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1
MO PAU

Thuc vat trén thé gioi von rat da dang va phong pha. Hién nay wéc tinh
c6 dén khoang 285.650 loai thyc vat da duoc phét hién. Viét Nam c6 khi hau
nhiét d6i 4m gié mua, gilp sinh vat phét trién mot cach thuan lgi, c6 khoang
12.000 loai thugc 2.256 chi, 305 ho. Theo nghién ctu cua Vo Van Chi (2012),
Viét Nam s¢ hitu khoang 3.200 loai thuc vat ¢6 gia tri 1am thubc. Tuy nhién,
thong qua diéu tra caa Vién Duoc lidu (2016), s6 lugng cay thube da dugc ghi
nhan hién 1én t&i 5.117 loai. DU vay, & Viét Nam, céc loai cay thudc van chua
duoc nghién cru mot cach toan dién, dic biét 1a vé cac thanh phan héa hoc va
hoat tinh sinh hoc ciia chiing. Piéu ndy dan dén viéc thiéu co so khoa hoc dé
phét trién cac san pham ung dung trong cac linh vuc duoc pham, thuc pham va
nong nghiép.

Chi Sam Memecylon la mot trong nhiing chi cia ho Mua
(Melastomtaceae) bao gdm khoang 300 loai phan bé & cac ving nhiét déi tai
chau Pai Duong, chau A, chau Phi, Madagascar, quanh Thai Binh Duong va
chau My. C6 rat nhiéu nghién ciru vé thanh phan hoa hoc va hoat tinh sinh hoc
cua cc loai thudc chi ndy. Chi Sam c6 thanh phan chinh 12 cac nhém chét thuoc
nhém flavonoid, acid béo, phenol, terpenoid, terpene, alkane, enzyme, benzen,
acetate, ester, alcol, din xuat carbohydrate va mot s hop chat khac [1]. Trong
d6, phenol va flavonoid dugc biét dén 1a cac tac nhan chdng lai bénh tiéu duong
do cd kha nang ¢ ché enzyme thuy phan carbohydrate nhu enzyme o-amylase
va o-glucosidase. Cho téi ngay nay, da co mot sé lodi trong chi Sam duoc
nghién ctru nhu M. umbellatum, M. talbotianum, M. edule... tuy nhién loai M.
octocostatum chwa cé bao cao nao vé thanh phan hoa hoc ciing nhu hoat tinh
sinh hoc caa né. Vi ly do nay, viéc nghién ciru va diéu tra thanh phan hoa hoc
cling véi viéc danh gia hoat tinh @c ché enzyme a-glucosidase cua cac chat da
duoc phén 1ap tir loai M. octocostatum sé mang lai gia tri khoa hoc va uirng dung
cao. Nghién cuu nay khong chi ¢6 y nghia quan trong trong viéc khai thac va

st dung hiéu qua ngudn tai nguyén thién nhién caa dat nuéc ma con gop phan
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vao su phét trién cac tng dung thuc tién. Do d6, t6i da quyét dinh chon dé tai
“Nghién ctru thanh phan hoa hoc va hoat tinh &c ché enzyme a-glucosidase tir
loai Sam tam song (Memecylon octocostatum Merr. & Chun)”.

Muc tiéu caa luan an: Nghién ciru dugc thanh phan héa hoc va hoat tinh
rc ché enzyme a-glucosidase cia cao chiét va cac hop chat phan lap duoc tir
loai Sam tam séng (Memecylon octocostatum Merr. & Chun).

Noi dung luan van gém co:

1. Thu hai va xt Iy mau than 14 loai Memecylon octocostatum;

2. Tao céc cao chiét va cac phan doan dem di tinh ché thu dugc cac hop
chét sach;

3. Phan lap céac hop chét sach st dung cac phuong phap sac ki va sir dung
cac phuong phap pho dé xac dinh cau tric cua cac chat da phan lap duoc;

4. Panh gia hoat tinh @c ché enzyme o-glucosidase cua cac cao chiét va

chét sach da phan 1ap.
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CHUONG 1. TONG QUAN NGHIEN CUU

1.1. TONG QUAN VE CHI MEMECYLON L.
1.1.1. Giéi thiéu chung vé chi Memecylon L.

Chi Sam (Memecylon L.) hién c6 hon 300 loai, dugc tim thiy & cac ving
khi hau nhiét doi & chau A, chau Pai Duong, chau Phi, quanh Thai Binh Duong
va chau M. An D¢ hién c6 hon 30 loai, trong khi Trung Qudc c6 11 loai. Giéo
su Chen Cheih (1984) d3 phan loai va md ta ngan gon vé hinh thai, sinh thai,
sy phan bd cua 11 loai va 2 thir. Tap thé nghién ctu Jie Chen & S. S. Renner
(2007) da xac dinh va mo ta cua 11 loai & Trung Québc. Nha khoa hoc
Guillaumin (1908 - 1923) thyc hién nhitng nghién ctu dau tién vé chi Sam &
Viét Nam, ong xay dung khoa phan loai va mo ta van tit cac dac diém, phan
bd va gia tri st dung, tén dia phuong cua 15 loai. Pang cha ¥ nhat trong céc
cong trinh cta ngudi Viét Nam phai ké dén Pham Hoang Ho (2000) da xay
dung khoa phan loai 15 loai, md ta bd sung cac dic diém hinh thai, dic diém
sinh thai, phan bé. Nguyén Kim Dao (2003) da xac dinh va mo ta 15 loai thuoc
chi Sam ¢ Viét Nam [2].

Chi Sam (Memecylon L.) thudng c6 dic diém hinh thai chung 1a cay gb
nho, than bam bui va bong, nhiéu canh, khdng cé vét seo hay vét niat doc. Than
cay c6 dang tron véi 4 goc canh. C6 la don moc ddi nhau, cé thé c6 cudng hoac
khong, va c6 thé c6 hinh bau duc, hinh elip hoic hinh triing. Than cay cd chat
liéu da, dai hoac nhiéu thit, thuong khong thang véi gan chinh va mép 14 rd rét.
Cum hoa cua chi Sam thuong moc & nach 14 hoic dinh, c6 cudng va c6 thé Ia
kiéu sim don hodc kép, d6i khi moc thanh chim. Cuéng hoa nam gan dét trén
va c6 hai 14 bac nho. Ny hoa duogc hinh thanh nhu hinh nén. Co6 dai hoa dang
dau, c6 mau, véi 4 riang khong rd rang. Canh hoa c6 4 canh, thuong rung som
va ¢ mau. Nhi hoa duoc tao thanh tir 8 soi, 2 ngan nho mé ra bang ranh hinh
thanh bao phan; trung déi c6 mii nam d6i dién bao phan, 16n hon so véi cac

ngin bao phan va khong kéo dai. Bau hoa ha gan véi day, ¢6 1 6, gom 8 14 nodn
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va phan nodn tir 7 ¢én 12; voi nhuy hinh dui véi cac dét & day. Qua mong, hinh
cau hoac bau duc, d6i khi c6 vong dai & dinh; hat bén trong [1].
1.1.2. Giéi thiéu chung vé Sam tam song (Memecylon octocostatum)

