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MO DAU
1. Tinh cAp thiét ciia luin 4n

Viét Nam c6 tham thuc vat vo ciing phong phu va da dang vé
loai do dic diém khi hau nhiét dé6i gié mua nong am thién nhién wu
dai. Céac hop chét thu cép cling da dang vé cAu truc hoa hoc, da dang
vé hoat tinh sinh hoc va co ché tac dung.

Thao duoc di dugc sir dung dé didu tri nhiéu loai bénh khac
nhau tir thoi ¢ dai. Trong s cac loai thuée chéng ung thu thi ¢6 dén
50% cac hop chét dugc phan 1ap hoic ban tong hop tir thién nhién vi
du nhu: Taxol, vinca alkaloid, camptothecin, podophyllotoxins, va
cac dan xuét ban tong hop cua chung déu 1a cac loai thudc chdng ung
thu quan trong dugc st dung trong diéu tri ung thu.

Chi Dianella c¢6 30 loai dwoc xac dinh tinh dén hién tai, nhung
moi chi c6 9 loai Dianella dugc nghién ciru vé thanh phan héa hoc,
trong do loai Xuong quat (Dianella ensifolia) dugc tap trung nghién
ciru nhiéu nhat. Dich chiét va mot sd chat sach cua loai dd duoc
chimg minh ¢6 nhiéu hoat tinh quan trong nhu khang viém, khang vi
rit, khang khuan, chéng ung thu, chéng oxy héa va wc ché enzym
tyrosinase/melanogenesis.

Loai Com hai nam (Elaeocarpus hainanensis) thudc chi Com
(Elaeocarpus), ho Com (Elaeocarpaceae) di duoc nghién ciru vé hoa
hoc va hoat tinh sinh hoc. Theo cac tai liéu, dén nam 2022, da tim
thiy 16 chat déu thudc nhom terpenoid, trong dé chu yéu l1a cac
triterpen cucurbitan. Pang chu § cac hop chét triterpen cucurbitan
dugc tap trung nghién ctru nhiu vé tac dung sinh hoc do ¢o hoat tinh
chdng ung thu khé th vi ca vé kha ning tc ché va co ché tac dung.

Véi muc tiéu tim kiém cac hop chat c6 tac dung chng ung thu da



tac dung va da co ché tir nguén thuc vat Viét Nam, tac gid lua chon
dé tai luan an “Nghién ciru thanh phan héa hoc va hoat tinh
chdng ung thuw cia hai loai Xwong quat (Dianella ensifolia) va
Com hai nam (Elaeocarpus hainanensis)’’.
2. Muc tiéu nghién ciru cia luidn an
» Xac dinh duogc thanh phﬁn hoa hoc cua hai loai Xuong quat
(Dianella ensifolia) va Com hai nam (Elaeocarpus hainanensis).
> Panh gia hoat tinh gdy doc té bao, chdng ung thu cia cac
hop chét phan lap duoc tir hai loai nghién ciru; Chat ¢6 hoat tinh tét
va ¢6 tiém ning duoc tiép tuc nghién ctru tic dung & mirc d6 phan tir.
3. Cac ngi dung nghién ctru chinh cia luin an
> Phan lap cac hop chit tir loai Xwong quat (Dianella
ensifolia) va Com hai nam (Elaeocarpus hainanensis) bang cac
phuong phap sic ky;
> Xac dinh ciu trac héa hoc ciia cac hop chat phan lap duoc
bang cac phuong phap pho;
> Thir hoat tinh gy doc t& bao ung thu (cytotoxic) cua cic
hop chét phan 1ap duogc. Chét c6 hoat tinh t6t dugc nghién clru tac
dong chong ung thu & mirc do phan tir. Tir d6 tao co s¢ khoa hoc va
kién nghi cho viéc nghién ctru ing dung cac loai lya chon duoc trong
phong va diéu tri bénh ung thu.
Tu d6 tao co s& khoa hoc va kién nghi cho viéc nghién ctru
g dung céc loai lira chon trong phong va diéu tri bénh ung thu.
CHUONG 1. TONG QUAN
Luan 4n di néu tong quan va thong tin tom tit: Pic diém

thyc vat, Cong dung trong y hoc ¢ truyén; Thanh phin héa hoc



cia chi va loai nghién ctu, nhu: chi Dianella, loai Dianella
ensifolia; va chi Cém (Elaeocarpus), lodai Elaeocarpus
hainanensis.

