han doan ngung thé khi ngt

an mém ¢

N
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TAC DUNG KHANG UNG THU CUA CHI UVARIA

Lé Thi Bich Hién, Ho Viét Pirc, Nguyén Thi Hoai
Truong Pai hoc Y Duoc Hué

Toém tat

Hién nay, viéc diéu tri bénh ung thu dang 13 mot van dé thach thirc 16n cho hé théng y té. Hau hét cac
thudc diéu tri ung thu trén 1am sang thuong doc va giy ra tic dung phu d6i v6i co thé. Vi vay xu hudng
hién nay cuia khoa hoc 1a tim kiém, sang loc céc hop chat thién nhién c6 hoat tinh khang ung thur dé g
dung trong diéu trj. Chi Bu dé (Uvaria L.) thudc ho Na (Annonaceae) c6 khoang 175 loai phan bé rong
rdi & cac ving nhiét doi chau A, chau Pai Duong, chau Phi va chdu My. Cac nghién ctru vé thanh phan
héa hoc va tac dung duoc 1y ctia chi Uvaria cho théy v&i cac nhom chat nhu alcaloid, flavonoid, dan xuét
cua cyclohexen, acetogenin, steroid, terpenoid... chi Uvaria c6 nhiéu hoat tinh sinh hoc dang luu y nhu
khang u va ung thu, khang nim, khang khuén, chéng oxy hoa... Trong d6, ndi bat 14 hoat tinh khang ung
thu v6i kha nang gay doc nhidu dong té bao ung thu khac nhau cta cic phan doan dich chiét va cac hop
chat tinh khiét phan 1ap dwoc tir nhiéu loai thudc chi Uvaria. Bai bao ndy cung cap mot cai nhin tong
quan vé tac dung chdng ung thu cta chi Uvaria cling nhu mé ra trién vong cho cac nghién ctru vé tim
kiém va phat trién cac hop chat méi diéu tri ung thur.

Tir khoa: Khang ung thu, Uvaria.

Summary
ANTICANCER EFFECT OF UVARIA GENUS
Le Thi Bich Hien, Ho Viet Duc, Nguyen Thi Hoai
Hue University of Medicine and Pharmacy

Nowadays, cancer treatment has been a big challenge to healthcare systems. Most of clinical anti-
cancer therapies are toxic and cause adverse effects to human body. Therefore, current trend in science
is seeking and screening of natural compounds which possess antineoplastic activities to utilize in
treatment. Uvaria L. - Annonaceae includes approximately 175 species spreading over tropical areas
of Asia, Australia, Africa and America. Studies on chemical compositions and pharmacological effects
of Uvaria showed that several compound classes in this genus such as alkaloid, flavonoid, cyclohexen
derivaties, acetogenin, steroid, terpenoid, etc. indicate considerable biological activities, for example
anti-tumor, anti-cancer, antibacterial, antifungal, antioxidant, etc. Specifically, anti-cancer activity of
fractions of extract and pure isolated compounds stands out for cytotoxicity against many cancer cell
lines. This study provides an overview of anti-cancer activity of Uvaria and suggests a potential for
further studies on seeking and developing novel anti-cancer compounds.
Key words: Anti-cancer, Uvaria.

1. PAT VAN PE hiém nghéo va diéu tri ung thu dang la thach thuc

Su gia tang nhanh chong can bénh ung thu
dang 1a mot strc ép 16n cho sirc khoe cong dong
va hé thdng y té trén toan thé gidi noi chung va
Viét Nam noi riéng. Tai cac nudc phat trién, ung
thu 1a nguyén nhan gy tr vong thir hai sau tim
mach. Udc tinh hang nam trén thé gidi c6 khoang
10,9 tri¢u ca ung thu moi méc va khoang 6,7 tri¢u
ngudi chét vi ung thu. Tai Viét Nam, hang nim
c6 khoang 100.000 - 150.000 truong hop mdi
mic ung thu va khoang 70.000 nguoi chét do ung
thu [2]. Cho dén nay, ung thu van 1a cin bénh

