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Tur khda

Co cut lon (Ageratum conyzoides (L.) Asteraceae), 1a mot duoc liéu dugce dan gian st dung phé
bién dé chira bénh viém xoang. Trong sb cac thanh phan hoéa hoc da duoc cong bd cua Co cut
lon, nhém hoat chét flavonoid 12 nhém thé hién hoat tinh khang viém déng ké. Dé tai dwoc tién
hanh nham muc dich cung cip co s hda thuc vat cho viéc sir dung Co ctt lon trong diéu trj viém
xoang mili. Bot duoc liéu dwoc ngdm kiét voi ethanol 96%. Dich chiét ethanol toan phan dwoc
phan chia thanh ba phan doan bang céch lic phan b véi ether dau hoa 30 — 60°C (PE),
dicloromethan (DCM) va ethyl aceat (EA). Cac phan doan duoc dinh tinh bang thudc thir
flavonoid va phan tich bang sic ky cot dé tim flavonoid tinh khiét. Cac chat dugc nhan dang so
bo trén TLC va phan tich bang phé UV-Vis va MS. Két qua cho thdy flavonoid ton tai trong ca
ba phan doan, trong d6 phan doan PE va DCM chura cac flavonoid da methoxy hoa; phan 1ap
duoc bén flavonoid AC1, AC2, AC7 va ACS8, so bo xac dinh dugc AC7 1a mot trimethoxyflavon
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va AC8 la mot tetramethoxyflavon..
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1. Dit van dé

Viém xoang miii 12 mot bénh phd bién va dang 13 mot thach
thirc 16n trong viéc chiam soc stc khoe & nhidu qudc gia.
Theo s6 liéu nghién ctru méi day, ¢ cac nudc Bic My va
Chau Au, bénh viém miii xoang chiém tir 4,5 dén 12% dan
s6 truong thanh. Khong ké dén cac chi phi y té, chi tinh riéng
chi phi ton that gian tiép vi giam ning suat lao dong do mic
bénh viém mili xoang & My 1a 12,8 ty USD trong nam 2016
[1]. O Viét Nam chua c6 théng ké 13 rang vé bénh nay nhung
v6i da tang truong kinh té va cuong do lam viée cang thang
nhu hién nay, nguy co mic bénh viém miii xoang ngay cang
gia tang.

Co ctt lon (CCL) Ageratum conyzoides (L.) Asteraceae, 1a
mot duoc li€u duge st dung phé bién tir 14u dé chita nhiéu
bénh, dic biét 1a viém xoang, mdt loai bénh man tinh kho
diéu tri dut diém bang cac phuong phap Tay y. Loai nay ¢
ngudn gbc & Trung My va ving Caribbean, phan bd tir viing
d6ng nam Bic My dén Trung My. O chau A, cdy moc kha
phd bién & ving nam Trung Quéc, Lao, Campuchia, Thai
Lan, An D6 va mot sé noi khac. O Viét Nam, CCL duoc xem
12 loai c6 dai quen thudc, phan bd khip noi tir ving ndi cao
trén 1500 m dén cac tinh ving trung du va ca & ddng bang.
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Trit lwong CCL ¢ Viét Nam v6 cung phong phu, wéc tinh co
thé khai thac hang ngan tAn mot nam [2,3,4].

