac dung chéng viém, chéng oxy hoa bao v€

gan, da goép phan giai thich kinh nghiém st dung cta nguoi dan dia
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phuong, 13 co s¢ khoa hoc mé ra trién vong nghién ctru day di hon dé c6
thé str dung rong rdi duoc liéu nay trong cong dong.

4. Nhirng dong gop moi cia ludn an

4.1. Vé thuc vit: i xac dinh day du tén khoa hoc ciia mau nghién ciru,
md ta chi tiét dic diém thuc vat, ddc diém vi hoc gop phén tiéu chuan héa
va kiém nghiém dugc liéu.

4.2. Vé héa hoc

- Két qua dinh tinh cho thiy phan trén mat dat va phan ré Tién hac
thao déu chia cac nhém chét: tanin, chét béo, steroid, flavonoid va
saponin. Trong d6 flavonoid 1a nhom chat chinh.

- Pa phan lap va xac dinh cau triic héa hoc 18 hop chét (15 hop
chat tir phan trén mat dat va 07 hop chét tir r& c6 04 hop chit tring véi
phén trén mat dét). Trong d6 c6 2 hop chat méi, 7 hop chat 1an dau tién
cong bd phan 1ap tir chi Agrimonia, 01 hop chat 1an dau tién cong bd tir
loai Agrimonia pilosa.

4.3. Vé djc tinh va tic dung sinh hoc

- Lan d4u tién cong bd Tién hac thao khong c6 doc tinh cip va
khong c6 doc tinh ban trudng dién & muc lidu sir dung va bang dudng
ubng

- Lan déu tién cong bd: Cao 16ng phan trén mit dat (CL1) va cao
long phan ré (CL2) cua Tién hac thao liéu 2,1g/kg va 4,2g/kg ttc déu c6
tac dung lam giam khéi lugng u hat rd rét so véi nhém ching ( p <0,05)
va déu c6 tac dung chong viém man tuong dwong véi diclofenac 15mg/kg
thé trong chudt.

- D3 chimg minh Cao 16ng phan trén mat dat CL1 va cao long ré
CL2 cua Tién hac thao co tac dung bao vé gan, chdng oxy héa trén md
hinh gy t6n thuong gan chudt bang CCla.

* Thir nghiém kha ning trc ché sinh NO ciia 09 chat sach phan lap
duogc cho thiy chit BAP-4 thé hién hoat tinh trc ché sinh NO & mirc yéu
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v6i gia tri ICso = 91,07 pg/ml. Cac mau con lai chwa thé hién hoat tinh &
cac ndng do nghién ciru.

Thir nghiém danh gia hoat tinh gay doc trén 3 dong té bao ung thu
cho thay ca 09 chat sach duoc phan lap dugc tir cdy Tién hac thao déu
khong c6 tac dung.

5. B6 cuc ciia luin an gom:

Luén &n c6 146 trang, gém 4 chuong, 52 bang, 52 hinh, 121 tai liéu
tham khao va 23 phu lyc. Cac phan chinh trong luan an: dit van d& (2
trang), tong quan (33 trang), nguyén, vat liéu va phuong phap nghién ctru
(24 trang), két qua nghién ciru (68 trang), ban luan (17 trang), két luan va
kién nghi (2 trang).

B. NOI DUNG CUA LUAN AN

Chwong 1: TONG QUAN

D3 tip hop va trinh bay mot cach hé thong cac két qua nghién ctru
tir trude dén nay vé thuc vat, thanh phﬁn héa hoc va tac dung sinh hoc
ctia chi Agrimonia L. trén thé gioi va & Viét Nam.
Chuong 2: NGUYEN, VAT LIEU VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién ciru

Mau cay Tién hac thao co d;‘iy da cac bd phan (ré, than, 14, hoa,
qué, hat) thu thp tai huyén Tring Khanh, tinh Cao Bing thang 08 nim
2013.

Tiéu ban dugc luu gitt tai Phong tiéu ban Khoa tai nguyén dugc
lidu - Vién Duoc lidu - NIMM (s6 hiéu TB-9965A, TB-9965B) va phong
Ti€u ban thyc vat Vién Sinh thai va Tai nguyén sinh vat - Vién Han lam

Khoa hoc va Cong nghé Viét Nam.



2.2. Phwong phap nghién ctru

- Tham dinh tén khoa hoc loai nghién ctru trén co s¢ phan tich dac
diém hinh thai thuc vat, so sanh véi cac tai liéu da cong bd cua loai va cac
khda phan loai thuc vat.

- X4c dinh dic diém vi phau phan trén mit dat, phan ré va dic diém
bot duge lidu bang phuong phép hién vi.

- Pinh tinh cic nhom chét bang phan Gmg héa hoc dic trung.

- X4c dinh cu tric cac hop chét phén 1ap dugc dya trén cac thong
s0 vat 1y va cac phuong phap phé MS, NMR 1 chiéu va 2 chiéu.

- Thir dc tinh cdp cia cao long CL1, CL2 theo phuong phap cua
Litchfield — Wilcoxon.

- Thir dc tinh ban trudng dién cua cao long CL1, CL2.

- Thir tic dung chéng viém cip va viém man

- Thir tac dung giam dau trén mo hinh gay dau béi phién nong.

- Thir tac dung bao vé gan, chong oxy hoa trén mo hinh gy tén
thuong gan cép bang CCla.

- Thir tic dung gy doc té bao ung thu in vitro cua c&c chat sach
phan 1ap tir Tién hac thao, dbi v6i dong té bao ung thu gan: (Hep G2),
ung thu vit (MCF-7) va dong té bao ung thu phéi (Lu-1).

Chwong 3: KET QUA NGHIEN CUU
3.1. Két qué nghién ctru vé thuc vat
3.1.1. Théim dinh tén khoa hoc

Can cir vao khoa phan loai va ban md ta cac loai thudc chi
Agrimonia L. cta Li Chaoluan va cong su (2003) cho phép khing dinh
c4c mau Tién hac thao thu hai ¢ Tring Khanh, Cao Béng 1a Agrimonia
pilosa Ledeb.var.pilosa, ho Rosaceae.



3.1.2. Déc diém vi hoc

*Vi phiu 1a: phan gan chinh phia trén hoi 16m, phia dudi 16i ngoai
cung 14 16p biéu bi cdu tao tir mot hang té bao tron, nho xép déu dan, rai
rac co 16ng che chd, sau biéu bi 1a mo day. B6 libe gd gan chinh gdm
cung libe bao phia dudi mé gd. Rai rac co céc tinh thé calci oxalat hinh
khéi hodc hinh cau gai, cac té bao md mém lém, thanh mong. Phan
phién 14 c6 biéu bi giéng phan gan 13, md giau thuong khong rd cac 16p
té bao.