V& hoat tinh cta cac chit tir cac loai trén, ludn 4n da cap nhat
hoat tinh ciia cac hop chat cucurbitan triterpen 1a nhom chat cé hoat
tinh @rc ché té bao ung thu manh, giy cam tng apoptosis t& bao ung
thu, tac dung hiép dong véi mot s6 tic nhan hoéa tri liéu, ting hiéu
qua diéu tri ung thu.

CHUONG 2. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Miu thue vat
Cay Xuong quat, Cay Com hai nam, thu tai Viét Nam.
2.2. Phwong phap nghién ciru
2.2.1. Phwong phdp phén lap cac hep chit:

Biang sic ky cot (CC) két hop sic ky 16p mong diéu ché

hoic HPLC trong trudng hop can thiét.

2.2.2. Phwong phdp xdc dinh ciu triic héa hoc

2.2.2.1. D6 quay cuc ([a]p)

2.2.2.2. Phé hong ngoai (IR)

2.2.2.3. Phé khoi hegng (MS)

2.2.2.4. Phé cdéng hieong tir hat nhan (NMR)

2.2.3.. Phuwong phdp thir nghiém hoat tinh sinh hoc

2.2.3.1 Ddnh gid hoat tinh gdy doc té bdo

2.2.3.2. Phirong phdp phdn tich s6 leong té bdo, chu trinh té
bao, xdc dinh cam ing té bao chét theo chirong trinh apoptosis.

2.2.3.3. Phurong phdp xdc dinh biéu hién mét s6 gen lién quan
dén ung thi bang phwong phap RT-PCR

CHUONG 3. THU'C NGHIEM
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3.1. Loai Xuwong quat (D. ensifolia) .

3.1.1. Chiét phén lop cdc hoat chat

3.1.2. Chiét, tich cdac hop chat

3.1.3. Hang sé vt ly va diz ligu phé (Xwong quat)
3.2. COm hai nam (E. hainanensis) ]

3.2.1. Chiet phén lop cdc hoat chat

3.2.2. Chiét, tich cdc chit

3.2.3. Hing sé vt Iy va dir ligu phé
3.3. Thir hoat tinh chong ung thw

3.3.1 Cdc hop chdt phén lgp tir lodi Xwong quat

3.3.2. Cdc hop chiit phan lgp tiv loai Com hdi nam

CHUONG 4. KET QUA VA THAO LUAN

4.1. Cac két qua nghién ciru vé thanh phin héa hoc

4.1.1. Xac dinh céu tric héa hoc ciia cic chit loai Xwong
quat (Dianella ensifolia)

Phéan 1ap va xéac dinh cau triic 10 hop chat, bao gdm bdn
phenolic mai: 7-acetyl-4R,8-dihydroxy-6-methyl-1-tetralone (DN1);
(2S)-2',4'-dihydroxy-7-methoxyflavan (DN2); diaensi-biflavan (5-
hydroxy-7,4'-dimethoxy- (6,6"-methylen)-biflavan) (DN4); diaensi-
biflavan A (5-hydroxy-7,4'-dimethoxy-6,6"-methylen-(5,4'-
dihydroxy-7-methoxy) (DN5); chit lan dau tach tir thién nhién (2S)-
7,4'-dimethoxy flavan (DN3) va 5 chat da biét (DN6-DN10): methyl
p-orcinolcarboxylate (DNG6), dianellose (DN7), amentoflavone
(DNB8), sitosterone (DN9) va g-sitosterol (DN10).

% Hop chdt diaensi-biflavan (5-hydroxy-7,4'-dimethoxy-
(6,6"-methylen)-biflavan) (DN4)

DN4 dang bot mau tring, [@]3° = +29 (CHCls, ¢ = 0,1), pic
gia ion phan tr ¢ m/z 585,2477 [M + H]* (calcd. CssH3/Os,
585,2488) trong phé HR-ESI-MS, phu hop voi cong thic phan tir
CssH360s.