O Viét Nam, chi Sam c6 khoang 15 loai [3]. Loai Memecylon
octocostatum hay con goi 14 Sam tam séng, dugc 2 nha thuc vat hoc Merr. &
Chun mé ta lan dau tién nim 1935. M. octocostatum thudc loai cay c6 than gd
nho, than cao khoang 7-8 m, duong kinh 20-30 cm. Canh c6 mit cat ngang hinh
tron; nhan, khdng 16ng. L4 moc dbi nhau; phién 14 hinh bau duc, c6 kich thuéc
3-5x2-2,5 cm; dinh nhon; géc 14 t0; mat trén mau nau sam, mat duéi mau nau
do; mép nguyén; 2 mat nhan; gan chinh rd, gan bén khéng rd; cuong dai 2-5
mm. Cum hoa moc dang xim mot nga hay hai nga, dai 6-8 mm, nam & vi tri
nach 1&; cudng cum hoa dai 2-4 mm; c6 1a bac, hinh dii, dai 1 mm; cuéng hoa
dai 1-2 mm, nhén; dé hoa hinh chén, dai 2-2,8 mm:; 4 canh. Hoa c6 4 14 dai dinh
nhau ¢ dudi; c6 thuy tam giac dai khoang 0,8 mm. Canh hoa c6 4 canh; hinh
trimg; kich thudc 3 x 1,5 mm; mép c6 rang khong déu; dinh nhon; mau xanh
lam. Nhi 8; chi nhi dai 2,5-3 mm; bao phan hinh trang, nhé, mé bang nip &
dau, dai 1,2 mm. Qua mong; hinh cau; dai 6-8 mm, cd 8 canh; dai ton tai tao
thanh vong that hinh vuong mién trén dinh qua. Hat 1; duong kinh 1-1,5 mm;

bé mat nhan [2].

O nudc ta, cdy phan b & Ninh Thuan (Ca N&), Lam Pong, Pong Nai,
Quang Tri. Chung moc rai rac trong rirng hoac ven nhirng khu ring thua. Cay
wa &nh sang va phat trién manh & do cao 700-800 m. M. octocostatum dugc str

dung 1am thudc tri cac van dé vé da cu thé nhu mun, 16 loét.
1.1.3. Nghién ciru trong va ngoai nwéc
1.1.3.1. Cac nghién ciru trong nwéc
Céc cong trinh nghién ciu vé chi Memecylon tai Viét Nam phai ké toi
nghién ctu tiéu biéu cua Pham Hoang Ho (2000). Ong da khoa dinh loai va md

ta ngan gon cac dic diém va sy phan bd cua 15 loai: M. acuminatum, M.



angustifolium, M. chevalieri, M. caeruleum, M. confertiflorum, M. edule, var.
ovatum, M. fruticosum, M. harmandii, M. langbianense, M. ligustrinum, M.

lilacinum, M. octocostatum, M. scutellatum, M. umbellatum [3].

Nim 2003, Nguyén Kim Dao cing cac cong su ciing da thong ké, mo ta
15 loai va 3 thir véi nghién ciru “Danh muc cac loai thuc vat ¢ Viét Nam” [4]
vé co ban ciling ¢ su twong dong vé cac 1oai véi nghién cau cua Pham Hoang
Ho.

Db Huy Bich va cong su (2004) dd mé ta dac diém hinh thai, phan bo,
nghién ciru thanh phan hoé hoc cua loai M. edule trong cong trinh “Cay thudc

va dong vat lam thudc & Viét Nam” [5].

Nim 2020, trong cong bd “Nghién ciru phan loai chi Sam — Memecylon
L. & Viét Nam” Nguyén Thi Bich Huong va cac cong sy di mo ta diac diém
hinh thai cua chi, xay dung khoa dinh loai 14 loai va 4 thir thugc chi Memecylon

& Viét Nam duya trén dic diém hinh thai [2].

Nguyén Tuan Phuong (2023) di tach chiét, xac dinh dugc cau trdc va
danh gia hoat tinh khang viém cua 6 hop chat tach dugc tir cdy Sam ndi

(Memecylon scutellatum (Lour.)) [1].

C6 thé thay cac nghién ctru trong nudc chu yéu la cac cong trinh mang
tinh chat thdng ké, con khé it cac nghién ciu di sau vao viéc phan 1ap chat, xac

dinh cau trac va dem di danh gia hoat tinh sinh hoc cua céc loai thudc chi Sam.

1.1.3.2. Céc nghién citu trén thé gidi
Nha khoa hoc Chen Cheih (1984) da xay dung khoa dinh loai va md ta
van tat vé dic diém hinh thai, sinh thai, phan b caa 11 loai va 2 thi [6].
Elavazhagan va c4c cong su da phan tich thanh phan hoa hoc ¢ trong
dich chiét chloroform va ethyl acetate cia hat loai M. edule dugc thu héi tai An
Do. Két qua cho thay su hién dién cua cac hop chat alkaloid, triterpene,
flavonoid va saponin [7]. Dich chiét methanol caa M. edule chta squalene,

palmitic acid, va acid béo tur phan tich GC-MS va cac nhom chirc nang dugc
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xéc dinh bang phé FT-IR [8]. Khi phan tich GC-MS cua chiét xuét ethyl acetate
loai M. edule cho thay 26 hop chat va stearic acid 1a thanh phan chiém wu thé
(20,19%) [9]. Somsak Nualkaew va cong su di phan 1ap duoc 9 hop chat phenol
tir 14 loai M. edule trong d6 c6 mot chat mai 1a 2-butanone 4-glucopyranoside
6'-O-gallate va mot hop chat c¢d hoat tinh chdng oxi hoa cao d duoc tng dung
trong thyc tién l1a epigallocatechin-3-O-gallate (EGCG) [10]. Céc nghién cuau
khac trén thé gisi ciing chi ra ring EGCG c6 hoat tinh tc ché enzyme a-
glucosidase cao. Leilei Xu va cong su da chiing minh hoat tinh tc ché a-
glucosidase cuia EGCG (IC50 = 19,5+ 0,3 uM) cao hon acarbose (IC50 =278,7
+ 1,1 uM), EGCG uc ché a-glucosidase theo cach thuan nghich va khong canh
tranh [11].

Trong cac nghién ctu vé loai M. umbellatum cho thay su c6 mat cua
phytosterol, terpenoid, glycosid, tannin va flavonoid, cacbohydrate va cac hop
chat phenolic [12-14]. Thanh phan héa hoc phan trén mat dat cua M.
umbelletum bao gom B- amyrin, sitosterol, oleanic acid, ursolic acid, sitosterol-
B-D glucoside umbe lactone [15]. Joshi va cong su [16] 1am sang to cau tric
cua cac acid béo nhu octocosonoic acid, cerotic acid, ethyl palmitate, palmitic
acid va butyric acid dua trén dix liéu phé tir dich chiét n-hexane cua ré loai thuc
vat nay. Cac dich chiét khac nhau cua than cay M. umbellatum duoc xac dinh
cac thanh phan hda hoc bang cach st dung GC-MS, két qua cho thdy c6 20 hop
chét tir dich chiét chloroform, 11 hop chét tir dich chiét ether va 10 hop chat tir
dich chiét ethanol [8].

Dich chiét methanol caa M. talbotianum da dugc xac dinh 18 chat chuyén
hoéa, trong do synapoylhexose-formic acid; kaempferol 3-O-feruloylhexosyl
rhamnoside, 6- Carabinosyl-8-C-glucosyl-apigenin va isorhamnetin-3-O-
glycoside-7-Oglycoside 1a nhitng thanh phan chinh [17]. Trong phan tich
HPLC, rutin, quercetin va protocatechuic acid duoc tim thay 1a cac thanh phan
chinh c6 trong M. talbotianum. Su hién dién cuaa cac hop chat nay trong loai

duoc bao cdo lan dau tién va ching co thé Ia tdc nhan tao nén hoat dong chéng
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dai thao duong cua M. talbotianum [18]. R4t nhiéu nghién ctu trén thé gisi da
chi ra hoat tinh tc ché enzyme a-glucosidase cua cac hop chéat nay cao hon
acarbose: quercetin, kaemferol ¢ 1C50 lan luot 14 30,67 + 3,67 uM va 42,59 +
9,0 UM trong khi acarbose c6 IC50 la 177,5 £ 27,5 uM.