Trong sé cac thanh phan hoa hoc di dugc cong bd cia Co
ctrt lon, nhém hoat chit flavonoid 12 nhom thé hién hoat tinh
khang viém dang ké. Tac dung chdng viém rd rét dbi véi giai
doan cép tinh va ban cdp tinh cua phan ng viém thyc
nghiém. CCL c¢6 tac dung giam phil né thuc nghiém chan
chudt, giam ri dich mang phdi va giam u hat thyc nghiém
trén chudt cong tring[5]. Ngoai ra, flavonoid con cé céc tac
dung khac nhu chéng oxy hoa, cai thién tudn hoan, giai doc
gan, khang khuéan, ha duong huyét...[6] CCL rat giau cac
flavonoid da methoxy hoa, co khoang 21 flavonoid loai nay
da dugc cong bd, vi du: ageconyflavon A (5,6,7-trimethoxy-
3’ 4'-methylenedioxyflavon), ageconyflavon B (5,6,7,3'-
tetramethoxy-4’-hydroxyflavon), ageconyflavon C
(5,6,7,3',5"-pentamethoxy-4'-hydroxyflavon). Ngoai ra con
c6 cac flavonoid khac nhu: 5'-methoxynobiletin,
linderoflavon B, hexamethoxyflavon,  eupalestin,
nobiletin... Cac polyhydroxyflavon: scutellarein-5, 6, 7, 4'-
tetrahydroxyflavon, quercetin, quercetin-3-
rhamanopiranosid, kaempferol, kaempferol-3-
rhamnopiranosid va kaempferol-3,7-diglucopiranosid[5].
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2. Vit liéu va phuong phap nghién ctru

2.1 Vatli¢u

CCL twoi dugc thu hai & Puc Hoa, Long An (10-2016). Mau
dugc xac dinh boi Tién s Bui My Linh — B mén Dugc liéu,
Dai hoc Y Dugc Tp.HCM. Mau tuoi duge loai bo ré, phoi
am can dén kho, cit khuc khoang 5cm, xay thanh bot tho
ding dé nghién ctru héa hoc (thir tinh khiét, phan tich so b
thanh phan hoa thuc vat, chiét xuét, phan lap cac hop chat).
Ethanol 96% coéng nghiép, ether dau hoa (30-60°C),
dichloromethan, ethyl acetat, n-hexan, ether ethylic,
methanol, aceton, ... loai AR do Trung Quéc san xuét. Céc
thudc thir déu thudc loai tinh khiét phan tich.

Trang thiét bi nghién ctru gdm c6 binh ngdm kiét, may c6
quay Rotavapor R-210 (Buchii) kém b sinh han ty dong
RW-2025G, tu sdy, bép cach thuy (Memmert), can phan tich
BP 2218, can xac dinh d6 4&m MA 45 (Sartorius), dén UV 2
budce song 254nm, 365 nm (Vilber Lourmat CN — 15 — LC);
ban mong silica gel F254 trang sn trén nén nhom (Merck),
silica gel ¢& hat vira @ 0,03-0,063mm va ¢ hat min @ 0,015-
0,04mm cuia Merck, phéu loc thity tinh xép, binh sic ky, cot
sic ky bang thuy tinh cing cac dung cu thong dung khac
trong phong thi nghiém.

2.2 Phuong phéap nghién ciru

2.2.1 Phan tich so bo thanh phan hoa thuc vat

Chiét tach nguyén liéu thanh cac phan doan theo d phén cuc
tang dan véi cac dung moi: ether ethylic, ethanol va nudc.
Thyc hién trén 15g duoc liéu, chiét phén doan thu dugc 50ml
dich ether, 50ml dich chiét ethanol, 50ml dich chiét nuéc.
Xac dinh cac nhém hoat chat trong timg dich chiét bang cac
phan tng hoa hoc dac trung.

2.2.2 Chiét xuit va tach phan doan

Bang 1. Két qua phan tich so bd thanh phin héa hoc ¢é cit lon

Chiét xuat dugc liéu bang phuong phap ngim kiét voi dung
mbi 14 cdn 96%. Dich chiét dugc xac dinh so bo thanh phin
bang sic ky 16p mong (TLC), xac dinh tap, loai tap va lic
phan doan véi cac dung méi c6 d6 phan cuc ting dan dé chia
thanh cc phan doan chit c6 thanh phan don gian hon phuc
vu cho qua trinh khao sat thanh phan hoa hoc. Theo ddi qua
trinh chiét tach phan doan bang phan ung sic ky 16p mong,
tim phan doan giau flavonoid.