* Vi phiu vé than: mit cat than tron, tir ngoai vao trong co 16p
biéu bi t& bao nho rai rac ¢6 1ong che chd. Dudi biéu bi 1a mé diy ciu tao
tir 2-3 16p té bao nho thanh day. M6 cimg tap hop thanh timg dam, cac
dam nay tao thanh vong gan lién tuc. M6 mém c6 céc té bao 16n, hinh da
giac thanh mong. B6 libe - g bao gdm cung libe ndm & phia trén mé g .
M6 mém rudt la nhing té bao to, hinh da gi4c, thanh mong.

*Dic diém bot dwoc ligu: Bot dugc li€u c6 mau xam, mui déc biét,
vi nhat. Soi dudi kinh hién vi thiy nhitng manh biéu bi than, 14, nhiing
méanh mo6 mang tinh thé calci oxalat hinh khdi, hinh cau gai, nhing manh
phién 14 thuong mang cac bé mach dan va cac tinh thé calci oxalat hinh
khéi, manh mé mém mang 16ng che chd hodc 16ng tiét. Long tiét c6 chan
2-3 té bao, ddu ciu tao tir 4-6 té bao. Mot sb long che chd bé mit c¢6 cac
mun 16i. Nhiéu méanh biéu bi mang 16 khi. Rai réc ¢6 cac tinh thé calci
oxalat hinh cau gai , hinh khéi, nhimg manh mach va cac té bao mé ctng
c6 thanh day.

3.2. Két qua nghién ciru vé thanh phin héa hoc
3.2.1. Dinh tinh cic nhém chit hitu co
Két qua dinh tinh két luan ciy Tién hac thao co chira cac nhom

chat: tanin, chat béo, steroid, flavonoid va saponin.
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3.2.2. Chiét xudt va phén lgp cic hop chit

Phan trén mat dat mau nghién ciu (5kg) duoc nghién nho, ngam
chiét trong methanol (10L x 3 lan, mdi lan 60 phdt). Cat loai methanol
duoc 700 g can chiét. Can chiét dugc chiét lan luot bang dichloromethan
va ethyl acetat. Loai dung méi dugc can dichloromethan BAP-D (320 g),
ethyl acetat BAP-E (80 g), cian nuéc BAP-W (80 g) va phan khéng tan khi
chiét BAP-S (200 g). Phan BAP-E (80 g) dugc phan tach trén cot sac ky,
dugc 7 phan doan tir BAP-1A dén BAP-1H. Phan BAP-1D (10 g) tién
hanh sic ky cot silica gel pha ddo duoc 7 phan doan 1a BAP-2A (200 mg),
BAP-2B (300 mg), BAP-2C (500 mg), BAP-2D (2 g), BAP-2E (1 g),
BAP-2G (1 g) va BAP-2H (2 g) tuong tng. BAP-2D tién hanh sic ky trén
cot silica gel pha thuong dugc 3 phan doan nho la BAP-3A (500 mg),
BAP-3B (300 mg) va BAP-3C (1 g). BAP-3A tién hanh séic ky trén cot
silica gel pha dao dugc chat sach BAP-1 (50 mg). BAP-3B tién hanh sic
ky trén cot silica gel pha d4o duoc chat sach BAP-2 (15 mg). BAP-2E tién
hanh phéan lap trén cét silica gel pha dao dugc 3 phan doan BAP-4A (100
mg), BAP-4B (500 mg) va BAP-4C (300 mg). BAP-4A phén lap trén cot
silica gel pha dao duoc chat sach BAP-6 (7 mg). BAP-4B tién hanh sic ky
trén cot silica gel pha dao dugc chat sach BAP-4 (10 mg) va BAP-4B1
(100 mg), BAP-4B2 (150 mg). Chat sach BAP-5 (7 mg) thu duoc bang
céch tién hanh sic ky 16p mong diéu ché phan doan BAP-4B1. Chat sach
BAP-31 (7 mg) thu duoc bang sic ky cot pha thuong tir phan doan BAP-
4B2 (150 mg). BAP-2C dugc phan lap trén cot sephadex LH-20 duoc chat
sach BAP-8 (40 mg). BAP-2G tién hanh sic ky trén cot silica gel pha dao
dugc 4 phan doan BAP-5A (150 mg), BAP-5B (200 mg), BAP-5C (200
mg) va BAP-5D (300 mg). BAP-5A tién hanh sic ky trén cot silica gel
pha dao dugc chat sach BAP-12 (8 mg). BAP-5D tién hanh sic ky trén cot
sephadex LH-20, duoc chat sach BAP-13 (15 mg). Cin chiét nudc (BAP-
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W = 80g) cho chay qua c¢t dianion HP-20, duogc 3 phan doan: BAP-6A (5
g), BAP-6B (15 g) va BAP-6C (20 g). Phan doan BAP-6A (5g) dugc phan
1ap trén cot silica gel pha dao dugc 3 phan doan la BAP-7A (1 g), BAP-7B
(300 mg) va BAP-7C (1 g). Phan doan BAP-7A tiép tuc sic ky trén cot
silica gel pha thudng, dugc chat sach BAP-16 (16 mg). Phan doan BAP-
7B duoc phén tach trén cot sephadex LH-20, dugc phan doan BAP-7B1
(30 mg). Chat sach BAP-20 (5 mg) thu dwoc bang cach tinh ché phan
doan BAP-7B1 trén ban mong diéu ché. Phan doan BAP-7C tién hanh sic
ky cot silica gel pha dao dugc phan doan BAP-7C1 (50 mg). Chét sach
BAP-18 (7 mg) thu dugc bang céach tinh ché phan doan BAP-7C1 trén ban
mong diéu ché. Phan doan BAP-6B (15 g) dugc phan tach trén cot sac ky
silica gel pha thuong, dugc 3 phan doan BAP-8A (1 g), BAP-8B (3 g) va
BAP-8C (5 g). BAP-8A tién hanh sic ky cot silica gel pha thuong dugc
phan doan BAP-8A1 (200 mg). BAP-8A1 tién hanh sic ky trén cot
sephadex LH-20, dwoc chét sach BAP-28 (7 mg). BAP-8B tién hanh sic
ky cot silica gel pha déo dugc phan doan BAP-8B1 (300 mg). Chat sach
BAP-29 (7 mg) thu duoc bang céch tinh ché phan doan BAP-8B1 trén cot
sephadex LH20. BAP-8C tién hanh sac ky cot silica gel pha thuong, duoc
phan doan BAP-8C1 (400 mg). BAP-8C1 tién hanh sic ky trén cot pha
dao, dugc chét sach BAP-30 (10 mg).
Chiét xudt va phén ldp cdc hop chit tiv phin ré