Dich chiét methanol loai M. terminale ciing phat hién su c6 mat céc
alkaloid, flavonoid, steroid, tannin va phenol [19]. Céc hop chat anthocyanins
la Cy-3, 5- diglucoside dugc tim thay tr M. amplexicaule va Mv-3, 5-
diglucoside tir M. caeruleum [20]. Mét hop chat chalcone méi ¢6 cau tric tha
vi 1a polyanthumin cing nim hop chat quen thuoc 1a myricetin 3-O-(3"-O-
galloyl)-a-I- rhamnopyranoside, sulfuretin, fustin, gallic acid, ethyl gallate,

duoc phan lap tir than loai Memecylon polyanthum H.L. Li [21].

Ellagic glycosides
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H o] OH OH
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o OH
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0
9 0,
HO 0
. " s
OH H
OH fo
HO
OH HO
Gallic acid Protocatechuic acid Benzyl-(6-O-a-l-arabinofuranosyl)-

Op-d-glucopyranoside

HO
H(),/
HO e
OCH,CH, 0
o™ >N # O,
Ho i
OH

Ethyl gallate Feruloyl quinic acid
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Triterpenes

Ursolic acid

Flavonoids

Lutcolin

Oleanolic acid

Quercetin

Isorhamnetin

Myricetin-3-O-a-I-rhamnopyranoside

OH
OH
HO 0
OH
O
OoH O
O
HO—iA OH



Rutin Benzyl-(6-O-a-l-arabinofuranosyl)-Op-d-glucopyranoside
Keton Fatty acids
)\/\ HO
H,C OH OH
Cerotic acid 0 OH
Umbelactone W Malic acid

Stearic acid
1.1.4. Tac dung dwoc ly cua cac loai chi Memecylon
e Téac dung chong tiéu duong

Trong chi Memecylon, loai M. malabaricum da xuat hién trong cac bai
thudc ¢ truyén cta ngudi An Do trong viée chita bénh tiéu dudng. Cac nghién
ctru so bo vé kha ning e ché o - amylase ciia dich chiét tho cho thdy kha ning
trc ché 10,60 % hoat dong enzyme ¢ gia tri nong d6 5 pg/mL [22]. O mot cong
bd khac, tac dung chira bénh tiéu duong cua dich chiét methanol cua 14 loai nay
cling da chi ra hoat tinh trc ché enzyme phu thudc vao lidu luong trén chudt
[21]. Dich chiét methanol ctia M. malabaricum ciing cho thay mét hiéu qua

tuong tu khi so sanh véi chat tham khao tiéu chuan gliclazide [23].

Loai M. umbellatum cling dugc tng dung nhu mot duoc li€u tir xa xua
v6i tac dung ha dudong huyét. Viéc st dung dich chiét con tir 14 cdy M.
umbellatum dan dén giam dang ké mic duong huyét & chudt binh thuong va
chudt bi tiéu duong do alloxan [24]. Cac nghién ctru doc tinh cap cta dich chiét
M. umbellatum cho thay né khéng c6 tac dung phu trén gan, than va lam giam
dang ké murc urea va creatinine so véi 16 ddi chimg. Cac nghién ctru dc tinh
truong dién di xac nhan sy gia ting trong luong co thé ctia dich chiét trén chudt.
Tiém ning chdng déi thao duong va ha dudng huyét cua M. umbellatum da
duoc danh gia véi cac dich chiét khac nhu hexane, ethyl acetate va methanol,
tuy nhién dich chiét methanol cho thiy hoat dong chéng dai thao dudng cao

hon c [25].
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Két qua thtr nghiém cho thdy, dich chiét methanol tir 14 loai M.
talbotianum 1am giam muc dudng huyét trén dong vat bénh tiéu duong do
streptozotocin gay ra, cai thién chi sb lipid mau, giam nguy co stress oxy hoa

va cai thién ton thuong gan va tuyén tuy [26].
e Téac dung chong viém

Dich chiét con cua M. umbellatum duoc danh gia vé hoat tinh chéng
viém bang cach sir dung mo hinh chudt gay viém cip tinh bang carrageenan
lam phu chan & chudt va gay mo hinh viém man tao u hat bang ciy vién cotton
vao da lung chudt. Két qua thiru nghiém cho ta thay tac dung chéng viém & ca
2 mo hinh dong vat va trong lugng cia tuyén thuong than cling dugc tang dang
ké trong qua trinh thir nghiém. Két qua cho thay tac dung chéng viém phu thudc

tuy vao lidu luong duogc str dung [27].

Tac dung chdng viém cua 14 M. edule dugc thir nghiém véi cao chiét
ethyl acetate, bang cach st dung propiolate ethyl phenyl (EPP) giy phi tai
chudt. Két qua cho thiy bén tai bi phu né giam déng ké sau khi boi cao EtOAc
30 phut. Sau 4 gid, tic dung giam 50% so v&i chat tham chiéu indomethacin

cung lidu luong [28].

Memecylaene, mot hop chat méi dugc phan lap tir M. Malabaricum, chat
nay di dugc mang di thir nghiém dé danh gia cho tac dung chéng viém & chudt
bach tang trong mo hinh cép tinh va ban cap tinh. Phan tich cac chi s6 sinh hoa,
nhu cac enzyme chéng oxy hoa, peroxy hoa lipid wc ché & gan, cling nhu
mucopolysaccharides cho thiy memecylaene lam ting dang ké hoat dong cua
enzyme chéng oxy héa (CAT, SOD va GPx (P <0,05), uc ché lipid peroxide
trong gan va mucopolysaccharide trong mé u hat. Hoat dong chong viém ciia
Memecylaene cho thiy trong ca hai mé hinh viém duoc cho 1a do tac dung tc
ché chat chdng oxy hoa va phospholipase A2 cua chung. Vi vay, nghién ciru di
chirng minh co s& khoa hoc cua viéc sit dung M. malabaricum trong dan gian

do1 véi cac bénh lién quan dén viém va gia thiét co ché hoat dong ctia n6 [29].
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e Tic dung chong oxy hoa

Dich chiét methanol cta 1a M. umbellatum duoc dénh gia hoat tinh chéng
oxy hoa. Két qua cho thdy dich chiét nay co dic tinh chéng oxy hoa twong
duong véi chat d6i chimg 1a ascorbic acid [29]. Chiét xuit methanol ctia M.
talbotianum thé hién phan tng manh véi cac gbc tu do DPPH, ABTS, gbc
superoxide [30]. Dich chiét methanol tr M. terminale cho thdy hoat dong

chéng oxy hda manh nhét va tac dung thé hién phu thudc vao liéu luong [31].
e Tac dung bio v¢é gan, thin

R& M. Umbellatum cé tac dung bao vé gan, chéng lai acetaminophen gay
ra doc tinh trén gan & chudt da dugc danh gia. Mot lidu uéng 200 hoac 400
mg/kg thé hién hoat tinh bao vé gan bang cach giam chi sb cac enzyme huyét
thanh va phuc héi mé gan trd vé binh thuong khi so sanh voi nhém dbi ching.
Chuot thur nghiém con thé hién rd rét kha nang chéng lai carbon tetrachloride
gy doc cho gan. Két qua thu dugc cho thay dich chiét 1am giam chi s6 SGOT,
SGPT, ALP, y-GT va liéu 400 mg/kg véi bilirubin, twong tng voi thude tiéu
chuan silymarin. Két qua ciing cho thay rang 16 diéu tri voi dich chiét con da
rit ngan dang ké thoi gian gy mé & chudt nhu so v6i nhom chi thir nghiém véi
CCl4 [19].

