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TOM TAT: Quercetin la mt duoc liéu quy ding dé tri cdc bénh réi loan tim mach
nhung gdn ddy ching téi phdt hién né cé kha ndng tri bénh ung buou. Bai nay mé ta
phuwong phdp diéu ché quercetin tir hoa hde, xdc dinh céu triic bang phd nghiém va thir
hoat tinh chong ung buéu trén hai dong 18 bao dc tinh, ung thw lién két HT-1080 va ung
thu rudt két 26-L5 (in vitro).

Quercetin tirc 3,3',4',5,7-pentahydroxyflavon cé tic dung néng cao tinh bén ctia thinh mach
mau va thutmg dugc sir dung d& chita cac bénh tang huyét p va rdi loan tim mach. Ngoai ra nd
con ¢é tinh khang khuén khang tu cdu [1]. Géan day trong chuong trinh hop tic nghién ciru khoa
hoc v6i Phong Hoéa hop chét Tu nhién Trudng Pai hoc Y Duge Toyama Nhét Ban, chung tdi lai
phat hién n6 c6 kha ning trc ché t bao ung thu.

Quercetin thuong dugc didu ché tir phan tmg ngung tu cua anhidrid veratric véi ©-
metoxyphloroacetophenon, sau do chuyén céac nhém metoxy thanh hydroxy véi HI. Higu suft
chung ctia phan tmg khdng cao, khodng 28% [2].

Do tinh chét quan trong cta quergetin, ching 161 da diéu ché quercetin tir hoa hoe Sophora
japonica L., ngudn nguyén liéu rat doi dao clia nude ta, qua cac giai doan ly trich rutin tir hoa
hoe va sau d6 thiy giai trong mdi truong acid cho ra quereetin.

Ly trich rutin tir hoa hoe

Cay hoa hoe goi 1a hoe mé moc hoang khép noi & nude ta, va cling duge tréng dé lam thude,
nhidu nhét & tinh Thai Binh. Miu hoa hoe duge thu hai & huyén Lam Ha, Lam Ddng;, siy khd &
nhiét d6 70°C dén 4m d6 5,12% va xay nhuyén.

Bt hoa hoe dugce ly trich kiét voi dung méi, loc do dich trich, khir chét béo trong dich trich
v6i CCly, sau d6 dudi dung méi, thu dugc rutin thd. Két tinh lai rutin thd trong etanol cho ra
rutin tinh dang hinh kim mau vang Dd 193-194°C (It 194°C). Séc ky ban mong trong hé dung
mdi B-W-A (4:5:1), hién mau véi FeCls/etanol, rutin hién ra vét tron mau vang Rf = 0,48 (ly
thuyét 0,49).

St dung céc dung mdi khac nhau nhu etanol, metanol, acetic acid, nudc dé trich rutin ching
tdi nhan thay dung dich acetic acid 1% trong nuéc cho higu suat rutin cao nhét 25,40%.

Phé UV do trén may Secoman S.750 cho céc mili hép thu:

Acp (nm): 257 (A=1,195); 260 (A=0,992)

Phd IR do trén méay Shimadzu IR-470 (KBr) cho céc miii déc trung sau:

v (cm™): 3390 (OH); 3005 (C-H); 1643 (C=0 tiép cach); 1592, 1495 (C=C nhan thom).

Phé UV va IR trung v6i phd chudn cta rutin.

Ditu ché quercetin:

Quercetin duoc didu ché do phan g thiy giai rutin véi HC/EtOH & nhiét d9 80°C trong 1
g10.

Sau phan tmg thu hdi mot phén etanol va 1am lanh, quercetin két tinh lai trong etanol c6
dang tinh thé mau vang sam, Dd 313°C (It 313°C). Séc ky ban mong trong hé dung moi B-W-A
(4:5:1), hién mau v6i dung dich FeCly/etanol, cho hién mdt vét duy nhit Rf = 0,79. Hiéu suét
phan tng 79,11%.
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Rutin Quercetin
Hinh 1. Sc.df") phan @ng didu ché quércetin
Phé UV: Acp (nm) 257 (loge = 2,74); 276 (loge = 2,75)

Pho IR: v (em™): 3265 (OH), 2905 (C-H); 1651 (C=0); 1601, 1503 (C=C nhéan thom).
Phd UV vaIR trung v6i phd chudn cia quercetin.

Phén tich nguyén to:
Keét qua (%) C 59,43 H332 0 36,84
Tinh theo C;sH;gO7 59,61 3,34 37,06

Phd NMR do trén may Bruker-200AC c6 tan s& 200MHz d6i voi phd 'H va 50MHz dbi
6i C, véi dung mdi CDCls, cho két qua sau.

Vi tri })o dich chuyén héa hoc (8, ppm) : Hﬁng s0 ghép Jun
: 'H e (Hz)
2 146,9
3 135,9
4 175,9
3 160,9
16 6,18 98.3 Jeg=2,2
3 164,0
8 6,40 ; 93,5 Jsg=2,2
9 156,3 .
10 103,2
1’ ' 120,1
2! 7,67 115,7 J2'-6' = 2,2
3! 145,2
4' _ 1478 -
5 6,88 115,2 _ Js.e =85
6 7,54 22,1 Jog=22;15.6=28,5

Két qua trén cho thdy san phim thu dwoc 1a quercetin.