Mau ré Tién hac thao kho (3kg) duoc nghién nho, ngdm chiét
trong methanol (5 L x 3 lan, mdi lan 60 phut). Cat loai methanol thu
duoc 300 g can chiét. Can chiét duoc chiét lan lugt bang diclometan
va ethyl acetat (mdi loai 3 lan, mdi lan 2 lit). Loai dung mdi thu
duoc can diclometan BARD (60 g), ethyl acetat BARE (52 g) va 16p
nudc BARW. Cian chiét nuéc cho chay qua cot Dianion HP-20, duoc
4 phan doan: BARW1 (6 g), BARW2 (12 g), BARW3 (8 g) va
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BARW4 (15 g). Phan doan BARW?2 tién hanh sic ky cot silica gel
pha dao dugc 3 phan doan la BARW2A (3 g), BARW2B (2,5 g),
BARW2C (4,3 g). Phan doan BARW2B tiép tuc phan tach trén cot
sic ky silica gel pha thuong duoc 3 phan doan BARW3A (0,5 g),
BARWS3B (0,2 g) va BARW3C (1,2 g). Hop chat BAR1 (10 mg) thu
duoc sau khi tinh ché phan doan BARWS3A trén cot sac ky silica gel
pha dao. Hop chit BAR2 (8 mg) thu dugc khi tién hanh tinh ché
phan doan BARW3B trén c6t Shephadex LH-20. Phan doan
BARW2C duoc phan tach trén cot sic ky st dung silica gel pha
thuong, dugc 3 phan doan chinh 1a BARWA4A (0,9 g), BARW4B (1,1
g) va BARWA4C (1,3 g). Tinh ché BAR4WA4A trén cot sic ky pha
thuong duoc hop chat BAR3 (11 mg). Hop chat BAR4 (15 mg) thu
duoc khi cho phan doan BARWAC qua cot sic ky pha dao. Can phan
doan ethyl acetat dugc hoa tan bang methanol, b6 sung silica gel pha
thuong ti 18 1/1, tron déu rdi cit loai dung méi dén khd, phan tach
trén cot sic ky silica gel pha thuong, thu duoc 6 phan doan chinh la
BAREI1, BARE2, BARE3, BARE4, BARES, BARE6. Phan doan
BARE1 (5,2 g) tiép tuc dwoc phan tach thanh 3 phan doan,
BARE1A, BARE1B, BARELC trén cot sic ky silica gel pha thuong.
Phan doan BAREIA (1,2 g) duoc tinh ché trén cot sic ky sir dung
silica gel pha thuong thu duoc hop chat BAR7 (40 mg). Hop chat
BARY (19 mg) thu dugc sau khi tinh ché phan doan BARELC (0,9 g)
trén cot sic ky silica gel pha thuong. BARE3 (4,8 g) duoc tach 4
phan doan nhé bang cot sic ky silica gel pha dao BARE3A -
BARE3D. Tinh ché BARE3C (0,8 g) trén cot sic ky st dung silica
gel pha thuong, dugc hop chat BARG (30 mg). Dua trén két qua do
phd H-NMR va 3C-NMR cho thiy c6 4 hop chit phan 1ap dugc tir phan
trén mat dat tring véi 4 hop chat phan lap duoc tir phan ré cu thé 1a BARL
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tring voi BAP-2, BAR2 trung vai BAP-8, BAR3 trung véi BAP-28 va
BAR4 trung vai BAP-30.

Bing phuong phap sic ky cot tir phan trén mat dat da phan lap dugc
15 hop chat ky hiéu 1a BAP-1, BAP-2, BAP-4, BAP-5, BAP-6, BAP-8,
BAP-12, BAP-13, BAP-16, BAP-18, BAP-20, BAP-28, BAP-29, BAP-
30, BAP-31. Tir phan ré phan lap dugc 07 chét ky hiéu 1a BAR1, BAR2,
BAR3, BAR4, BAR6, BAR7, BARY, c6 4 chat tring v&i 4 chat da phan
1ap & phan trén mat dat (BAR1 = BAP-2, BAR2 = BAP-8, BAR3 = BAP-
28, BAR4 = BAP-30).
3.2.3. Xdc dinh céu triic héa hoc cdc chit phén lgp dwoc.

* Hop chit BAP-1 (Quercetin-3-O-#-D-galactopyranosid) : thu
duogc dang chat bot, mau vang. Phd 'H-NMR &y 7,66 (1H, dd, J = 1,5, 8,5
Hz), 7,53 (1H, brs) va 6,81 (1H, d, J = 8,5Hz); 6,38 (1H, s) va 6,18 (1H,
s); 5,36 (1H, d, J = 7,5 Hz). Trén phd 3C-NMR va DEPT xuét hién 21
tin hiéu carbon, bao gdm: 15 tin hiéu carbon dic trung cho mét hop chat
flavonoid dang quercetin (mot tin hiéu carbon carbonyl tai é¢c 177,4; 9 tin
hi€u carbon khong lién két truc tiép véi hydro; 5 tin hi€u carbon methin
va 6 tin hiéu dac trung cho mot don vi duong (mdt tin hi€u carbon
anomer tai 6c 101,8, 4 tin hiéu carbon oximethin va mot tin hiéu carbon
oxymethylen tai &¢ 60,1.

* Hop chit BAP-2 (=BAR-1) ((-)-Aromadendrin 3-O-f-D-
glucopyranosid): thu dugc dudi dang bot mau vang. Pho 'H-NMR : &4
7,34 (2H, d, J = 8,5 Hz) va 6,50 (2H, d, J = 8,5 Hz); 6+ 5,91 (2H, s) , dH
4,69 (1H, d, J = 7,5 Hz). Pho ®C-NMR va HSQC xéc dinh hop chat
BAP-2 ¢6 21 tin hi€u C vdéi 15 tin hiéu déc trung cho mot hop chét dang
flavonoid va 01 phan tir dudng. Bao gdm & ppm 83,4(C-2), 77,7(C-3),
196,4 (C-4), 165,5(C-5), 97,3(C-6), 169,2(C-7), 96,4(C-8), 164,1(C-
9), 102,3(C-10), 128,5(C-1"), 130,5(C-2"), 115,9(C-3"), 159,0(C-4",
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115,9(C-5"), 130,5(C-6"), 104,6(C-1"), 75,5(C-2"), 77,9(C-3"),
71,6(C-4""), 77,8(C-5"), 62,9(C-6"). Cau hinh tuyét dbi tai vi tri C2 va
C3 duoc x4c dinh 1a (2S, 3S) dua trén két qua phén tich phd ludng sic
tron (CD) cuia hop chat BAP-2 [CD (MeOH): [0]%(nm) - 2.816 (320), +
4.036 (292), + 2.983 (230), - 4.910 (215)] .