Dich chiét con cta ré loai M. umbellatum d3 duoc nghién ctru vé hoat
tinh bao vé than chdng lai bénh than cip do cisplatin gdy ra & chudt. Dich chiét
& liéu 100 dén 400 mg / kg trong luong co thé cho thay tac dung giam uré mau,
huyét thanh, creatinine phu thudc vao liéu lugng va kha ning binh thudng hoa
cac thay d6i mé bénh hoc & 16 duoc diéu tri. Nhirng phat hién nay cho théy kha

nang bao v¢ than cua loai thuc vat nay [32].
e Hoat dong chong ung thw

Hoat tinh chéng ting sinh cua chiét xuét ethyl acetate 14 M. edule trén
cac dong té bao ung thu da day (NUGC va MKN-74) va té bao niém mac da
day lanh (GES-1). Két qua ghi nhén cho thiy dich chiét tc ché sy phat trién
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ctia t& bao ung thu da day theo cach thirc phu thudc vao lidu luong va doc tinh
té bao manh hon trén té bao ung thu da day so véi té bao lanh va doc tinh 1o
rang hon ddi v6i khdi u 4c tinh. Trong thir nghiém apoptosis, dich chiét nay trc
ché duge biéu hién qué muc cua Cyt-c va kich hoat caspases-3, diéu hoa Bcl-2
trén céac té bao MKN-74 va NUGC theo con dudng ty thé. Nghién ctru cho ring
dich chiét ethyl acetate ctia M. edule gy apoptosis c6 chon loc & cac té bao ung
thu da day, nhan manh tam quan trong cua loai thuc vat nay trong diéu trj ung

thu da day cua y hoc co truyén [33].
e Téac dung khiang khuin

Dich chiét con cua M. umbellatum duoc danh gia vé hoat tinh khang
khuan, két qua nghién ctru cho thay kha ning khang khuan t6i da trén ching
Staphylococcus aureus va khang vi khuan Gram 4m, khang nam nhe [34, 35].
Dich chiét methanol ctia M. edule chdng lai cac ching vi khuan Gram duong
(Staphylococcus epidermidis, Bacillus cereus, Staphylococcus aureus va
Micrococcus luteus) va vi khuidn Gram am (Pseudomonas aeruginosa,
Escherichia coli, Kelebsiella pneumonia) va cac loai nam (A. Fumigatus,
Candida albicans va Aspergillus niger) bang phuong phap khuéch tan trén dia
thach. Két qua thé hién dich chiét co hoat tinh ddng ké chdng lai vi khuan gram
duong, vi khuan gram am va ndm [35]. Dich chiét chloroform va ethyl acetate
tur hat cua loai thyc vat nay cho th?iy hoat tinh khang khuan & muc trung binh
va cac chat chuyén hoa thir cap cua cay duoc sir dung dé chira lanh vét thuong
va cac dang nhiém trang do vi khuan gay ra [36]. Vivek va cong su da bao céo
hoat tinh khang khuén cta dich chiét methanol ctia cac loai M. talbotianum, M.
malabaricum, M. Umbellatum, M. Wightii va M. edule. Chung chdng lai ca vi
khuan Gram dwong va Gram 4m va nam duoc thir nghiém [37, 38]. Dich chiét
tir loai M. terminal ciing cho thay hoat tinh khang khuan chong lai cac ching
vi khuan Gram duong va Gram am khac nhau va hiéu qua phu thudc vao liéu

luong thir nghiém [19].
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1.2. TONG QUAN VE ENZYME a - GLUCOSIDASE VA BENH TIEU
PUONG

1.2.1. Enzyme a-glucosidase va chat ic ché enzyme a-glucosidase

Nhu d3 biét, enzyme a-glucosidase (E.C.3.2.1.20) 1a nhém enzyme quan
trong trong 16p glycoside gydrolase (GH). Nhitng enzyme trong nhém nay gom
cd maltase, maltase-glucoamylase, glucosidosucrase, glucoinvertase, o-D-
glucosidase, a- glucopyranosidase, al,4-glucosidase, a-glucosid hydrolase va
a-D - glucosid glucohydrolase. Trong do, enzyme a - glucosidase dong vai tro
chinh trong viéc phan tach lién két glycoside cua cac phan tir carbohydrate voéi

nhau, day 1a lién két vd ciing manh mé trong cac polymer ty nhién.

Céc chat tc ché enzyme a-glucosidase (AGls) lam giam luong duong
trong mau bang cach 1am cham qua trinh hap thu carbohydrate tir rudt non. Cac
hop chat nay thuong c6 ciu trac twong ty nhu disaccharide hoaic
oligosaccharide, cho phép ching gin vao vi tri lién két carbohydrate cua
enzyme o-glucosidase. Piéu nay tao ra sy ¢c ché canh tranh, 1am giam hoat
dong caa enzyme trong niém mac rudt non. Két qua 13, carbohydrate khdng
duoc hap thu ngay & rudt, ma s& duoc thiy phan cham & héng trang, ta trang

va hdi trang, 1am viéc hap thu glucose giam di dang ké.

Duya theo cac nghién ctu, thudc miglitol va acarbose — dién hinh cho
thudc AGIs khong chi 1am giam luong duong trong mau sau bira dn ma con
thac day giai phong GLP-1 (Glucagon-like peptide-1), gilip @c ché con doi.
Mic di acarbose c6 thé lam giam qué trinh tiéu hoa carbohydrate bang cach tc
ché enzyme o-glucosidase, nhung né ciing c6 thé xuat hién mét sé tac dung phu
nhu day bung, tiéu chay va buén nén. Do d6, nghién ctru va phat trién cac AGIs
mai ¢6 thé cai thién hiéu qua diéu tri dai thao duong tuyp 2 ddng thoi giam
thiéu céc tac dung phu khéng mong mudn. Nhiéu AGls da duoc phét hién &

nhiéu lodi sinh vat, cha yéu Ia tir thuc vat.

1.2.2. Bénh tiéu dwong va cac nhom thude diéu tri
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Tiéu duong cd thé hiéu 1a mot bénh réi loan vé chuyén héa dugc dic
trung bai lugng duong huyét lién tuc cao hon so véi muac thong thuong. Ly do
chinh 12 béi vi co thé khong san sinh ra du luong insulin can cé hoic viéc su
dung insulin khéng mang lai hiéu qua, hoic bai vi ca hai ly do trén, din dén
kho chuyén hda glucose, protein, m& va cac khoang chat. Trong diéu kién binh
thudng, co thé chuyén doi glucose, lipid va protein thanh niang luong cho cac
hoat d6ng cuia ndo, co va cac té bao. Tuy nhién, & nhitng ngudi mac bénh duong
huyét, s& rat khé khin trong viéc co thé chuyén hda carbohydrate tir thic an
thanh niang luong, dan dén sy tich tu duong trong mau. Néu mac dudng huyét
duy tri cao, diéu nay c6 thé lam tiang cac kha ning mac cac bénh vé tim va gay
nhiéu van dé c6 hai cho c4c co quan khac nhu mat, cac co quan than kinh va
than, ciing nhu nhiéu van dé stic khoe nghiém trong khéc. Bénh tiéu duong co
3 thé chinh:

e Tiéu duong thai ky 12 mot loai tiéu duong phét trién trong thoi ky
mang thai. Thuong loai tiéu dudng nay s& bién mat sau khi em bé chao doi. Tuy
nhién, san phu da ting bi tiéu duong thai ky vé sau s& c6 nguy co cao mac tiéu
duong tuyp 2. Doi khi bénh tiéu dudng duoc chan doan trong thoi ky mang thai
|a tiéu duong tuyp 2.