Pho 'H- va C-NMR cho thiy cic tin hiéu dién hinh cta
khung flavan (C17H180.), va tin hi¢u cia mot nhom methylene & Jn
3,80 va dc 16,2. Tir dir liéu phd MS va NMR cho thdy chat DN4 bao
gdm hai don vi flavan gidng hét nhau duoc két ndi v6i nhau thong
qua mdt nhém methylene. Trén phd BC-NMR ciia mdi don vi, cac
tin hiéu carbon thom ctia 2 vong thom A va B xuit hién ¢ dc 92,0
dén 159,3. Vong C cta mdi don vi c6 mot tin hiéu oxymethine & dn
4,89 (H-2, dd, 2,0, 10,0; 6c 77,7) va 2 nhém methylene & on 2,15 va
1,99 (H2-3, m; oc 29,5), va & on 2,79 va 2,66 (Hz-4, m; oc 19,8). Hai
cap doublet ¢ oy 7,33 (H-2'/H-6', dd, 2,0; 8,0) va 6,91 (H-3'/H-5', dd,
2,0; 8,0) dic trung cho nhan benzen c6 nhom thé & C-1' va C-4'. Su
hién dién ctia nhém hydroxy (du 8,17) va hai nhém methoxy ctia moi
don vi duoc khang dinh bang céac tin hiéu ¢ on 3,81 (dc 56,1) va v
3,94 (Jc 55,3).

Céu truc cua mdi don vi duoc xac dinh 1a 5-hydroxy-7,4'-
dimethoxy flavan dua trén cac lién két giita proton H-8 (du 6,14) va
C-6 (oc 106,0), C-7 (dc 155,1), C-9 (Jc 154,5), C-10 (oc 104,2); gitra
proton OH-8 (dn 8,17) va C-5 (dc 154,1), C-6 (dc 106,0), C-10 (dc
104,2); gitta H-4 (on 2,66) va C-3 (dc 29,5), C-5 (dc 154,1), C-10 (¢
104,2); va gitra H-2 (on 4,89) va C-4 (oc 19,8), C-10 (Jc 133,8), C-2',
C-6 (Jc 127,4) trong phd HMBC. Vi tri két nbi cia hai don vi flavan
0 C-6 thong qua mdt nhom methylene dugc xac dinh dya trén tuong
tac cua CHa (dn 3,80) voi C-5 (dc 154,1), C-6 (dc 106,0) va C-7 (dc
155,1) trong phé HMBC. Tir viéc phén tich phd trén, cu tric cia
chit DN4 duoc xac dinh 1a 5-hydroxy-7,4'-dimethoxy-(6,6"-

methylen)-biflavan, mot chit méi c6 tén diaensi-biflavan.
Dit liéu pho NMR ciia hgp chat DN4



C oc? or°
2 77,6 CH 4,89, dd (2,0, 10,0) 1H
3 29,5 CH: 2,15, m, 1H; 1,99, m, 1H
4 19,8 CH; 2,79, m, 1H; 2,66, m, 1H
5 154,1C -
6 106,0 C -
7 155,1C -
8 92,0 CH 6,14, s, 1H
9 1545C -
10 104,2C -
1 133,8C -
2' 127,4 CH (x2) 7,33,dd (2,0, 8,0) 2H
3 113,9 CH (x2) 6,91, dd (2,0, 8,0) 2H
4' 159,3C -
5 113,9 CH (x2) 6,91, dd (2,0, 8,0) 2H
6' 127,4 CH (x2) 7,33,dd (2,0, 8,0) 2H
5-OH | - 8,17, s, 1H
7-OMe | 55,3 CHs 3,94, s, 3H
4'-OMe | 56,1 CHs 3,81, s, 3H
CH; | 16,2 CH; 3,80, s, 2H
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Phd HSQC ciia hop chat DN4
Bing phuong phap phan tich phd, di xac dinh dugc ciu trac
clia cic chat & bang sau:

Tong hop cac chit phan 1ap tir loai Xwong quat

Ky hiéu

STT 2 Tén chat Ghi chu
chat
7-Acetyl-4R, 8-dihydroxy- Ay o
. DN1 6-methyl-1-tetralone Chat méi
5 DN2 (25)-2',4"-Dihydroxy-7- Chét méi
methoxyflavan
Lan dau tién
3 DN3 (2S)-7,4"-Dimethoxy flavan | tim thy trong
tu nhién
Diaensi-biflavan (5-
4 DN4 | hydroxy-7,4'-dimethoxy- Chit méi
(6,6"-methylen)-biflavan)
Diaensi-biflavan A (5-
hydroxy-7,4'-dimethoxy- Kere
5 DN5 6,6"-methylen-(5,4'- Chat méi
dihydroxy-7-methoxy)
6 DN6 Methyl g-orcinolcarboxylate
7 DN7 Dianellose
8 DN8 Amentoflavone Ifan d?u ten
tim thay trong




chi

9 DN9 Sitosterone

10 DN10 B-sitosterol

DN4: R= Me
DN5: R=H

OR
CAu trac hoa hoc cta 5 hop chit méi tir loai Xwong quat
4.1.2. Xdc dinh ciu triic héa hoc cdc chit tiv loai Com hdi

nam (Elaeocarpus hainanensis Oliv.)