* Hop chat BAP-4 ( Naringenin-7-O-f-D-glucopyranosyd): Bot
v6 dinh hinh mau vang. Pho 'H-NMR : 1,4 tai 647,34 (2H, d, J = 8,5 Hz)
va 6,84 (2H, d, J = 8,5 Hz); 6n 6,21 (1H, s) va 6,23 (1H, s); o+ 5,00 (1H,
d, J = 75 Hz). Phé BC-NMR, 80,6(C-2), 44,1(C-3), 198,5(C-4),
164,6(C-5), 98,0(C-6), 167,0(C-7), 96,9(C-8), 164,6(C-9), 105,0(C-
10), 130,9(C-1"), 129,1(C-2', 6"), 116,4(C-3', 5"), 159,1(C-4"),
104,6(C-1"), 75,5(C-2"), 77,9(C-3"), 71,6(C-4"), 77,8(C-5"), 62,9(C-
6'").Tuong taic HMBC gilra 2 proton H-2'/H-6" (6n 7,34) vdi C-2 (8¢
83,4)/ C-4' (8¢ 159,1); gitra proton H-2 (6w 5,40) vdi C-3(6¢c 44,1)/ C-4
(6¢c 198,5)/ C-1" (8¢ 130,9)/C-2',C-6'(6¢c 129,1) va gilra proton anome
H-1" (81 5,00) v6i C-7 (8¢ 167,0) cho phép khing dinh day 1a mot hop
chét dang flavanon vé6i sy c6 mit cta phan tir dudng glucose tai vi tri
C-7.

* Hop chat BAP-5 (Leucosid): chit rin mau vang. Trén phd khéi
lwong xuat hién pic m/z 603,2 [M+Na]*, suy ra M = 580 tuong tng véi
cong thirc CasH2s015. Phd *H-NMR : 848,09 (2H, d, J = 8,5 Hz), 6,91
(1H, d, J = 8,5H2); 2 tin hiéu proton vong thom & 6,41 (1H, s) va 6,22
(1H, s); 2 proton anome 6w 5,46 (1H, d, J =75 Hz) va 4,77 (1H, d, J =
6,5 Hz).Phd ®°C-NMR: 158,5(C-2), 135,0(C-3), 179,6(C-4), 160,0(C-
5), 99,9(C-6), 162,2(C-7), 94,5(C-8), 158,5(C-9), 105,7(C-10),
122,8(C-1"), 132,3(C-2’, 6'), 116,2(C-3", 5'), 161,5(C-4"), 100,9(C-
1), 82,5(C-2"), 78,1(C-3"), 71,1(C-4"), 77,1(C-5"), 62,4(C-6"),
105,5(C-1""), 75,0(C-2'"), 78,4(C-3""), 71,0(C-4""), 66,7(C-5"")
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* Hop chit BAP-6 (Agrimopilosid A (Hop chit méi)): thu dugc
dudi dang chat bot, mau tring. Cong thic phan tir duoc xac dinh 1a
Ci6H2407,[M-H]" tai m/z 327,1453 trén pho khdi luong phan giai cao HR-
ESI-MS (tinh toan 1y thuyét cho cong thirc [C16Ha307]: 327,1444). Khéi
luong phan tir M = 328. Phd 'H-NMR : 816,45 (1H, t, J = 2,0 Hz), 6,41
(1H,t,J=2,0 Hz) va 6,33 (1H, t, J = 2,0 Hz). 5.1 4,86 (1H, d, J = 7,5 HZ);
84 1,20 (3H, d, J = 7,0 Hz) va 0,83 (1H, t, J = 7,0 Hz). Ph6 ®C-NMR
151,4(C-1), 107,9(C-2), 160,1(C-3), 102,5(C-4), 159,3(C-5),
109,2(C-6), 43,2(C-7), 32,0(C-8), 12,6(C-9), 22,3(C-10), 102,2(C-
1'), 74,9(C-2"), 78,1(C-3'), 71,4(C-4"), 78,1(C-5'), 62,5(C-6'), phd
HSQC cho phép xac dinh sy ¢c6 mat mot nhom sec-butyl. (6¢ 160,1 va
159,3) . Phé HMBC cho thiy ¢ sy twong tic ciia proton thudc nhom
methyl H-10 (84 1,20) v6i C-1(Sc 151,4)/ C-7 (5¢ 43,2)/ C-8 (5¢ 32,0); tir
proton H-7 (3u 2,49) t6i C-1 (3¢ 151,4)/ C-2 (5¢c 107,9)/ C-6 (5¢ 109,2).
H-2 (3w 6,45) va proton anome H-1' (8n 4,86) t6i C-3 (3¢ 160,1). Cau
hinh tuyét ddi cia hop chat BAP-6 dugc xac dinh 1a 7R dwa vao phan tich
s6 liéu phd CD trén ca 2 dai phé CD am (negative CD bands) tai By va
1L, (B192= -1,84 VA 008 = -0,87). i chiéu véi céc tai liéu di cong bd, xac
dinh day 1a hop chat méi, dé nghi dat tén 1a Agrimopilosid A.

* Hop chat BAP-8 = (BAR?2) (2S, 3S-(-)-glucodistylin): Chét bot
mau vang. Trén phd 'H-NMR : 84 5,91 (2H, s), 6,78 (1H, d, J = 8,0 Hz),
6,82 (1H, d, J = 8,0 Hz) va 6,99 (1H, s); dx 4,69 (1H, d, J = 8,0 Hz) . Phd
BBC-NMR 83,4(C-2), 77,8(C-3), 196,1(C-4), 165,5(C-5), 96,4(C-6),
169,1(C-7), 97,4(C-8), 164,0(C-9), 102,3(C-10), 128,9(C-1"),
116,3(C-2"), 145,9(C-3'), 146,9(C-4), 116,0(C-5"), 121,2(C-6"),
104,6(C-1"), 75,4(C-2"), 77,8(C-3"), 71,4(C-4"), 77,8(C-5"),
62,8(C-6").