- Pia chi lién hé: Lé Thi Bich Hién, email: bichhienl 987@gmail.com

16n cho cac nha khoa hoc. C6 nhiéu phuong phap
diéu tri bénh ung thu va hién nay cac thudc diéu
tri dung trén 1am sang thuong giy ra nhiéu tac
dung phuy, doc véi co thé. Vi vay xu huong hién
nay cuia khoa hoc 1a nghién ciru, tim kiém céc
thudc, cdc san pham c6 ngudn goc tir ty nhién
dép ung dugc véi diéu tri va an toan hon voi co
thé. Cac nghién ctru gan day cho thay thuc vt 1a
nguon nguyén liu tiém nang co gla tri cho viéc
kham pha va phat trién cac hop chat méi diéu tri
ung thu.
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Trong hé thyc vat Viét Nam, ho Na la mot
trong s rat it ho dwoc nghién ctru kha hoan hao
vé mat phan loai. Pay ciing 1a mdt ho co s6 chi va
loai phong phii, da dang va phan b rong khip &
hau hét cac dia phuong trén dat nudce ta. O ho Na
chiing ta c6 thé gip hau nhu tit ca cac dang song
chu yéu, chi trir cac cdy than co va cac dang song
phu sinh hay ky sinh. Chi Bu dé (Uvaria L.), thudc
ho Na (Annonaceae) voi khoang 175 loai phan b
rong rdi ¢ cac vung nhiét déi chau A, chau Pai
Duong, chau Phi va chau My. O Viét Nam, chi
Uvaria phan b6 khip ca nude. Nam 2000, Nguyén
Tién Ban [1] d3 miéu ta 17 loai thudc chi Uvaria
c6 mit & Vit Nam. Céc nghién ctru vé thanh phan
hoéa hoc ctia chi Uvaria da phat trién trong 2 thap
ky qua, nghién ctru dau tién dugc cong bb vao nim
1968. Tir d6 dén nay, cac nghién ctru vé chi nay
lién tuc phat trién. Trong chi ndy ¢ cdc nhom chat
nhu alcaloid, flavonoid, dan xuét cua cyclohexen,
acetogenin, steroid, terpenoid, dan chét lacton...
Trong d6 acetogenin, alcaloid va din xuét cua
cyclohexen dugc xem la thanh phan chinh mang
lai nhiéu tac dung 1y thu cho chi nay.

Céc nghién ctru vé tac dung dugc 1y cta chi
Uvaria trén thé gidi cho thay chi nay c6 nhiéu hoat
tinh sinh hoc dang luu y nhu khang u va ung thu,
khang nam, khang khuan, chéng oxy hoa. .. Trong
d6, ndi bat 1a hoat tinh khang ung thu v6i kha ning
gdy doc nhiéu dong té bao ung thu khac nhau cia
céc phan doan dich chiét va cac hop chat tinh khiét
phan lap duoc tir nhiéu loai thudc chi Uvaria.

2. PHAN LOAI CAC NHOM UNG THU

Ung thur ¢6 nhiéu loai khac nhau va dugc phén
thanh 4 nhom chinh 14 Carcinoma (nhém ung thu
biéu mé, 1a nhom phd bién nhit, bao gdm cac dang
ung thu gan, da day, phoi, vi, than...), Sarcoma
(nhom ung thu cia céc té bao thude hé théng chdng
d& ctia co thé nhur xwong, sun), Lymphoma (nhém
ung thu bach huyét nhu ung thu tuyén tuy, lach...)
va Leukemia (nhom ung thu té bao mau bao gdbm
cac dang ung thu bach cau) [2]. Cho dén nay theo cac
tong quan tai liéu thi di c6 10 loai trong chi Uvaria
duoc nghién ctru ¢6 hoat tinh trc ché khéi u hay cac
dong té bao ung thu. Trong d6 hoat tinh trc ché manh
va chi yéu trén 2 nhém Carcinoma va Leukemia.

3. HOAT TINH CUA CHI UVARIA TREN
NHOM UNG THU BIEU MO CARCINOMA

Tac dung gay doc té bao cua chi Uvaria thé
hién rd nhat va da dang nhit trén cac dong té