2.2.3 Phan tich cac phan doan

Duya trén tinh chat hip phu khac nhau ciia cac ciu tir trong
hén hop can tach véi chat hap phu (pha tinh), dung dung moi
thich hop (pha dong) chay qua pha tinh dé giai hip phu, tir
d6 tach ra timg phan cac ciu tir trong hdn hop. Sic ky 16p
mong duge sir ding dé do tim hé dung méi cho sic ky cot va
kiém tra cac phan doan ciing nhu cac chat tinh khiét, cac vét
dugc phat hién bang anh sang thuong, UV 365nm, UV
254nm, thudc thir Vanilin — sulfuric (V-S) sdy hién mau ¢
110°C. Sic ky cot duge ding dé tach hdn hop phirc tap thanh
cac phan don gian hon phuc vu cho tinh ché chat tinh khiét.
Céc chét tinh khiét dugc do phd UV dé tim cac chit cho phd
dic trung cta flavonoid va phan tich khéi phd (MS) dé so bo
xac dinh cdu truc cac flavonoid da phan lap.

3. Két qua va ban luan

3.1 Phan tich so bd thanh phan hoa thyc vat

Phan tich so bo thanh phan hoa hoc cho thay dugc lidu Herba
Agerati chuira nhiéu nhém hop chit: tinh dau, flavonoid,
coumarin, triterpenoid, alkaloid, tannin, saponin, chét khir va
cac hop chit polyuronic. Flavonoid c¢6 mat trong dich chiét
ether va dich chiét con, khong tim thiy trong dich chiét nudc.
Trén co s& do, cdn 96% duoc lya chon 1am dung méi chiét
xuét flavonoid tir duge liéu CCL.

Két qua dinh tinh Két qui
. £ Thudc thir (TT) . , trén cac dich chiét o
Nhém hep chat Cich thye hién Phan tmg dwong tinh 15,05 23 [ Dich chiét| Dich chiét d’cnhhu;‘“h
ether con nwoc 9
Chit béo Nho ’dung dich én gidy, Vét trong mo _
ho nong
TT Carr-Price Xanh chuyén sang d6 -
Carotenoid Xanh luc ngd sang xanh
H2S04 _
duong
Tinh diu Béc hoi t¢i can C6 mui thom +++
Triterpenoid tw do |Liebermann-Burchard D(? nau - tim, 16p trén ¢6 ++
¢ mau luc
Alkaloid Céac TT chung Két tua ++ ++
Coumarin Phat quang trong kiém  [Phat quang manh hon ++ ++ Co
Anthraglycosid ~ [KOH 10% Dd kiém c6 mau d6 + +
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Flavonoid Mg/HClgq Dd c¢6 mau hong toi do ++ + - Cé
TT vong lacton Tim - -
Glycosid tim Khéng
TT duong 2-desoxy Do mén - -
Anthocyanosid HCl / KOH Do / Xanh + - +
Proanthocyanin  |HCI/t° bo + + +
Xanh réu /xanh den
Dd FeCl + ++
Tanin : (Polyphenol) c6
Dd gelatin mubi Tua bong tring (Tannin) + _
TT Liebermann- C6 vona tim néu +
Saponin Burchard ’ _ Co
Lac’ manh dung dich Bot bén 3 B
nuoc
Acid hitu co Na>COs Sui bot + - Co
Chit khir TT Fehling Tua do gach o+ ++ Co
Hop chat Pha lodng véi cdn 90% | U2 bong trang — vang r+ c6
polyuronic nau
Ghi cha:
(=) :khéngco () :khdngrd (+) icoit