Phan 1ap va xac dinh duoc cdu trac 15 hop chat: 13 triterpen,
trong d6 8 hop chat c6 khung cucurbitacin (EH1-EH8) va 5 oleanen
(EH9-EH13); 2 terpenoid la 1 furfural (EH14) va 1 megastigman
(EH15). Trong d6, ba chit EH8, EH9 va EH13 1a cac chit méi.

% Hop chdt Elaeohainensin A (chdt méi EH8)

EH8 dang chat rin mau tring. Cong thirc phan tir cia EH8 14
C30H4606 dugc xac dinh qua pic ion gia phan tir & m/z 503,3358 [M +
H]* (tinh todn C30H470s, 503.3367) va 537,2989 [M + CI] (tinh todn
CaoH4606Cl, 537,2988) & phd HR-ESI-MS.

Phd C-NMR va HSQC cua chit EH8 cho théy tin hiéu caa
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30 carbon (8xCg, 8XCH, 7xCHz 7xCHgs), trong d6 c6 nam
carboncarbinol, mot carbon olefin grfm ba nhom thé, mdt carbon
olefin cudi mach va mot nhom carbonyl (dc 216,6). Pho H-NMR va
3C-NMR ciing cho thiy sy hién dién cta bay nhém methyl trong
khoang dn 0,93-1,75; mot methine olefin & Jon 5,66 (H-6, brd, 6,0)/dc
120,4; va bén oxymethine & on 3,45 (H-3, brs)/oc=76,9; on 4,32 (H-
16, ddd, 10,5, 10,5, 3,5)/6c = 78,0, 3,92 (H-23, m)/dc = 76,2 va 4,22
(H-24, d, 7,5)/6c 93,2. Pang chu y, cac tin hidu dién hinh cua mot
géc isopropylidene & on 5,02 (H-26a, d, 4,5) va 5,00 (H-26b, d,
4,5)/6c 116,2, 1,75 (CH3-27, s)/oc 18,0 va 143,7 ppm (C-25). Vi vay,
EH8 dugc du doan la mot triterpene 4 vong (tetracyclic) c6 mot
nhom carbonyl, mot lién két dbi trong vong va mot lién két doi cudi
mach nhénh, dac trung cho nhém cucurbitacin (mot lién két doi & vi
tri -C5=C6-).

Ngoai ra, so sanh dir liéu phd NMR dic trung ciia chat EH8
voi dir liéu phd cua chat EH6 cho thay nhidu su twong dong, ngoai
tror cac tin hiéu ciia mach nhanh, véi sy dich chuyén sang truong
manh hon & C-24 tir 6c 126,5 sang 93,2 ppm. Hon nita, dit liéu BC-
NMR cta EH8 phu hop vai dir liéu cua elaeocarpucin A va B [53],
ngoai trir c6 sy khac biét ciia carbinol C-24 dich chuyén xudng
truong thip hon & dc 93,2 ppm (Adc > 25 ppm). Su dich chuyén
xubng truong thdp hon nay cho thdy phan tr c6 nhom
hydroperoxide. Dy do4n trén ciing dugc x4c nhin béi su xudt hién
ctia pic ion do mét hai nguyén tir oxy (O2) dic trung cho su hién dién
cia mot nhom hydroperoxide trong hop chit ban dau tai m/z
471,3479 [M + H-O2]* (calcd. CaoHa704%, 471,3469) trong phé HR-
ESI-MS. Céac twong tac chinh trén phd HMBC ctia H-24 (0w 4,22) va
H-27 (6u 1,75) véi C-26 (oc 116,2), cling nhu proton methylene
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olefin cubi mach ctua H-26 véi C-24 (d¢c 93,2), C-25 (dc 143,7) va C-
27 (Oc 18,0) khang dinh thém céu trac phan tir ciia mach nhanh. Do
d6, cdu hinh twong d6i ¢ tit ca cac nguyén tir cacbon khong ddi ximg
cua EH8, ngoai trir C-24, dugc xac dinh la 16a,23a-epoxy-34,204-
dihydroxy-10aH,23H. Nhimng dir liéu phan tich trén, céu tric cia
EH8 dugc xic dinh 1a 16a,23a-epoxy-34,204-dinydroxy-
10aH,23pH-cucurbit-5,25-dien-11-one, mot cucurbitacin tw nhién
moi, va duogc dat tén la elacohainensin A.
Dit liéu phd NMR cua hop chit EH8