Thir nghlem doc tinh t& bao cia rutin va quercetin:

Dgc tinh té bao ciia rutin va quercetin duoc thir trén hai dong t& bao ung thu, HT-1080, mot
loai t€ bao u xo 4c tinh trén md lién két (fibrosarcoma) va 26-L5, té bao ung thu rudt két

(murine colon 26-L5 carcinoma) bang phwong phap MTT. Ca hai dong té bao noi trén déu la
nhitng dong té bao manh, d& di cin va khang thudc [3].
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Té bao HT-1080 dwoc nudi cdy trong mdi trudmg EMEM va 26-L5 trong moi truong
RPMI. Cac mdi trudng nay dugc bd sung 10% FCS (fetal calf serum, huyét thanh bao thai bo),
0.1% NaHCO3va 2mM glutamine.
Kha néng phat trién cta té bao khi c6 va khong c6 mAu thir duge thuc hién véi ba ndng do
100, 10 va 1 ug/ml theo qui trinh sau.

37°C,5% CO,  87°C,5% CO,  37°C, 5% COp =
2000 t& bao N - " _ DPoquan

24 gid H 72 gid H 2 gid H Sraaanm

Thay mbi trudng  Thay méi trudng  Thay méi trudng
Cho chéat thi Cho MTT Cho DMSO

Hinh 2. Qui trinh thir nghiém déc tinh té bao.

Poc tinh té bao dugc thé hién bing gié tri ICsy, 12 ndng do chét thir gy nén su tic ché
ctia té bao 50%.
D6 hip thu quang duge do trén may Perkin-Elmer Immuno Mini NJ-2300 Plate reader.
Két qua ICso cudi cling duoc bidu dién trong bang sau.

Chit thir HT-1080 26-L5

Quercetin 8,2pg/ml 5,3pg/ml
Rutin > 100pg/ml >100pg/ml
Doxorubicin 0,034pg/ml 0,015ug/ml

Doxorubicin 12 mdt chét c6 hoat tinh rit manh, dugc diing nhur chat chudn dé so sanh hoat
tinh cuia cac chét can thir,

Gi4 tri ICso cang nho thi hoat tinh cang manh. Théng thuomg dbi véi mdt hoat chit, hoat
tinh dugc danh gia nhu sau:

ICsp > 100 pg/ml : coi nhu yéu hozc khong c6 hoat tinh
ICsp tir 10-100 pg/ml  : hoat tinh vira

ICso tix 1-10 pg/ml : hoat tinh manh

ICs0 <] pg/ml - hoat tinh rit manh

Giai thich két qua:

Méc du ca rutin va quercetin déu co hoat tinh chéng ung thu trén chudt, nhung trong thi
nghiém trén mé hinh té bao (in vitro) nay thi rutin héu nhu khong c6 hoat tinh trén ca hai dong té
bao. Nguoc lai quercetln lai c6 hoat tinh manh trén ca hai dong té bao. Két qua ndy cting phu hop
voi cong bb ciia mot sb tac gia khac 1a quercetin co hoat tinh tic ché su phat trién cla mdt s té
bao ung thu nhw ung thu bong d4i, ung thu vii nhung rutin thi khéng. C6 thé giai thich didu nay
1a do rutin 14 mét chit phan cuc va kich thude 16n nén khong thdm qua mang té bao, trong khi d6
quercetin it phan cuc hon nén thAm qua thanh té bao mot cach d& dang.

Trén mo hinh thir nghiém trén dong vat (in vivo), quercetin va rutin déu c6 hoat tinh
chéng ung thu rudt trén chudt mic du tic dung cta rutin yéu hon, nhu thé 12 vi khi rutin va
quercetin duge dua vao khiu phan an ctia chudt, men B-glucosidase ¢ trong rudt thity giai rutin
thanh quercetin va dwoc hép thu qua thanh rudt. Lic d6 quercetin tic dung lén té€ bao ung thur.
Do d6 rutin khong c6 hoat tinh in vitro ma chi c6 hoat tinh in vivo.
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QUERCETIN FROM Sophora japonica L. FLOWERS AND ITS
ANTIPROLIFERATIVE ACTIVITY

Tran Kim Qui, Tran Le Quan, Nguyen Trung Nhan

ABSTRACT: Quercetin is a precious medicine used to treat cardiovascular trouble but
recemment recognized by its antiproliferative activity. This paper describes the preparation
of quercetin from Sophora japonica flowers, the structure determination by spectral analysis

and its antiproliferative activity against murine colon 26-L5 carcinoma and human HT-1080
fibrosarcoma.

TAI LIEU THAM KHAO

[1]. B3 Tét Loi, Nhitng cﬁy thudc va vi thuée Viét Nam, NXB Khoa hoc K§ thuat, Ha Ngi, 222-
225, 315-316 (1995).

[2]. 1, L. Finar, Organic Chemistry, 2, Longmans, Green and Co., L).td., 404-405, 658-673, 679-
682 (1959).

[3]. L. V. Rubinstein et al., J. Natl. Cancer Inst. 82, 1113-1118 (1990).

"Trang 84