* Hop chiat BAP-12 (Isolariciresinol-3a-O--D-glucopyranosid):
chat bot mau tring. Phd *H-NMR : 81 6,80 (1H, d, J = 2,0 Hz), 6,76 (1H, d,

J =8,0 Hz) va 6,66 (1H, dd, J = 2,0, 8.0 Hz); 6n 6,67 (1H, s) va 6,20 (1H,
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s); & 4,14 (1H, d, J = 7.5 Hz) va i 84 3,83 (3H, s) va 3,20 (3H, s). Ph6 *C-
NMR 33,9(C-1), 39,6(C-2), 65,3(C-2a), 46,0(C-3), 69,6(C-3a), 47,9(C-4),
117,4(C-5), 145,2(C-6), 147,2(C-7), 112,5(C-8), 129,2(C-9), 134,4(C-10),
138,7(C-1'), 114,4(C-2"), 148,9(C-3), 145,9(C-4"), 116,1(C-5"), 123,2(C-
6), 105,2(C-1""), 75,2(C-2""), 78,2(C-3"), 71,7(C-4"), 77,9(C-5"), 62,8(C-
6""), 56,4(C-7-OCHs), 56,5(C-3"-OCHj).

* Hop chat BAP-13 (Agrimopilosid B (hop chit méi)): chat bot,
mau tring. Cong thirc phéan tir cia BAP-13 dugc xac dinh 1a C1sH2,07 bai
su xuat hién ctia pic ion gia phan tir [M-H]" tai m/z 313,1298 trén pho
khéi lwong phan giai cao HR-ESI-MS (tinh toan 1y thuyét cho cong thirc
[CisH2107]": 313,1287). M = 313. Trén phd H-NMR cua hop chat BAP-
13 xudt hién tin hiéu cua 3 proton vong thom thé 1,3,5 tai dx 6,37 (1H, t,
J=20Hz), 641 (1H, t, J = 2,0 Hz), va 6,50 (1H, t, J = 2,0 Hz); mot
proton anomer &y 4,86 (1H, d, J = 7,5 Hz); 6 proton thuc nhom CHs dn
1,21 (6H, d, J = 7,0 Hz). Phé BC-NMR 152,6(C-1), 107,3(C-2),
160,1(C-3), 102,5(C-4), 159,3(C-5), 108,6(C-6), 35,5(C-7), 24,2(C-
8), 24,3(C-9), -(C-10), 102,2(C-1"), 74,9(C-2"), 78,1(C-3"), 71,4(C-
4'), 78,1(C-5"), 62,5(C-6"). Pdi chiéu véi cac tai liéu xac dinh day 1a
mot hop chit méi, dé nghi dat tén 1a Agrimopilosid B.

* Hop chiat BAP-16 (Vanilic acid-4-O-g-D-glucopyranosid):
chat dang dau, khong mau. Trén phd khdi luong xut hién pic m/z 353 [M
+ Na]*, suy ra M = 330 tuwong ung voi cong thitc C14H180s.

Trén phd *H-NMR xuét hién 3 proton thom: 847,64 (1H, s), 7,20
(1H, d, J = 8,5 Hz), 7,63 (1H, d, J = 8,5 Hz); 515,02 (1H, d, J = 7,5 Hz)
va 3 proton ctia nhém methoxy &u 3,91 s. Phé ®C-NMR 128,8(C-1),
114,5(C-2), 150,1(C-3), 151,2(C-4), 116,4(C-5), 124,5(C-6),
171,0(C-7), 102,1(C-1"), 74,8(C-2"), 77,8(C-3"), 71,3(C-4"), 78,2(C-
5%, 62,4(C-6"), 56,7(C-3-OCHa).
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* Hop chit BAP-18 (Vanillolosid): chit dang dau, khong mau.
Trén phd khdi lugng xuat hién pic m/z 339 [M + Na]*, suy ra M = 316
tuong mg voi cong thitc C14Hz00s. Phd *H-NMR xuit hién cac tin hiéu
ctia vong thom thé 1,3,4 tai 847,04 (1H, d, J = 2,0 Hz), 7,15 (1H, d, J =
8,0 Hz) va 6,90 (1H, dd, J = 2,0, 8,0 Hz, H-6); 01 proton anomer 4,89
(1H, d, J = 7,5 Hz) ,01 nhém methoxy dn 3,89 (3H, s) va 2 proton
oxymetylen & 8x 4,56 (2H, brs). Phd 3C-NMR 137,8(C-1), 112,7(C-2),
150,9(C-3), 147,3(C-4), 118,0(C-5), 120,7(C-6), 65,0(C-7), 103,0(C-
1, 74,9(C-2"), 77,9(C-3"), 71,4(C-4"), 78,2(C-5"), 62,5(C-6"),
56,7(C-3-OCHj3),

* Hop chiat BAP-20 (Adenosin): dang bot vo dinh hinh, mau
trang. Két qua phan tich phd *H, *C-NMR, DEPT, HMBC va HSQC cho
thdy day 1a hop chat dang amino acid ¢ chira phan tir dwong. Trén phd
13C va DEPT xuét hién 10 tin hiéu carbon véi 3 tin hiéu carbon bac 4, 5
tin hiéu carbon methin v&i 2 tin hiéu carbon olefin ctia nbi d6i va mét tin
hiéu carbon oximethylen. Phd 3C-NMR: -(C-1), 152.3(C-2), -(C-3),
149.0(C-4), 119.3(C-5), 156.1(C-6), -(C-7), 139.9(C-8), 87.9(C-1°),
73.4(C-2’), 70.6(C-3"), 85.8(C-4’), 61.6(C-5"), (C-2’-OH).

* Hop chiat BAP-28 = (BAR3) (Quercetin): chat bt mau vang.
Trén phd 'H-NMR xuét hién tin hiéu 5 proton vong thom thudc 2 hé
tuong tac spin-spin ABX [tai 6n 7,42 (1H, d, J = 2,0 HZz), 8+ 6,88 (1H, d,
J=8,5Hz) vadn 7,64 (1H, dd, J =8,5; 2,0 Hz)] va AX tai [o+ 6,18 (1H,
d, J = 2,0 Hz) va 84 6,38 (1H, d, J = 2,0 Hz)] . Ph6 *C-NMR 147,9(C-
2), 137,2(C-3), 177,3(C-4), 162,4(C-5), 99,2(C-6), 165,5(C-7),
94,4(C-8), 158,2(C-9), 104,5(C-10), 124,1(C-1"), 116,0(C-2",
146,2(C-3"), 148,7(C-4"), 116,2(C-5"), 121,7(C-6").

* Hop chit BAP-29 (Kaempferol): chit bot mau vang. Trén phd
IH-NMR cua BAP-29 xuét hién tin hiéu 6 proton vong thom tai o 6,20
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(1H, brs), &+ 6,40 (1H, brs), 6,92 (2H, d, J = 8,5 Hz), 8,08 (2H, d, J = 8,5
Hz). Bén canh do, trén ph *C-NMR va DEPT xuét hién tin hiéu cua 15
carbon, trong d6 c6 6 carbon methin va 9 carbon khong lién két truc tiép
v6i hydro. Phd BC-NMR 148,1(C-2), 137,1(C-3), 177,3(C-4),
162,4(C-5), 99,3(C-6), 165,5(C-7), 94,5(C-8), 158,2(C-9), 104,5(C-
10), 123,7(C-1"), 130,7(C-2"), 116,3(C-3"), 160,5(C-4"), 116,3(C-5"),
130,7(C-6").