(++):¢co (+++) : c6 nhidu

(++++) : c6 rat nhiéu

C6 thé c6 phan g nhung khéng thyc hién

Khéng c6 mat ctia nhém hop chit trong dich chiét

3.2 Chiét xuét va tach phan doan

3.2.1 Chiét xuat

Can 2,5 kg dugc liéu dd xay thanh bot tho, tién hanh ngdm
kiét thu duoc 25 lit dich chiét mau xanh ddm, mui thom. Ty
1¢ dich chiét va dugc liéu 1a 10:1. Khao sat so bo thanh phin
dich chiét bang TLC cho thiy trong dich chiét con chira rat
nhiéu diép luc, 1a chit khong c6 tac dung khang viém ma dé
tai hudng téi nén tién hanh loai tap diép luc ra khoi dich chiét
bﬁng cach st dung 450g than hoat. Dich chiét duoc ¢b thu
hoi dung méi thu dwoc 700g cao va tach duge 13 g tinh thé
mubi vo co.

3.2.2 Téach phan doan

Khéo sat tim phan doan chtra flavonoid tir cao con thu dugc
& trén bang cach lic phan bd 16ng-16ng cao con véi cac dung
mdi co do phan cuc ting dan: ether dau hoa (30-60°C),
dichloromethan, ethyl acetat. Cac phan doan dugc c6 quay
thu hdi dung moéi thu dugc 2,5g cao A (hiéu suét 0,1%), 30g
cao B (hiéu suit 1,2%) va 25g cao C (hiéu suit 1,0%). Céc
cao thu dugc déu cho phan tng dwong tinh véi thude thir dinh
tinh flavonoid, phan dich con sau chiét khong cho cac phan
ung nay.
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Dich con

Léc phén b véi ether déu héa (30 - 60 °C)

-
Dich con
Léc phén bo véi dichloromethan
-
Dich con
Léc phan b voi ethyl acetat
’ Dich EP ‘ ’ Dich DCM ‘ ’ Dich EA ‘ ’ Dich con ‘
Thu héi dung méi | Thu héi dung méi Thu héi dung méi

Cao A
259

CaoB
30¢g

CaoC
25¢9

S0 dd 1. So db tach phan doan cao con vai cac dung méi co do phan
cuc tang dan

3.2.3 Phan tich cac phan doan

Tién hanh sic ky cot ¢ dién (CC) cao A véi pha dong la
DCM — EA; step gradient véi ty 1&¢ EA ting dan thu dugc
19 phan doan (PD), tinh ché cac phan doan thu duoc cac
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tinh thé AC1, AC2, AC3, AC4, AC5 vé6i khéi luong lan
lwotla 2,5, 2,1, 12 mg, trong d6 AC2 c6 mau vang nhat, con
céc tinh thé khac déu mau tring. Cao B dwoc sic ky cot voi
diéu kién twong tu cho ra 17 phan doan, tinh ché cac phan
doan thu duge céc tinh thé gém AC6 mau vang nau va AC7,
AC8 ¢6 mau tring v6i khdi lwong 1an luot 12 2, 12, 15 mg.
Quét phd UV-Vis ctia cac tinh thé thu dugc (AC1 dén AC8)
cho thdy phd hip thu cia AC1, AC2, AC7, ACS8 c6 dang dién
hinh cua flavonoid[7], tir d6 so bo Két luan AC1, AC2, AC7,
ACS8 1a cic flavonoid. Tién hanh phan tich khéi phd (MS)
ctia hai tinh thé c6 khéi lwong 16n 1a AC7 va AC8 cho thiy
phan tir khéi 1an luot 1a 312 dvC va 342 dvC, c6 thé du doan
AC7 1a mot trimethoxyflavon (C1sH1605) va AC8 1a mot
tetramethoxy flavon CigH150s. Cao C cho phan tng rat o
v6i thube thtt FeCl-3—, du doan trong cao C cé chira nhiéu
thanh phan flavonoid chua bi methoxy héa nén phéan cuc hon
cao A va cao B.