C oc? or° Twong tic HMBC
(H-0)
o 1,62, dd (8,5,
1 |216 7.5) -
41,33, m
a. 1,88, m
2 29,8 £:1,61, dd (8,5, C4,C-1
7.5)
3 76,9 3,45, brs C-5,C-1
4 42,3 -
5 1415 -
6 120,4 5,66, br d (6,0) C-8,C-4, C-10
a. 1,92, m -
7 | 249 % 246, m
8 44,3 1,94, m -
9 490" - -
10 | 36,4 2,37, brd (9,5) -
11 216,6 - -
A o 3,15, d (14,5)
12 | 496 5236.d(145 | C11,C13,C18
13 49,2° - -
14 50,9 - -
a. 1,48, m -
15 | 416 5186 m
4,32, ddd (3,5, -
16| 780 10,5, 10,5)
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17 56,5 1,97, brd (8,5) C-14, C-16
18 20,1 0,93, s C-14
19 20,5 1,14, s -
20 72,4 - -
21 29,1 1,30, s C-20, C-17, C-13
a. 1,34, m
22 45,9 B 1,36 m C-20
23 76,2 3,92, m -
24 93,2 4,22,d(7,5) C-26, C-23, C-27
25 143,7 - -
5,02, d (5,2)
26 116,2 5.00. d (5.2) C-24, C-27
27 18,0 1,75, s C-24, C-25, C-26
28 28,2 1,17, s C-3,C-4,C-29
29 26,1 1,05, s C-3,C-4,C-28
30 26,1 1,27,s C-14, C-15

Wl
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Ph6 'H NMR (500 MHz, CDs;OD) ciia chat EH8
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Phé HR-ESI-MS (positive) ciia chit EH8
Béng tong két cac hop chat duoc phan 14p tir loai Com hai nam

sTT | KV hicu Tén chét Ghi cha
chat
1 EH1 Cucurbitacin D
2 EH2 Cucurbitacin |
3 EH3 3-epi-isocucurbitacin D
4 EH4 Cucurbitacin F
5 EH5 Cucurbitacin H
160, 23a-Epoxy-34, 20R-
6 EH6 dihydroxy-10aH, 235H-
cucurbit-5,24-dien-11-one
164, 23a-Epoxy-cucurbit-34,
7 EH7 20,B-dih_ydroxy-10aH, 23pH-
5,24-dien-11-one 3-0O-$-D-
glucopyranoside
8 EHS Elaeohainensin A Chit méi
9 EHO 1e,34-Dihydroxy-olean-12- Ch&t méi
ene 1- sulphate
10 EH10 1a-Hydroxy-<_)lean-12-er1-3/>’-
O-a-L-arabinopyranoside
11 EH11 1a-Hydroxy-olean-11-oxo-
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12-en-3-0O-a-L-
arabinopyranoside

lo-Hydroxy-olean-12-en-3-

12 EH12 0-p-D-xylopyranoside
13 EH13 1a,3p-Dihydroxy-olean-18- Chét méi
ene 1- sulphate
5-(Hydroxymethyl)-2-
14 EH14 furancarboxaldehyde
15 EH15 Blumenol A

4.2. Két qua nghién ctru hoat tinh chong ung thu

tir 10ai Xwong quat.
DN1, DN2, DN3, DN4 dugc phan lap tir loai nay duoc tién

Céu trac héa hoc cac hop chat méi tir loai Com hai nam

4.2.1. Hoat tinh chéng ung thw ciia cdc hop chit phén lip

hanh nghién ciru hoat tinh chéng ung thu bang phwong phap nghién

ctru kha nang tre ché tdng sinh cua cac chat 1én bon dong t€ bao ung

thu d6 14 ung thu phdi & ngudi (A549), ung thu gan ngudi (Hep3B),
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ung thu tir cung ¢ ngudi (Hela) va ung thu v ngudi phu thudc
estrogen (MCF-7).

Chat DN2, DN3, DN4 déu c6 hoat tinh trc ché ca bon dong
té bao thir nghiém & ndng d6 100 uM, con DN1 hau nhu khong trc
ché cac dong té bao ung thu thir nghiém.