e Tiéu duong tuyp 1 1a bénh phu thudc vao insulin, né giét chét cac té
bao beta — té bao tiét insulin cta dao tuy, dan dén viéc insulin qué it va nhu cau
sir dung insulin ngoai sinh ting 1én. Bénh nay thudong duoc chan doan & tré em
va thanh thiéu nién, dac biét 1a nhitng ngudi dudi 20 tudi, va chiém khoang 5 —
10% tong sb ca mac bénh tiéu duong. Loai tiéu duong nay co tién trién nhanh
chéng va xuat hién bat ngo, diéu nay gilp dé dang nhan dién bénh hon.

e Tiéu duong tuyp 2 1a bénh khéng c6 su phu thudc vao insulin gay réi
loan chuyén hoé carbohydrate, do sy thiéu hut san xuit insulin ciing nhu tac
dong cua insulin dén co thé 1am tang lugng duong trong mau. Co ché cua bénh
dau tién khi mai mac bénh 1a sy dé khang vai insulin. Nghia 1 co thé san sinh

ra du lwong insulin nhung lai khdng thé sir dung ching dung cach hay ndi cach
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khac insulin khong thuc hién dugc ding chire nang cta no. Insulin dong vai tro
la cAu ndi trung gian dua glucose vao bén trong té bao sau dé cac té bao s& str
dung ngudn “thtic dn” nay dé tao ra ngudn ning luong cho co thé. Tiéu duong
tuyp 2 1a dang bénh tiéu duong phd bién nhat va cha yéu anh huong dén nhitng
ngudi trén 40 tudi, trong khi bénh nay dang ngdy cang phd bién ¢ nhitng nguoi
tré tudi hon. 90 — 95% tong sé ca tiéu duong la tiéu duong tuyp 2. Mot trong
nhitng thach thirc cua bénh nay 1 cac biéu hién cua bénh khong rd rang, khién

viéc chan doan bénh thuong gap kho khan [39].

Céc san pham cudi clng caa qua trinh thuy phan tinh bot bang enzyme
a-amylase 1a maltose, maltotriose, a-dextrin va mot it glucose. Cac san pham
nay duogc thuy phan thanh cac monosaccharide thanh phan caa ching boi cac
enzyme cua c4c té bao rudt non thuong duoc goi 1a a-glucosidase gom maltase,
sucrose, isomaltase va lactase. Diéu nay gay ra sy gia tang dot ngot luong duong
trong mau, day 1a mot bién ching nghiém trong lién quan dén bénh tiéu duong
loai 2.

Mot trong nhitng cach tiép can diéu tri hiéu qua nhat trong viéc quan ly
tinh trang ting duong huyét 1a giam san xuat va hap thu glucose & duong tiéu
hoa thdng qué viéc uc ché cac enzyme tiéu hod carbohydrate nhu a-amylase va

a-glucosidase [40].

Thudc diéu tri bénh tiéu duonq:

Pé kiém soat duge duong huyét, bénh nhan can két hop ca viéc si dung thude
va ché do an phu hop. Nguoi bénh ¢d thé sir dung thudc dang tiém hoic vién
uéng.

e Céc thubc dang tiém: Insulin, Amylin

e Céc thuéc dang udng:

- Thudc nhém biguanide nhu: metformin, buformin, phenformin
- Thubc nhém dan xuit sulfamide nhu: carbutamide, tolbutamide,

phenbutamide, metabutamide, ...
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Thuéc nhém dan xuat sulfamide nhu: glypinamide, gliclazide,
glibonuride, glipizide, ...

Thuéc nhdom twc ché enzyme a-glucosidase: Acarbose, Voglibose,
Benfluorex

Thudc nhém meglitinide: repaglinide (Prandin) va nateglinide (Starlix)
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CHUONG 2. POI TUQONG VA PHUONG PHAP NGHIEN CUU
2.1. POI TUQNG NGHIEN CcUU
2.1.1. Mau thuc vat
Mau than 14 Sam tam séng Memecylon octocostatum Merr. & Chun duoc
thu hai tai tinh Quang Tri vao thang 10 nam 2023 dugc PGS.TS. Vi Tién
Chinh, Bao tang Thién nhién Viét Nam, Vién Han lam KHCN Viét Nam giam

dinh mau thyc vat.

Mau tiéu ban ki hiéu MO-2023/QT duoc luu trit tai Phong Hoa sinh tng
dung, Vién Hoa hoc, Vién Han 1am KHCN Viét Nam.

Hinh 2. 1: Loai Memecylon octocostatum Merr. & Chun thu hai tai Quang Tri
2.1.2. Hoa chat

Céac dung moi: dichloromethane, acetone, ethyl acetate, methanol, n-
hexane

Sac ky 16p mong (TCL) dugc thuc hién trén ban mong cé trang san Silica
gel 60 Merck Fus4 co @6 day 0,25 mm. Quan sat ban mong dudi anh sang tur
ngoai & 2 budc song A= 254 nm va A= 365 nm. Thudc thtr trong phan tich TLC:
FeCls, Ceri sulfat, Vanilin/ H,SO, dac.

Sic ky cot (CC) sir dung Silica gel Merck ¢& hat 40-60 um.

Sic ky cot (CC) véi pha tinh 1a Sephadex LH-20.

Enzyme a-Glucosidase (Sigma G0660), co chat p-nitrophenyl-a-D-
glucopyranoside (pNPG, Sigma N1377), sodium phosphate buffer (PBS) 0,1M
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pH 6,8, Na;CO; (Merck), dia nhya 96 giéng (SPL, Han Qudc), pippette don
kénh, da kénh (Eppendorf), dau tip c4c thé tich...
2.1.3. Thiét bj

Ph6 khéi phun mu dién tir (ESI-MS) duoc phan tich bang may sac ky
long ghép khdi phd LC/MSD Agilent series 1100, st dung ché d6 ESI va dau
do DAD.

Ph6 cong huong tir hat nhan (NMR) duoc ghi lai trén thiét bi Bruker
Avance 600 MHz, vi TMS duoc ding lam chat chuan noi.

May quang phé Biotech Epock 2 budc sdng 410 nm.
2.2. PHUONG PHAP NGHIEN CUU

2.2.1. Phwong phap chiét xuat, phan 1ap va xac dinh cau triic
2.2.1.1. Phwong phdp chiét mdu thuc vit

Mau nghién ctu duoc phoi khé tu nhién, sau d6 dem nghién nho va
ngam chiét véi dung moi EtOH 80% & nhiét ¢ 55-60°C. Qua trinh chiét duoc
thuc hién lap lai 3 1an. Gop céc dich chiét va cat loai dung méi & ap suat thap
dé thu duogc cao chiét EtOH tong. Tiép do, hoa lai cao chiét tong bang dung
méi ethanol: H,O (1:1) va chiét lan lugt vai dung méi n-hexane va EtOAc. Co

cat chan khong thu duoc cac cao chiét twong ung.
2.2.1.2. Phwrong phdp phén lp chit

Phuong phép sic ky cot va sic ky 16p mong duoc sir dung dé phén lap
cac chat.
« Phurong phdp sdc ky cét (CC)

Phuong phap nay duoc sir dung dé phan tach céc can chiét tir d6 phan
lap duoc chét sach. C6 2 pha 1a pha tinh va pha dong. V&i pha tinh, théng
thuong cot s& dugc nhoi cac chat hap phu nhu silica gel danh cho pha thuong,
silica gel danh cho pha dao, Sephadex LH — 20, ... Con pha dong la cac dung
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moi phan cuc nhu dichloromethane, methanol, acetone, n-hexane, ethyl acetate,

H,0, ... Cac chat s& ra khoi cot lan luot theo do phan cuc.