* Hop chiat BAP-30 = (BAR4) (Rutin): chat bot mau vang. Trén
phd 'H-NMR ciia BAP-30 ¢6 5 proton vong thom &y 7,69 (1H, brs), 7,65
(1H, brd, J = 8,5 Hz), 6,89 (1H, d, J = 8,5 Hz), 6,42 (1H, brs), 6,23 (1H,
brs); 2 proton anomer 6 5,12 (1H, d, J = 7,5 Hz) va 4,54 (1H, brs); mot
nhém methyl 1,14 (3H, d, J = 6,0 Hz). Phé *C-NMR: 158,5(C-2),
135,6(C-3), 179,4(C-4), 163,0(C-5), 99,9(C-6), 166,0(C-7), 94,9(C-
8), 159,4(C-9), 105,6(C-10), 123,1(C-1"), 117,7(C-2"), 145,8(C-3"),
149,8(C-4"), 116,1(C-5"), 123,6(C-6'), 104,7(C-1"), 75,7(C-2"),
78,2(C-3"), 71,4(C-4"), 77,2(C-5"), 68,6(C-6"), 102,4(C-1'"),
72,3(C-2""), 72,1(C-3"), 73,9(C-4""), 69,7(C-5""), 17,9(C-6"").

* Hop chit BAP-31 ( (+)-Catechin): dang tinh thé, mau vang. Pho
IH-NMR xuit hién tin hiéu ciia 5 proton vong thom, &y 5,94 (1H, d, J =
2,5 Hz, H-6), 5,87 (1H, d, J = 2,5 Hz, H-8) va 3 proton thuc vong thom
thé 1,3,4 tai 84 6,85 (1H, d, J = 2,0 Hz, H-2), 6,78 (1H, d, J = 8,0 Hz, H-
5", 6,73 (1H, dd, J = 2,0, 8,0 Hz, H-6'). 01 nhém methin 64 4,58 (1H, d,
J =75 Hz, H-2 va 2 proton nhém methylen 2,53 (1H, dd, J = 8,0, 16,0
Hz), 2,87 (1H, dd, J = 5,0, 16,0 Hz). Pho *C-NMR 82,9(C-2), 68,8(C-
3), 28,5(C-4), 157,8(C-5), 96,3(C-6), 157,6(C-7), 95,5(C-8),
155,9(C-9), 100,8(C-10), 132,2(C-1"), 115,3(C-2"), 146,3(C-3'),
146,3(C-4"), 116,1(C-5"), 120,0(C-6").
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* Hop chit BAR7 (Agrimonolid) : Hop chat BAR7 thu dugc dudi
dang bot, mau vang. Phd *H-NMR cua BAR7 xuit hién tin hiéu ABX tai
n 6,23 (1H, d, J = 1,5 Hz, H-5); 6,19 (1H, d, J = 2,0 Hz, H-7); va mdt hé
A:B; tai 646,85 (2H, d, J = 8,5 Hz, H-3' va H-5"); 7,15 (2H, d, J = 8,5 Hz,
H-2' va H-6") . 01 nhém methoxy, 3,71 (3H, s, OCHs). Pho 3C-NMR
169,3(C-1), 78,1(C-3), 32,1(C-4), 106,8(C-5), 164,5(C-6), 100,9(C-
7), 163,4(C-8), 100,2(C-9), 142,2(C-10), 36,0(C-1"), 29,5(C-2"),
132,9(C-1'), 129,2(C-2"), 113,8(C-3"), 157,5(C-4"), 113,8(C-5),
129,2(C-6"), 54,9(C-4'-OMe).

* Hop chit BAR6 (Agrimonolid-6-O-f-D-glucopyranosid): thu
dugc dudi dang bot vo dinh hinh, khong mau. 'H-NMR xuét hién mot
tin hiéu dang ABX, 01 hé A;B; o1 6,49 (2H, s, H-5 va H-7); 64 6,85
(2H, d, J = 8,5 Hz, H-3' va H-5"); 7,16 (2H, d, J = 8,5 Hz, H-2' va H-6";
01 proton anomer 4,97 (1H, d, J = 7.0 Hz), 3,71 (3H, s, OCHs). Ph6 3C-
NMR va DEPT 169,1(C-1), 78,4(C-3), 32,1(C-4), 107,2(C-5),
163,2(C-6), 101,7(C-7), 163,0(C-8), 102,5(C-9), 142,0(C-10),
35,9(C-1"), 29,5(C-2"), 132,8(C-1), 129,2(C-2"), 113,8(C-3"),
157,5(C-4), 113,8(C-5"), 129,2(C-6"), 55,0(C-4'-OMe), 99,7(C-Glc-
1), 73,1(C-Glc-2), 76,4(C-Glc-3), 69,5(C-Glc-4), 77,1(C-Glc-5),
60,6(C-Glc-6).

*Hop chit BAR9 (18, 2a, 38,19a-tetrahydroxyurs-12-en-28-oic
acid): thu dugc dudi dang bot, mau tring. Phd *H-NMR cho 7 tin higu
methyl 0,79, 0,83, 1,02, 1,22, 1,28 va 1,01 va 0,95 (3H, d, J = 6,5 Hz).
Phé *C-NMR 83,8(C-1), 73,6(C-2), 80,1(C-3), 39,0(C-4), 52,8(C-5),
18,1(C-6), 33,0(C-7), 41,3(C-8), 48,2(C-9), 43,0(C-10), 28,4(C-11),
130,2(C-12), 137,3(C-13), 40,6(C-14), 27,2(C-15), 26,2(C-16),
47,7(C-17), 53,3(C-18), 73,2(C-19), 41,3(C-20), 25,7(C-21), 37,8(C-
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22), 28,6(C-23), 16,6(C-24), 12,6(C-25), 16,9(C-26), 24,5(C-27),
nd(C-28), 27,2(C-29), 16,2(C-30), (C-COOMe).
Bang tong hop cong thirc 18 chét phén lap dwoc tir Tién hac thao