bao ung thu biéu mo Carcinoma trong céc thir
nghi€m in vitro nhu: ung thu gan, da day, rudt Kkét,
phé quan, ung thu va, phdi, budng trimg, tuyén
tuy. O nhoém nay, 3 loai thudc chi Uvaria la U.
calamistrata, U. grandiflora va U. tonkinensis
c6 kha nang giy doc dbi voi dong té bao ung thu
rudt két. Theo Guang-Xiong Zhou va cong su
[6], [7], tr & U. calamistrata da phan lap duoc
7 hop chét acetogenin la calamistrin A, B, C, D,
E, F va G c6 hoat tinh trc ché dong té bao ung thu
rudt két HCT-8. Mot din chét acetogenin khéc tir
1& U. grandiflora 12 uvarigrin ciing cho thdy kha
nﬁpg gay doc cho dong Fé' bao nay voi gia tri IC,
thap 0,15ug/ml [14]. Pong thoi tur than cua loai
U. grandiflora céc dich chiét phan doan n-hexan,
chloroform, ethanol ciing da dugc chirng minh ¢6
kha nang trc ché su phat trién dong té bao ung thu
rudt két HTC 116 [3]. Con theo Ying Chen va cong
su [22], 4 hop chit acetogenin la tonkinesin A, B, C
va tonkinecin tir ré U. tonkinesis ciing c6 tac dung
trc ché chon loc dong té bao ung thu HCT-8 [21].
Trong khi do, tur 14 cua loai U. kweichowensisis
mot thao moc thuong duge dung dé chira viém va
khéi u & ving tdy nam Trung Qudc, bon hop chit
polyoxygenated cyclohexene la kweichowenol A,
kweichowenol B, zeylenol va uvarigranol G dugc
phéan lap va da dugc chiing minh ¢6 hoat tinh 1c
ché cac dong té bao ung thu phé quan A549, SK-
MES-1, NCI-H446 ¢ cac muc do khac nhau [15].

Nhiéu loai trong chi Uvaria ¢ tic dung giy
doc dbi véi dong té bao ung thu biéu mé KB.
Phan doan ethanol tr vé than U. chamae véi
thanh phan chinh 1a uvarinol ¢6 kha ning trc ché
dong té bao ung thu biéu md hong ngudi KB
[4], [20]. Nam 2003, mot nghién ctru ¢ Phap cho
thiy chamuvarinin, mt acetogenin gin vong
tetrahydrofuran dugc phan lap tor U. chamae, co
hoat tinh ¢ ché manh dong té bao ung thu KB
3-1 [5]. Trong khi do tur 14 va than U. hamiltonii,
2 hop chit hamilcone va hamilxanthene, ¢6 cdu
triic thugc nhom chalcone va tetrahydroxanthene
c6 kha nang gy doc té bao KB véi cac gia tri IC,,
8,0 va 10,0 pg/ml [10]. Hop chat zeylenon tir U.
grandiflora va 7 hop chit acetogenin 1 calamistrin
A,B,C,D,E, FvaGturé U calamistrata cling
da thé hién hoat tinh e ché cac dong té bao ung
thu biéu mo biéu bi va ung thu biéu mo hong KB
va KB/VCR [6], [7], [9].

Trén céc dong t& bao ung thu thuong gip nhu
da day, gan, tuy, budng trimg, v, phdi... nhiéu
loai trong chi Uvaria ciing da thé hién tac dung t6t.
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Theo Suresh Awale va cong su [18], dich chiét phan
doan dichloromethane tir than U. dac c6 hoat tinh
gy doc t& bao ung thu tuyén tuy nguoi PANC-1
v6i néng d6 10pg/ml. Hop chét grandifloracin, ciing
phén 1ap tir phan doan nay, cho thiy kha ning trc ché
4 dong té bao ung thu tuyén tuy PANC-1, PSN-1, MIA
PaCa-2, va KLM-1 & cac mirc do khéac nhau [18].
Tur than U. dac ciing da phan 1ap dugc 4 dan chat
oxygenated cyclohexene la uvaridacol E—H c6 kha
ning gy doc dong té bao PANC-1 [17].

Trong cac loai thudc chi Uvaria c6 hoat tinh t6t
trén cac dong té bao ung thu biéu mé, U. grandiflora
dugc xem 1a loai co tac dung dién hinh vé6i nhiéu
nghién ctru khac nhau. Mot acetogenin tir ré U.
grandiflora 13 uvarigrin cho thiy kha ning giy doc
dong té bao ung thu biéu mo gan Bel 7402 va té bao
ung thu biéu md budng trimg A-2780 véi gia tri IC,
twong ung 1a 0,21 va 0,41 pg/ml [14]]. Ngoai ra,
theo mdt nhém nghién ciru Trung Qudc, zeylenon,
phan 1ap tir U. grandifiora 1a mot chat tc ché van
chuyén nucleosid nhan thymidin va uridin trong cac
té bao ung thu ¢6 trudng Ehrlich véi cac gia tri IC,,
rat thap [11]. Con theo Alireza Nematollahi [9], hop
chit nay con thé hién tac dung gay doc dong té bao
nhay cam va da khang thudc nhu té bao ung thu va
phu thugc estrogen MCF-7 va MCF-7/ADM. Bén
canh d6, mot hop chét thudc nhém acetogenin tur
loai U. tonkinensis 13 tonkinecin ciing cho thay hoat
tinh trc ché cac dong té bao ung thu gan Bel 7402 va
ung thu da day BGC véi céc gia tri IC, | thap [21].
Hai dan chat acetogenin 1a uvaricin A va uvaricin B,
phan 1ap tr mot loai Uvaria sp. & Madagascar cho
thdy hoat tinh trc ché dong té bao ung thu budng
trimg A2780 va dong té bao ung thu phdi [23].