Hinh 2. 2: Sic ky cot
« Sdc ky 1ép mong (TLC)

Sic ky lop mong hay con goi 1a sic ky phang, phuong phap nay sir
dung k§ thuat phan bé 2 pha — pha ran va pha long dé phan tach chat ra khoi
hdn hop cac chat. Trong d6 pha chuyén dong (pha dong) 1a phan chat long —
dung dich can phan tach duoc dua vao sau d6 di qua chat hap thy tro hay con
goi 1a pha khdng chuyén dong (pha tinh) nhu silicagel hay nhém oxide. Phan
chat hap thu dem trang thanh 16p mong sau d6 duoc phu 1&n trén nén phang
nhu tdim nhdm, kinh, hoic plastic. Sac ky 16p mong dugc ding trong ca phan
tich dinh tinh va phan tich dinh lwong. Hé s luu Ry 1a dai lwong dic trung cho
mtc d6 di chuyén cua chat phan tich duoc tinh bang ty 1¢ gitra khoang cach ma

hop chat di chuyén dugc va khoang cach dung méi di chuyén.

Hinh 2. 3: Sic ky 16p méng
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Hé sb di chuyén Ry 1a dai luong dic trung quan trong vé mirc do tach,
n6 khdng phai 12 hang sé va chi cd gia tri tir 0 dén 1, hé s6 nay con tuy vao sir
dung dung mdi ndo va ban sic ky nao.

Hién nay c6 mot sb cai tién co6 thé két hop voi ki thuat truyén théng
nham don gian hod mot vai thao tac va ting kha ning dung giai cua sic ky
l6p mong tir d6 cho két qua chuan xé&c hon 1a phwong phép sac ky 16p mong
hi¢u nang cao (high performance TLC - HPTLC).

2.2.1.3. Phuwrong phdp xdc dinh cdu tric

Mot trong nhitng phuong phap hién dai hién nay dé phan tich, xac dinh
cau trlic cac hop chat hoa hoc 1a str dung phé NMR. Phuong phép nay dya trén
nguyén tac vé su cong huong cua cac hat nhan dwoc dat trong clng mot tur
truong. V6i pho NMR, hang sé tuong tac spin — spin J va do dich chuyén hoa
hoc & 14 hai thong sb quan trong c6 lién quan dén cau tric ciia mot phan tir. Va
str dung két qua phan tich quang phé gilp ching ta xay dung dugc cu tric
phan ti cia hop chat d6. Cau tric hoa hoc cta cac hop chat dé xac dinh duoc
thi can phai sir dung cung liic cac phuong phap phd khac nhau nhu phé cong
huong tir hat nhan mot chiéu (*H-NMR, 3C-NMR), phé khéi luong (MS) va
pho cong huong tir hat nhan hai chieu (HSQC, HMBC, COSY, NOESY).

Céc chat da duoc phan 1ap va “lam sach” bang cac phuong phap sic ky
s& dugc mang di do phd NMR dé xac dinh cau tric cta cac hop chat. Trudc
hét, dé biét cac hop chat da du do tinh khiét hay chua thi can duoc dem di do
phd proton 'H-NMR. Khi da dat vé d6 “sach” thi s& dugc tiép tuc do phd
cachon *C-NMR va DEPT. Mot s6 hop chat c6 cau tric don gian va hay gap
thi c6 thé d& dang xac dinh ngay chi v&i phuong phap phd cong huong tir hat
nhan mot chiéu nhu H-NMR, 1*C-NMR va DEPT. Nguoc lai, v&i nhitng hop
chat ¢6 cau tric phirc tap hon thi phai sir dung dén phuong phap phd cong
hwong tir hat nhan hai chiéu nhe HMBC, HSQC, NOESY, COSY dé xac dinh

duoc cau trdc. Cubi cung, khi di xac dinh xong cac cau tric théng qua cac


https://vi.wikipedia.org/w/index.php?title=S%E1%BA%AFc_k%C3%BD_l%E1%BB%9Bp_m%E1%BB%8Fng_hi%E1%BB%87u_n%C4%83ng_cao&action=edit&redlink=1
https://vi.wikipedia.org/w/index.php?title=S%E1%BA%AFc_k%C3%BD_l%E1%BB%9Bp_m%E1%BB%8Fng_hi%E1%BB%87u_n%C4%83ng_cao&action=edit&redlink=1

21

phuong phéap phé thi c6 thé khang dinh cong thac phan tir caa cac hop chét
bang phé MS hoic phd HRMS.
2.2.2. Phwong phap danh gia hoat tinh wc ché enzyme a-glucosidase
2.2.2.1. Nguyén li caa phép the

Dua trén phan tng phan cit co chat p-Nitrophenyl-o-D-glucopyranoside
dudi tac dong cua enzyme o - glucosidase, tir d6 giai phéng san pham mau
vang la p-Nitrophenol.

CH,OH

CH,OH

i \lpha-Gl id °

{ OH Adpha-Ulucosidase A
? —————— (OH ) HO NO,

OH 00— NO, OH OH

OH p-Nitrophenol

g OH {vellow color formation)
PNPG .

D-Glucose

O budc song 410 nm, tién hanh do do hap thy caa hdn hop tham gia phan
tng, thoi diém 30 phat sau phan tng, cho két qua vé luong san pham p-
Nitrophenol duoc sinh ra, tir d6 phan anh hoat d6 ctia enzyme o — glucosidase
[41].

2.2.2.2. Thuc nghiém

Hoat tinh &c ché enzyme a-glucosidase dugc xac dinh bang céch sir
dung dia 96 giéng vai tong thé tich phan ang la 200 pl/giéng. Mau thir duoc
pha loang véi DMSO 100% hoic nudéc cat vo tring dén nong do phan ang cudi

cung 1a 256; 64; 16; 4; 1 ug/ml. V&i chat tham khao acarbose.