4.2.2. Hoat tinh chéng ung thw ciia cic hop chit phan lap
tir cAdy Com hai nam.

% Hoat tinh gdy djc té bao ung thir

Két qua thir doc té bao cac chat phan 1ap tir lodi Com hai nam

Tén chit Nong d rc ché 50% dong té bao ung thu (ICso UM)
thir A549 T24 Huh-7 8505 | SNU-1
EH6 8349+ |10449 |56,19+ |80,19% |7596+
411 +440 |334 6,17 3,57
EH7 108,53 | 116,22 |111,17+ | 101,68 | 95,06+
£372 | +£422 |823 +3,80 |8,62
EHS 100,60 |101,71 |63,82+ | 114,12 | 98,92+
+313 |+528 |5,46 +755 | 4,54
Ellipticine 1,87+ |211+ |158+ 154+ |[158%+
0,20 0,16 0,16 0,12 0,12

* EH6: 16a,23a-epoxy-34,20R-dihydroxy-10aH,235H-cucurbit-5,24-dien-
11-one ; EH7: 160,23a-epoxy- 3f,20p-dihydroxy-10aH,234H- cucurbit-5,24-dien-
11-one-3-0-4-D-glucopyranoside; EH8: 160,23a-epoxycucurbitacin-24-
hydroperoxy

Két qua & bang trén cho thiy, cac chat thir déu c6 hoat tinh (rc
ché cac dong té bao ung thu & cac ndng do khac nhau. Két qua cho thay
cac chat déu co hoat tinh {rc ché cac dong té bao ung thu & muc trung
binh v&i gia tri ICso tir 56,19 dén 116,22 pM . So véi cac cucurbitacin
thi cac hop chét nay c6 hoat tinh gay doc t& bao ung thu yéu hon, diéu
ndy ciing pht hop véi cac két qua da nghién ciru trude day.

% Hoat tinh gdy djc té bao ung thw OCI-AML3
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Két qua duoc md ta ¢ hinh cho thay chat EH10 c¢6 kha ning
gy doc té bao OCI-AML3 ¢ ndéng d6 15 pg/mL, EH2a (Hén hop
EH1 va EH2) gay doc ¢ nong do 1 pg/mL, con EH3 gay doc ¢ nong
d6 0,5 pg/mL. So véi cac hop chit triterpenoid khung olean cia loai
Com hai nam, cucurbitacin c6 hoat tinh giy doc té bao dong OCI-

AML3 manh hon nhiéu.
Té bao Té bao chét
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A: EH10 (5; 10; 15 pg/mL ), B: EH2a (0,1; 1; 10 pg/mL), C: EH3
(0,05; 0,5; 5 pg/mL) , , ,
Keét qua hoat tinh gay doc té bao OCI-AML3 ctia mot so hop chat tur
loai Com hai nam
% Phdn tich anh huong cia cdc hop chat dén chu trinh té
bao ung thu dong OCI-AML.
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A: EH1 (0,03; 0,3; 3 pg/mL), B: EH10 (5; 10; 15 pg/mL), C: EH2a
(0,1; 1; 10 pg/mL), D: EH3 (0,05; 0,5; 5 pg/mL)
Két qua phan tich chu trinh t& bao dong OCI-AML3 cua EH1,

EH10, EH2a, EH3

Két qua ¢ hinh cho thay céc hop chit triterpenoid tir cdy Com hai
nam EH10 (1la-hydroxy-olean-12-en-3-O-4-L arabinopyranoside), EH1
(cucurbitacin D), EH2a (cucurbitacin D va cucurbitacin | (EH2)), EH3
(3-epi-cucurbitacin D) déu c¢6 hoat tinh e ché sy phat trién cua t& bao
ung thu tity xwong cap (OCI-AML3) theo co ché tac dong vao cac pha
G0/G1 va G2/M cua chu trinh té bao, EH2a, EH3 c6 hoat tinh rat tot.
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¢ Hoat tinh gdy cdm ung apoptosis

Té bao song Té bao apoptosis
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A: EH1 (0,03; 0,3; 3 pg/mL) B: EH3 (0,05; 0,5; 5 pug/mL)
Hoat tinh cam rng apoptosis OCI-AML3 cua EH1 va EH3
Tir két qua & hinh cho thiy ca hai hop chat EH1 va EH3 déu
gy cam tng apoptosis di voi dong té bao OCI-AML3 ¢ ndng dd
thip < 0,5 pg/ml.
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% Nghién ciru biéu hién mét sé gen lién quan dén ung thu ciia
cac cucurbitacine

Hop chat EH1 duoc thir nghiém & ndng d6 0,3 pg/ml va EH3
dugc thr nghiém & ndng d6 0,5 pg/ml. Két qua duoc mo ta dudi
dang biéu d6 ¢ hinh duéi, & ndng d6 thir cac chat EH1 va EH3 déu
c6 hoat tinh diéu khién giam dang ké biéu hién gen TNF-o, Bcl-2,
TGF-B, ZNF-217, cac gen nay hoat dong qua ngudng déu gy ung

thu, tién tri€én xam lan va di can.