Riéng cao C chua tim dugc hé dung mdi cho kha nang tach . oW SVVIETT AT
t6t nhat dé tién hanh sic ky cot nén chua tién hanh phén tich. Hinh 2. Sac ky do cac chat phan Iap tir ca0 B
Tuy nhién két qua phan tich cao C bang sic ky 16p mong vai " "'
thudc thir FeCls cho rat nhiéu vét ddm mau ching to trong ' ” o )
cao C ¢6 chira nhiéu flavonoid dang chwa methoxy héa.

DCM-EA (9:1)  EA-MeOH (9:1)

(@) (b (©) (d
Hinh 3. Céc tinh thé cua AC1 (a), AC2 (b), AC7 (c) va AC8 (d)
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Hinh 5. Ph MS ciia AC7 (a) va AC8 (b)

4. Két luan va dé xuat

Phén tich so bo thanh phan héa hoc trong CCL thu hai & tinh
Long An (Viét Nam) cho thdy trong cdy c6 chira nhiéu nhém
hoat chit nhu flavonoid, anthocyanosid, proanthocyanidin,
coumarin, tinh diu, triterpenoid tu do, alkaloid, tanin... Cac
bang chimg hoa hoc va quang phd da ching minh dugc su
tdn tai cua nhém hoat chét flavonoid trong cao PE, DCM va
cao EA. Hon nita, théng qua phén tich khdi phd (MS) c6 thé
duy doan AC7 la mdt trimethoxyflavon va AC8 la mot
tetramethoxyflavon. Nhu vy c6 thé két luan CCL 1a mot
duogc li¢u chua flavonoid v6i ham luong tuong ddi cao va
ton tai ¢ nhidu dang, ma dic biét 1a dang di duoc
polymethoxy hoa. Diéu nay hoan toan phii hop voi cac tai
lidu da cong bd & Viét Nam va trén thé gidi. Ngudn CCL nay

' Pai hoc Nguy&n T4t Thanh

¢6 thé xem 13 ngudn cung cap nguyén liéu phi hop cho viéc
san xuat cac ché pham tir CCL & Viét Nam.

Dé tai van chua phan tich dugc thanh phan flavonoid cua cao
C do chua tim dugc dung méi thuc sy ph hop dé tién hanh
sdc ky cot. Do d6, huéng nghién ctru tiép theo 1a tiép tuc tim
phuong phap dé phan tich cao C. Bén canh d6, tién hanh do
phd NMR ctia AC7 va AC8 nham xac dinh chinh xac cong
thirc cdu tao cua hai chit nay, qua d6 c6 co so dé tién hanh
dinh tinh, dinh lugng va tiéu chuan hoa dugc liéu.

Loi cam on

Tac gia xin guri 16i cam on chan thanh dén TS. Bui My Linh
va Th.S Nguyén Thanh Triét — PH Y dugc Tp.HCM cling
tap thé Khoa Duoc — PH Nguyén Tét Thanh di hd tro thyuc
hién dé tai
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Flavonoid in goat weed (Ageratum conyzoides L. Asteraceae)
Nguyén Thi Kim Lién
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Abstract Goat weed (Ageratum conyzoides (L.) Asteraceae), a popular folk medicine used to treat sinusitis. Among the
published chemical constituents of the goat weed, the flavonoid group is a group that exhibits significant anti-inflammatory
activity. The study was conducted to provide chemical evidences for the use of goat weed in the treatment of sinusitis. Dry
plant powder was extracted with ethanol 96%. The total ethanol extract was divided into three fractions by shaking with
petroleum ether 30-60 °C (PE), dichloromethane (DCM) and ethyl aceat (EA). Segments were characterized by flavonoid
reagents and analyzed by column chromatography for pure flavonoids. The substances were preliminarily identified on TLC
and analyzed by UV-Vis and MS spectra. Results showed that flavonoids exist in all three segments, where PE and DCM
segments contain methoxyflavones; The four flavonoids AC1, AC2, AC7 and AC8 were isolated, preliminarily determining
that AC?7 is a trimethoxyflavone and AC8 is a tetramethoxyflavone.

Keywords Ageratum conyzoides, goat weed, flavonoid, sinusitis
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