Cac thanh phan phan tng nhu sau:

Phosphate buffer 100 mM pH 6,8 40 ul
a-glucosidase 0,4 U/ml 25 ul
Mau thir 210

p-nitrophenyl a-D-glucopyranoside 2,5 mM : 25 ul

Trong mau d6i ching, mau thir duoc thay thé bang dung dich dém phan
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tng. U thi nghiém ¢ nhiét d¢6 37° C. Durng phan tng lai bang 100 pl Na,;CO;
sau 30 phut. St dung may do quang phd ¢ budc séng 410 nm dé do do hap

thu cta phan ang.
Kha ning ¢ ché enzyme o.- glucosidase cua mau thir dugc xac dinh bang
cong thuc:
% uc ché enzyme = (ODhing (+) — ODmiu thi)/( ODechiing (+)— ODehing () X 100%

Pugc biét, ICs; (half maximal inhibitory concentration) 1a nong d6 chat thir wrc
ché 50% hoat dong cua enzyme o-glucosidase, duoc tinh bang phan mém
Tablecurve [41].
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CHUONG 3. KET QUA VA THAO LUAN
3.1. PHAN LAP VA XAC PINH CAU TRUC CAC HQP CHAT
3.1.1. Quy trinh ngam chiét va phan lap chit sach

Than 14 cay Sam tam séng sau khi thu hai, duoc dé khd tu nhién trong
bong mat cho khé tu nhién. Mau duogc xay nho (4,3 kg) va ngam chiét véi chiét
véi con EtOH 80%, gia nhiét 55-60C trong 8h. Qua trinh chiét duoc lap lai 3
lan. Dich chiét EtOH tong dugc gop lai va quay cat loai dung méi dudi &p suat
giam thu duoc cao tong EtOH. Hoa cao tong EtOH vao nuéc am, chiét phan
16p 1an luot v6i n-hexane va EtOAc. Dung méi hiru co duoc cat loai bang may
quay cat chan khéng, thu dugc cac can chiét véi khdi luong tuong ung 1a: n-
hexane (110 g), EtOAc (95 g) va can nudc (500 g). Quy trinh ngam va chiét

mau thuc vat dugc trinh bay ¢ So d6 3.1.

Than la ciy Sam tam séng (M. octocostanim)
(4.3 kg)

- Mgam chigt vai 20 1ir EtOH $04%. gia nhiér $5-000C, 13p lai 3 lin
- Gom edc dich chigt, cit loai dung méi

‘ Cao tdong EtOH ‘

Haa vio HsO dm, chi@t v & lite-hexan, lap la 3 in
- Gom edc dich chigh, et loai dung moi

Can n-hexan Dich con lai
(110 gram)

- Chiét vai 4 it ErOAc lap lai 3 lin
- Gom cde dich chiét, cir loai dung midi

Can EtOAc Dich H:0
(95 gram) )

- Co quay loar H:O

Cian H:0
(500 gram)

l-.

So @6 3. 1. Quy trinh ngam chiét miu thwe vat
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Cin chiét EtOAc (40 g) duoc dua 1én cot silica gel, giai hap gradient voi
hé dung m6i EtOAC/MeOH gradient thu duoc 10 phan doan (F1 — F10). Quéa

trinh tao cac phan doan cta can chiét nay duoc trinh bay ¢ So @6 3.2.

Than la cay Sam tam song (Memecylon octocostatum)
Can EtOAc (40 g)

Chay cot sillicagel EIOAC/MeOH gradien
- Thu dugc 10 phan doan

Fl F3 F5 F7 F9

33¢ 25¢g 30¢ 4.00 37 ¢
' J

F2 F4 F6 F8 F10

4.2¢g 35¢ 20¢ 52¢ 42¢g

So d6 3. 2: So' d0 tao cac phan doan tir ciin chiét EtOAc

Bang 3. 1: Khoi lrong cac phan doan ciia ciin EtOAc

Khéi lwong
Phan doan Ti 1€ hé dung moi EtOAc/MeOH
(gram)
F1 100/0 3.3
F2 90/10 4.2
F3 80/20 2.5
F4 70/30 3.5
F5 60/40 3.0
F6 50/50 2.0
F7 40/60 4.0
F8 30/70 5.2
F9 20/80 3.7
F10 0/100 4.2

Phan doan F1 (50 mg) duoc tiép tuc tinh ché bang cot silica gel véi hé
dung moi CH,Cl,/MeOH gradient thu dugc 3 phan doan (F1.1- F1.3). Phan
doan E1.3 duoc rira bang MeOH (100%) thu dugc chat MOE 1.2 (5 mg).
Phén doan F5 (350 mg) dugc tinh chiét bang cot silica gel véi hé dung moi
EtOAc/MeOH gradient, thu dugc 7 phan doan (F5.1 - F5.7). Phan doan F5.2
cd khé thu dugc chit MOE 5.1 (20 mg). Phéan doan F5.4 (150 mg) dugc tinh
chiét bang cot silica gel véi hé dung mdi EtOAc/MeOH gradient, thu duoc 3
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phan doan (F5.4.1 - F5.4.3). Phan doan F5.4.2 ¢d kho thu dugc chit MOEA 3
(7 mg). Qua trinh phan 1ap cac hop chat tir can EtOAc duoc trinh bay & So' do
3.3.

Thén 13 Sdm tam song (M. ectecestutum)
Can EtOAc (40 g)

Cot silica gel v6i hé EtOAe/MeOH gradient,
thu 10 phan doan

Cét silica gel he CH:Cl:/MeOH Cot silica gel hé EtOAc/MeOH
gradien, thu 3 pd gradien, thu 7 pd

F5.4
(130 mg)

Cot silica gel he
EtOAc/MeOH gradien, thu 3 p
d

Ria véi MeOH

MOE 1.2
{3 mg})

MOE 5.1
(20 mg)

Cé kho

Y
MOEA 3
(7 mg)

So dd 3. 3: So do phan 1ap cac hop chit tir cin EtOAc

Can MeOH (80 gram)

Than la cay Sam tam song (Memecylon ormro.\'mmm)]

- Chay cét diaion vén hé dung méi nra gias MeOH/H:O
- Thu 4 phan doan

Hé 100% H.O | Hé MeOH/H:0  |Hé MeOH/H:O | Hé 100% MeOH

/7 (1)
i \ | Y

O e

So dd 3. 4: So d tao cac phan doan tir cin chiét MeOH
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Cin chiét nuéc (80 g) dugc dua 1én cot Diaion vai rira giai vai hé dung
moéi MeOH/H,0 (100% H,O dén 100% MeOH) thu dugc 4 phan doan (B1-B4)
ung véi hé dung moi ria giai nhu sau: B1 (100% H,0), B2 (70% H,0), B3
(50% MeOH), va B4 (100% MeOH). Qué trinh tao cac phan doan cta can chiét
nay dugc trinh bay & So' @6 3.4.

Than la Sam tam song (M. octocostatium )
Can H:0 (80 g)

Cor diaion vai hé MeOH/H20 gradient,
thu 4 phan doan

Y

Y

Cor sephadex hé MeOH,
Y thu 5 pd

)

B4.2
(80 mg)

Cat sephadex hé MeOH, Cot pha dao RP- 15 he

thu 2 pd Y MeOH/H20 (1/1), thu 5 pd

B4.1
(50 mg)

Co kno | B4.2.3
MOB 4.1
Co Khd 4 kha
(10 mg) 0 knho ¥ Cb kho

MOB 2 @

(3 mg) (4 mg)

So dd 3. 5: So' do phan 1ap cac hop chat tir cin nuéc
Phan doan B4 (320 mg) duoc cho 1én cot sephadex (MeOH) thu dugc 5
phan doan (B4.1 — B4.5). Phan doan B4.1 (50 mg) duoc tién hanh tinh ché lai
bang cot sephadex (MeOH) thu duoc 2 phan doan (B4.1.2- B4.1.2). Hop chat
MOB 4.1 (10 mg) thu duoc tir phan doan B4.1.2. Phan doan B4.2 (80 mg) dugc
tinh chét bang cot pha dao RP-18 vai hé dung méi (MeOH: H,0, 1:1) thu dugc
5 phan doan nho (B4.2.1-B4.2.5). Phan doan B4.2.2 ¢6 kho thu dugc chat MOB
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2 (3 mg). Phan doan B4.2.3 ¢6 khd thu duoc hop chat MOB 3 (4 mg). Qua

trinh phan 1ap cac hop chat tir can nudc dugce trinh bay & So' dd 3.5.
3.1.2. Dit liéu phé céc hep chat phan lap dwoc
3.1.2.1. Hop chdt MOB3 (3-O-methyl-3’,4’-methylenedioxy ellagic acid 4-
O-p-D-glucopyranoside)

Chét ran mau trang.