Tac dong cua EHL (0,3 pg/mL) dén biéu hién gen TNF-a, Bel-2, TGF-

absolute expression level

Téc dong ctia EH3 (0,5 pg/mL) dén bidu hién gen TNF-o,

(dCT method * 10%)
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B, ZNF-217 lén dong té bao OCI-AML3
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Bcl-2, TGF-B, ZNF-217 dong té bao OCI-AML
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KET LUAN

1. Két qua nghién ctru vé héa hoc

< Tu loai Xuong quat (Dianella ensifolia) da phan 1ap va
xac dinh dugc cdu tric 10 hop chit. Trong do co:

4 hop chat méi 1a cac phenolic: 7-acetyl-4R,8-dihydroxy-6-
methyl-1-tetralone  (DN1), (25)-2',4'-dihydroxy-7-methoxyflavan
(DN2), diaensi-biflavan (DN4) va diaensi-biflavan A (DN5).

1 hop chét 1an dau tién phan lap tir thién nhién 1a (2S)-7,4"-
dimethoxyflavan (DN3).

6 hop chat da biét 1a methyl S-orcinolcarboxylate (DNG),
dianellose (DN7), amentoflavone (DN8), sitosterone (DN9) va pg-
sitosterol (DN10).

« T loai Com hai nam (Elaeocarpus hainanensis) da phan
1ap va xac dinh dwoc ciu tric cua 15 hop chét, chu yéu thudc cac
nhom chit cucurbitacin va oleanane triterpene. Trong do co:

3 hop chit méi gdm 1 hop chét cucurbitacin 1a
elaeohainencin A (EH8), va hai hop chit oleanane triterpen la
1a,3p-dihydroxy-olean-12-ene 1- sulphate (EH9) va l1a,3p-
dihydroxy-olean-18-ene 1- sulphate (EH13).

12 hop chat di biét cu triic gdm 7 cucurbitacin: cucurbitacin
D (EHL), cucurbitacin | (EH2), 3-epi-isocucurbitacin D (EH3),
cucurbitacin F (EH4), cucurbitacin H (EH5), 16a,23a-epoxy-
34,20R-dihydroxy-10aH,235H-cucurbit-5,24-dien-11-one  (EH6),
16a,23a-epoxy- 34,205-dihydroxy-10aH,235H- cucurbit-5,24-dien-
11-one-3-0-p-D-glucopyranoside (EH7); va 3 oleanane triterpene la:
la-hydroxy-olean-12-en-3-O-a-L-arabinopyranoside (EH10), 1la-
hydroxy-olean-11-0x0-12-en-3-O-a-L-arabinopyranoside  (EH11),
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la-hydroxy-olean-12-en-3-O-$-D-xylopyranoside (EH12), 1 hop
chat furfuran 5-(hydroxymethyl)-2-furancarboxaldehyde (EH14), va
1 hop chit megastigman 1 blumenol A (EH15).

2. Két qua nghién ctru vé hoat tinh chong ung thw

% Hoat tinh chong ung thu ctia cac hop chat tir loai Xuong
quat.

Lan d4u tién bon hop chat méi phan lap tir loai Xuong quat
DN1, DN2, DN3, DN4 duoc thir nghiém hoat tinh trc ché té bao ung
thu trén bon dong ung & ngudi: A549, Hep3B, Hela va MCF7. Ba
hop chit thudc nhom flavan (DN2, DN3, va DN4) thé hién hoat tinh
trc ché 4 dong té bao ung thu thir nghiém & muc yéu, trong khi chét
DN1 khong thé hién hoat tinh.

% Hoat tinh chng ung thu cta cac hop chat tir loai Com hai
nam

> Céc dan xuat clia cucurbitacin EH6, EH7 va EHS8 lan dau
tién dugc thr nghiém hoat tinh giy doc 5 dong té bao ung thu &
ngudi: A549, T24, Huh, 8505, SNU-1. Két qua cho thdy chung déu
c6 kha ning trc ché ca 5 dong té bao trén & mirc trung binh voi gia tri
ICso khoang tir 56.19 dén 116.22 uM.