4. HOAT TiNH CUA CHI UVARIA TREN
NHOM UNG THU TE BAO MAU LEUKEMIA

Dbdi v6i nhém ung thu Leukemia, cac loai thudc
chi Uvaria da thé hién hoat tinh &c ché manh 2
dong té bao ung thu lympho P-388 va ung thu bach
cau HL-60. Tir dich chiét phan doan chloroform
ctia loai U. acuminata da phan 1ap duoc 2 hop chit
uvaretin va uvaricin c6 kha ning gay doc dong té
bao ung thu bach cau P-388 [8], [16]. Theo mdt

nghién ciu & My, phan doan ethanol tir vo than
U. chamae ciing ¢ hoat tinh e ché dong té bao
P-388 [20]. Trong khi d6 nhiéu béo céo ciing di
chtng minh kha ning gy doc dong té bao ung thu
bach cau HL-60 cua chi Uvaria. Nghién ctru cua
Momoyo Ichimaru nim 2004 [13] cho thiy 4 hop
chét thudc dan xuit C-benzylated dihydrochalcone
bao gém isochamuvaritin, acumitin, uvaretin va
diuvaretin tr phan doan ether dau cua dich chiét
1& U. acuminata c6 kha nang tc ché dong té bao
HL-60 véi gia tri IC, lan luot 14 8,2; 4,1; 9,3 va
6,1 uM. Gén day, mot nghién ciru duoc thuc
hién & Nhat nam 2012 [12] da chtimg minh 2 dan
chat pyrendione tir r& U. lucida 1a 2-hydroxy-1,8-
pyrenedione va 2-methoxy-1,8-pyrenedione co
hoat tinh gdy doc dong t& bao HL-60. Trong chi
Uvaria, U. welwitschii 1a mét loai cay thudc duoc
dung d¢é chira rdi loan tiéu hoa & Kenya. Tir ré loai
nay da phan 1ap duoc hop chat 2-hydroxy-3,4.6-
trimethoxychalcone ¢ kha ning gy doc dong té
bao HL-60 [11]. Con theo Ying Chen va cOng su
[22], 3 hop chét acetogenin 1a tonkinesin A, B va
C tir 1& U. tonkinesis ciing thé hién hoat tinh gay
doc té bao chon loc trén dong té bao nay.

5. KET LUAN

Nhu viy c6 thé thiy véi mot sé lugng 16n 1a 10
loai trong chi Uvaria bao gdbm: U. acuminata, U.
calamistrata, U. chamae, U. dac, U. grandiflora,
U. hamiltonii, U. kweichowensisis, U. lucida,
U.tonkinensis va U. welwitschii dd dugc cac nghién
ctru ¢6 tac dung te ché nhiéu dong té bao ung thu
khéc nhau. Mdt loat cac hop chét duogc phén lap tu
cac loai nay cling da dugc chirng minh c6 hoat tinh
tdt, dic biét 1a cac dan chat thudc nhom acetogenin.
Qua d6 c6 thé thay chi Uvaria dang chira dung tiém
ning 16n cho cac nghién ctru vé kham phé va phat
trién cac hop chat méi didu tri ung thu. Diéu nay
mo ra dinh hudng cho cac nghién ciru siu hon vé
thanh phan hoa hoc ciing nhu tac dung sinh hoc cua
cac loai trong chi Uvaria, dac biét 1a cac nghién ctru
vé tac dung tic ché té bao ung thu dé gop phan tim
ra nhitng hop chit c6 tac dung phuc vu strc khoe va
cudc sdng con ngudi.
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