Hop chat BAP-1: Hop chat BAP-5:
Quercetin-3-0-4-D- Leucosid

galactopyranosid

HO " on
HO

Hop chit BAP-2 = BAR1
(-)-Aromadendrin-3-0-4-D-
glucopyranosid

Hop chat BAP-4
Naringenin-7-O-$-D-
glucopyranosid

Hop chit BAP-6: Hop chiat BAP-8 = BAR2

Agrimopilosid A 25, 3S-(-)-Glucodistylin
(Hop chat moi)
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Hop chat BAP-12
Isolariciresinol-3a-0O-4-D-
glucopyranosid

Hop chat BAP-13
Agrimopilosid B
(Hop chat méi)

HO

Hop chat BAP-16:
Vanilic acid-4-O-$-D-
glucopyranosid

4 © ™OH

HOyo—~

Hop chat BAP-18:
Vanillolosid

Hop chat BAP-20:
Adenosin

Hop chiat BAP-28 = BAR3
Quercetin
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Hop chat BAP-29:

Kaempferol

Hop chat BAP-30 = BAR4

Quercetin-3-O-rutinosid

Hop chat BAP-31
(+)-Catechin

Hop chat BAR6
Agrimonolid-6-O-4-D-
glucopyranosid

Hop chat BAR7

Agrimonolid

Hop chat BARY
15, 2a, 35,19 a-tetrahydroxyurs-

12-en-28-oic acid
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3.3. Két qua nghién ciru vé dc tinh va tac dung sinh hoc
3.3.1. Pjc tinh cip theo dwong udng ciia cao long phin trén mat dit
CL1 va cao long phan ré CL2

O 16 thir chudt nhét tring da udng cao long ¢ muc lidu thap nhat
tuong duong 75,0g/kg thé trong dén lidu cao nhat trong dwong 345,0g/kg
thé trong dé danh gia doc tinh cip cua Tién hac thao nhung khong c6
chuot nao chét, khong xuét hién triéu ching bét thuong nao, do dé chua
tim thy LDso.
3.3.2. Vé djc tinh bdn truong dién

Két qua nghién ctru cho thiy & cac muc liéu di ding, cac cao 1ong
CL1 va CL2 duoc cho tho udng lién tuc trong 8 tuan khong gy anh
hudng 1én tinh trang chung va sy phat trién thé trong cua tho; khong anh
huong cac song dién tim ¢ dao trinh DII ciia tho; khong lam thay ddi cac
chi s6 huyét hoc (hdng ciu, huyét sic t6, hematocrit, thé tich trung
binh hf”)ng cau, bach cdu, tiéu cﬁu) va cac chi tiéu sinh héa danh gia
chirc nang gan, than (hoat d6 cac enzym AST, ALT trong mau,
Albumin huyét twong, Cholesterol toan phan trong méau, Glucose
mau, Creatinin mau); khong giy ton thuong mo bénh hoc gan, lach,
than. Céac két qua nay cho théy duoc liéu Tién hac thao khong co ddc
tinh ban truong dién, chimg to duge lidu c6 tinh an toan cao khi sir
dung & cac mirc liéu va thoi gian thir nghiém dai ngay.
3.3.3. Tdc dung chéng viém

* Trén mo hinh gay phu ban chan chudt
L6 ding cao 1ong CL1, CL2 liu cao (4,2g/kg thé trong) c6 tac dung tic
ché phu ban chan chudt twong dwong véi 16 ding Diclofenac liéu
15mg/kg thé trong (p < 0,05) (bang 3.35).

* Trén md hinh gay u hat bang amiant
Cao 16ng phan trén mat dit (CL1) va cao 1ong phan ré (CL2) cua Tién
hac thao lidu 2,1g/kg va 4,2g/kg thé trong chudt déu co tac dung lam
giam khdi lwong u hat 13 rét so v6i nhom ching ( p <0,05). O liéu cao
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CL1 va CL2 déu co tac dung chéng viém man twong duong voi
diclofenac 15mg/kg thé trong chudt (bang 3.36).
3.3.4. Tac dung giam dau

* Trén md hinh gy phu viém chan chudt bang carrageenin ciing
cho két qua véi lidu 2,1g/kg thé trong chudt va 4,2g/kg thé trong chudt
cao 1ong phan trén mat dat (CL1) va cao long phan ré (CL2) déu co tac
dung giam dau, lam tang ngudng dau (p<0,05) so voi 16 chung bénh 1y,
tac dung giam dau tuong duong véi diclofenac lidu 15mg/kg thé trong
chudt (bang 3.37).

* Vi phuong phap Koster, gy dau bang acid acetic
Cao 16ng phan trén mat dat (CL1) va cao long phan r& (CL2) véi mic
lidu 3,6g duoc licu/kg va 7,2g duoc lidu/kg thé trong chudt déu lam giam
s6 con dau quin & chudt nhit so voi 16 chimg bénh 1y c6 y nghia thong ké
(p<0,01) va co6 tac dung giam dau trén md hinh giy dau quan tuong
duong voi diclofenac liéu 20mg/kg thé trong chudt (bang 3.38).

* V6i phuong phap mam nong
Cao 16ng phan trén mat dat (CL1) va cao long phan ré (CL2) véi lidu 3,6g
duoc lieu/kg thé trong chudt va lidu 7,2g duoc liéu/kg thé trong chuot déu
c6 thoi gian dap Gmg dau cua chudt dai hon c6 y nghia théng ké so vai 16
chimg bénh 1y (p<0,05) (bang 3.37). Nhu vay , cao long Tién hac thao
CL1 va CL2 ¢ ca 2 mirc lidu déu thé hién tac dung giam dau trén mé hinh
gdy dau boi mam noéng (bang 3.39).
3.3.5. Tdc dung bdo vé gan, chéng oxy héa

* Bdo vé gan:
Khi cho chudt udng cao 16ng phan trén mit dit (CL1) va cao 1ong phan ré
(CL2) Tién hac thao liéu 3,6g/kg va liéu 7,2g/kg lién tuc trong 7 ngay
trude khi gay doc da han ché hoat dd AST va ALT mdt cach rd rét, co y
nghia thong ké (p<0,01) va c6 tac dung bao vé té bao gan tuwong duong
silymarin liéu 67mg/kg/24h (bang 3.40).
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O cac 16 gay doc gan ¢6 dang CL1, CL2 ¢ 2 muc lidu 3,6g/kg thé trong
chudt va 7,2g/kg thé trong chudt déu giam, sy khac biét so véi 16 ching
sinh hoc ¢6 ¥ nghia théng ké véi p<0,01, va twong dwong véi 16 ding
silymarin liéu 67mg/kg (bang 3.41).

* Chong oxy héa: nghién ctru da cho thay ham lugng MDA gan
chudt & cac 16 gay doc bang CCly c6 dung thude silymarin va CL1, CL2 &
2 murc liéu 3,6g/kg thé trong chudt va 7,2g/kg thé trong chudt déu giam
so voi 16 chimg gy doc, su khac biét co ¥ nghia théng ké (p<0,01), tac
dung chéng oxy hoa twong duong silymarin lidu 67mg/kg.