> Céac hop chat EH10, EH2a (hdn hop cucurbitacin D va
cucurbitacin | (EH2)) va EH3 déu c6 hoat tinh gdy doc té bao ung
thu OCI-AML3 & cac ndng d6 1an luot 1a 15 pg/mL, 10 pg/mL va 5
pg/mL. Pay 1an dau tién EH2a, EH3 va EH10 duoc thir nghiém giy
doc té bao dong OCI-AMLS3.

> Thir nghiém tac dong dén pha phan bao dong OCI-AML3
ctia cac chat EH1, EH2a, EH3, EH10 cho thay & néng do cao (15,
10, 5 ug/mL) c6 tac dong dén cac pha phan bao lam ting dang ké ty
1¢ té bao OCI-AML3 ¢ pha GO/G1, con & ndng do thip EH2a, EH3
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(1,0, 0,5 pg/mL, twong tng) lam ting ty 18 té bao OCI-AML3 ¢ pha
G2/M.

> Hai hop chat EH1 va EH3 thé hién hoat tinh gdy cam (g
apoptosis ddi v&i dong té bao ung thu OCI-AML3 ¢ nong do thip <
0,5 pg/mL.

» Két qua danh gia tac dong ciia EH1 va EH3 dén biéu hién
gen lién quan dén ung thu cho thiy EH1 (0,3 pg/mL) va EH3 (0,5
ug/mL) c6 tac dung diéu khién giam biéu hién cac gen TNF-a, Bcl-2,
TGF-B, ZNF-217 ciia dong té bao OCI-AML3,

KIEN NGHI

Tir cac nghién ciru cho thdy cac hop chit cucurbitacin D
(EH1) va 3-epi-cucurbitacin D (EH3) c6 hoat tinh giy doc té bao,
kich thich qué trinh cam tng apotosis, va co tac dong biéu hién gen
d6i voi dong té bao ung thu tiay xuong cip (OCI-AML3) t6t. Cac
chat nay cucurbitacine dugc dy doan rat c6 tiém niang va can co cac
nghién ctru sdu thém vé dugc Iy nham nghién ctru phat trién nguyén

lidu tao ra san pham chdng ung thu phuc vu cong dong.
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NHUNG PONG GOP MOI CUA LUAN AN

1. Lan dau tién loai Xwong quat & Viét nam duoc nghién cliru vé
thanh phén hoéa hoc. P32 phan 1dp va xac dinh duoc cAu trac cua 4
hop chit méi 1a 7-acetyl-4R,8-dihydroxy-6-methyl-1-tetralone
(DN1), (2S)-2'4'-dihydroxy-7-methoxyflavan (DN2), diaensi-
biflavan (DN4), diaensi-biflavan A (DN5). Chat (2S)-7,4-
dimethoxyflavan (DN3) 1an dau dugc phan 1ap tir thién nhién.

2. Chit méi 1a elaeohainencin A (EH8) 1a dai dién dau tién cua
cucurbitacin ¢6 nhém hydroperoxide, va hai oleanane triterpen mai
cé chira nhom sulfate 1e,38-dihydroxy-olean-12-ene 1- sulfate
(EH9) va la,3p-dihydroxy-olean-18-ene 1- sulfate (EH13) duoc
phan 1ap va xac dinh tir loai Cém hai nam.

3. Lan dau tién hoat tinh gdy doc t& bao ung thu cta cucurbitacin I
(EH2), 3-epi-cucurbitacin D (EH3) va cucurbitacin D dwgc thir
nghiém va c6 tac dung manh trén dong OCI-AML3.

4. Lan dAu cac chét triterpenoid EH1, EH2a, EH3, EH10 duoc danh
gia tac dong vao cac pha phan bao va tac dong gidy cam ung
apoptosis cua EH1 (cucurbitacin D) va EH3 (3-epi-cucurbitacin D)
d6i v6i dong té bao ung thu OCI-AMLS.

5. Pay ciing 1a 1an dau tién EH1 va EH3 duogc danh gia tac dong dén
biéu hién gen lién quan dén ung thu dong OCI-AML3. Ca hai hop
chit déu c6 tac dong diéu khién giam biéu hién cac gen (TNF-o, Bel-
2, TGF-B, ZNF-217).
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