3.3.6. Vé tic dung irc ché sinh NO va gdy djc té bao ciia cdc chit sach
chiét xudt tiv Tién hac théo.

09 chit sach chiét xuat tir Tién hac thao duoc khao sét hoat tinh @c
ché sinh NO va hoat tinh gy doc té bao ung thu (Ung thu gan HepG2,
ung thu vi MCF-7, ung thu phdi SK-LU-1). Két qua cho thay, chi c6
mau BAP-4 (Naringenin-7-O-4-D-glucopyranosid) thé hién hoat tinh wc
ché sinh NO ¢ mirc yéu vaéi gia tri ICso = 91,07 pg/ml,cac mau con lai
chua thé hién hoat tinh & cac nong d6 nghién ciru. Véi tac dung gay doc
té bao ung thu (HepG2, MCF-7,SK-LU-1), cAc miu nghién ctru chua thé
hién hoat tinh & cac nong d6 nghién ciru (0,8pg/ml, 4ug/ml, 20pg/ml va
100ug/ml).

Chwong 4: BAN LUAN

Da c6 mot s6 v kién ban luan vé gia tri khoa hoc va y nghia thuc
tién vé két qua caa Luan an.
KET LUAN
1. V@& thue vat

- D3 mo ta chi tiét c6 day du anh chup kém theo vé& dic diém hinh
thai thuc vat xac dinh dugc tén khoa hoc cua loai Tién hac thao nghién
cru thu hai & huyén Tring Khanh, Cao Bang la: Agrimonia pilosa
Ledeb.var. pilosa thugc ho Rosaceae .
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- P xac dinh cac ddc diém vi phau va dic diém bot dugce liéu gop
phan tiéu chuan héa dugc lidu.
2. Vé thanh phan héa hoc

- Pi phén 1ap va xac dinh ciu triic héa hoc 15 hop chét tir phan trén
mit dat va 07 hop chét tir 1 trong d6 co 4 chét tring voi phan trén mat
dat loai Agrimonia pilosa Ledeb. var. pilosa.

* Trong 18 hop chat da phan 1ap co6 : 2 hop chat méi la
agrimopilosid A (BAP-6) va Agrimopilosid B (BAP-13); 7 hop chit lan
dau tién cong bd phan lap tir chi Agrimonia la: Naringenin-7-O--D-
glucopyranosid (BAP-4), Leucosid (BAP-5), 2S, 3S-(-)-Glucodistylin
(BAP-8 = BAR2), Isolariciresinol-3a-O-f-D-glucopyranosid (BAP-12),
Vanilic acid-4-O-$-D-glucopyranosid (BAP-16), Vanillolosid (BAP-18);
Adenosin (BAP-20) va 01 hop chit lan dau tién duoc phan 1ap tir loai A.
pilosa la Quercetin-3-O-8-D-galactopyranosid (BAP-1).08 hop chét di
dugc cong bd phan 1ap tir Agrimonia pilosa Ledeb la (-)-aromadendrin 3-
O-p-D-glucopyranosid (BAP-2 = BARL1), quercetin (BAP28 = BAR3),
kaempferol (BAP29), quercetin-3-O-rutinosid (BAP30 = BAR4), (+)-
catechin  (BAP31); agrimonolid-6-O-4-D-glucopyranosid  (BARS),
agrimonolid (BAR7) va 18, 2«, 3,19a-tetrahydroxyurs-12-en-28-oic
acid (BAR9).

Két qua nghién ctru vé thanh phan héa hoc da gop phan lam
phong phua thém tri thirc vé hoa thuc vét cia chi Agrimonia L. ndi
chung va loai Agrimonia pilosa Ledeb.var.pilosa néi riéng.

3. V& djc tinh va tic dung sinh hoc.

* Pjc tinh: Cao 16ng phan trén mat dat (CL1) cho chudt udng

tdi da 360g dugc liéu/kg va cao 16ng phin ré (CL2) liéu 345g/kg déu

khoéng quan sat théy hién tuong ngd ddc va khong c6 chudt nao chét
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sau 72 gio theo ddi. Khong xac dinh duoc liéu LDso.

* Pjc tinh bdn trwong dién : Cao long Tién hac thao (CL1 va
CL2) khéng thé hién doc tinh ban truong dién trén mo hinh thir nghiém
o tho.

* Chéng viém: Cic cao 10ng phan trén mat dat CL1 va cao long
phan ré CL2 cua Tién hac thao véi cac murc lidu 2,1 va 4,2g/kg/ngay
trén chudt déu thé hién rd tic dung chéng viém cap trén mé hinh gy
phul chan chudt bang Carrageenin va tac dung chéng viém man trén mo
hinh gay u hat.

* Tac dung gidm dau : Cao long CL1 va CL2 cta Tién hac thao
déu c6 tac dung giam dau trén td chirc viém, trén md hinh gy dau quin
va trén phién nong & chudt nhit trang vai lidu thir nghiém.

* Chong oxy héa, bio vé gan: Cic cao long phan trén mat dat
(CL1) va cao long phan r& (CL2) cta Tién hac thao véi cac muc lidu 3,6¢
va 7,2g/kg/ngay trén chudt nhét tring déu thé hién rd tic dung chdng oxy
hoa (1am giam MDA gan va phuc héi GSH gan) va bao vé gan (lam giam
AST, ALT, giam trong lugng tuong ddi cua gan, giam ton thuong mod
bénh gan so vdi 16 chung gay doc).

* Tac dung trc ché sinh NO va gy doc té bao ciia 9 chét sach

Hop chat Naringenin-7-O-8-D-glucopyranosid (BAP24) thé hién
hoat tinh trc ché sinh NO & murc yéu véi gié tri ICso = 91,07 pg/ml. Con 8
chat khac chwa thé hién hoat tinh trc ché NO & cac nong do nghién ctru.

09 chét sach chua thé hién hoat tinh gdy doc 3 dong té bao ung thu
(HepG2, MCF-7, SK-LU-1) ¢ cac nong do nghién ctu (0,8ug/ml,
4ug/ml, 20pg/ml va 100ug/ml).

KIEN NGHI
- Can nghién cttu dang bao ché thich hop tir Tién hac thao dé danh
gié thc dung trén 1am sang theo hudng chdng viém, giam dau.
-Can nghién ciu xay dung quy trinh nhan gidng va trdng, thu hai, so
ché, bao quan theo GACP dé c6 nguyén liéu chét luong cao, 6n dinh phuc
vu cho san xuét thuéc.