HR-ESI-MS: m/z 513,0620 [M+Na]* (tinh toan Iy thuyét cho
[C22H18013Na]+, m/z 513,0640)

1H-NMR (DMSO-ds, 600 MHz) § (ppm) va 3C-NMR (DMSO-d,
150 MHz) & (ppm): Xem bang 3.1
3.1.2.2. Hop chit MOB2 (3,3'-di-O-methylellagic acid 4-O-p-D-
glucopyranoside)

Chét ran mau trang.

HR-ESI-MS: m/z 515,0780 [M+Na]* (tinh toan ly thuyét cho
[C22H20013N8]+, m/z 515,0796)

1H-NMR (DMSO-ds, 600 MHz) § (ppm): 3,23-3,53 (5H, m, 1H, H-
1°°- H-6a); 3,70 (1H, dd, J= 12,0; 2,4 Hz, H-6"b); 4,05 (3H, s, OCHs),
4,09 (3H, s, OCHs); 4,60 (1H, t, J= 5,4 Hz, OH); 5,08 (1H, d, J= 5,4 Hz,
OH); 5,15 (1H, d, J =7,5 Hz, H-17); 5,17 (1H, d, J= 4,5 Hz, OH); 5,48 (1H,
br.s, OH), 7,53 (1H, s, H-5"); 7,82 (1H, s, H-5).

3.1.2.3. Hop chdt MOEAS3 (3,4,3"-tri-O-methylellagic acid)
Chat rin mau trang

'H-NMR (DMSO-dg, 600 MHz) 6 (ppm) va *C-NMR (DMSO-ds,
150 MHz) o (ppm): Xem bang 3.2

3.1.2.4. Hop chédt MOES5.1 (daucosterol)

Chat ran mau trang.
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'H-NMR (500 MHz, CD3s0D) § (ppm): 0,71 (3H, s, CHs-18); 0,84 (3H,
d, J =7,0 Hz, CH3s-27); 0,86 (3H, d, J = 6,5 Hz, CH3-26); 0,87 (3H, t, J = 7,5 Hz,
CHs-29); 0,92 (3H, d, J = 6,5 Hz, CHs-21): 1,04 (3H, s, CHz-19); 3,62 (1H, m,
H-3); 3,69 (1H, dd, J = 5,0; 12,0 Hz, H-6a); 3,86 (1H, dd, J = 2,5; 12,0 Hz, H-
6’b); 4,04 (1H, d, J=8,0 Hz, H-1°); 5,38 (1H, d br, J = 5,5 Hz, H-6).

3C-NMR (CDsOD, 150 MHz) 8¢ (ppm): 12,3 (C-18), 12,3 (C-29), 19,3
(C-21), 19.4 (C-19), 19.8 (C-26), 20,2 (C-27), 22.1 (C-28), 24,1 (C-15), 25,2
(C-23), 27.1 (C-16), 29,2 (C-25), 30,3 (C-8), 30,6 (C-7), 32,9 (C-20), 33,1 (C-
2), 34,9 (C-1), 37,2 (C-10), 37,4 (C-4), 38,4 (C-12), 39,6 (C-13); 47,1 (C-24),
51,5 (C-9), 57,3 (C-17), 58,0 (C-14),62,7 (C-6"), 71,5 (C-4"), 74,9 (C-2*), 77,6
(C-5%), 77,9 (C-3), 79,9 (C-3), 102,3 (C-17), 122,7 (C-6), 141,7 (C-5).

3.1.2.5. Hop chdt MOBA4.1 (3,4,5-trihydroxybenzoic acid)
Chét ran mau trang.
ESI-MS: m/z 171 [M+H]*
'H-NMR (CDs0D, 600 MHz) & (ppm): 7,06 (2H, s, H-2 + H-6)

13C-NMR (CD30D, 150 MHz) §¢ (ppm): 110,3 (C-2 + C-6), 122,5 (C-
1), 139,4 (C-4), 146,4 (C-3 + C-5), 167,4 (C=0).

3.1.2.6. Hop chdt MOE1.2 (docosan-1-ol)
Chat dang sap.
ESI-MS: m/z 327 [M+H]*

'H-NMR (CDCls, 600 MHz) & (ppm): 0,88 (3H, t, J = 7,2 Hz, CH3-21);
1,56 (4H, m, 2 x CH,); 1,28 (36H, m, 18 X CH,); 3,64 (2H, m, CH-1).

3.1.3. CAu triic ciia cac hop chit phan lap dwoc

3.1.3.1. Hop chdt MOB3 (3-O-methyl-3’,4’-methylenedioxy ellagic acid 4-
O-p-D-glucopyranoside)
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Hop chat MOB3 thu duoc duéi dang bot mau trang. Trén phd khéi phan
giai cao HR-ESI-MS cho két qua pic ion phan tir & m/z 513,0620 [M+Na]* (sau
tinh toan cho két qua cong thac phan tir [CoHis013Na]*, m/z 513,0640). Phd
BC-NMR cho phép x4c dinh cdng thic phan tir cuia MOB3 la C,Hig013 Trén
pho *H-NMR cuia hop chat MOBS3, cho tin hiéu cua 1 nhom methoxy & 8 4,10
(s, 3H, 3-OCHpa) va tin hiéu cua 2 proton vong thom & &4 7,61 (s, 1H, H-5");
7,87 (s, 1H, H-5), 1 nhdm dioxymethylene ¢ §, 6,42 (s, 2H, -OCH,0-).
Ngoai ra, trén pho *H-NMR con xuat hién tin hiéu cia 1 proton anomeric tai 5y
5,17 (d, J =7,8 Hz, 1H, H-1") cung cac tin hi¢u proton cta mot phan tir
duong glucopyranose nam trong khoang &y 3,23-3,70.

Ph6 3C-NMR va HSQC cho phép xac dinh tin hiéu cia 22 nguyén tir
carbon bao gém 1 nhém methoxy & 8¢ 61,7 (3-OCHg), 1 nhém dioxymethylene
o 6c 104,4 (-OCH,0-), 2 nhom carbonyl & §c 157,6 (C-7); 158,3 (C-7°), 2
nhém methin ¢ 8¢ 104,1 (C-5"), 112,4 (C-5), 10 carbon sp? khong lién két truc
tiép voi hydro va 6 carbon thuéc phan tar duong glucopyranose. Proton
anomeric H-1"" tai §y 5,17 cho hiang sb tuong tac 16n (J = 7,8 Hz) cho cho
phép xac dinh phan tir duong la g-glucopyranose. Nhitng di liéu phd trén
cho phép xac dinh hop chat MOB3 la dan xuat ellagic acid glucoside. Gia thiét
nay dugc khang dinh nho phan tich phé 2D-NMR, dac biét 13 pho HMBC.
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Spectrum from Hang20240719.wiff2 (sample 4) - MOB3, Experiment 1, 1IDA TOF MS (20 - 4500) from 0,893 min
513.0620
3500
3000
500
£
5 2000
H
E
1500 514.0568
|
1000
515.0680
;
500 s75.4015 810408
5001, 4812552 4873552 5252797 _ $52.0775 5754015 -
4531602 467.0920 el s132547 ||| 777 5313747 s 0775 5693078 5792817 o0 0101 6133261
» ! h
0
460 470 480 490 500 s10 520 530 540 550 560 570 580 590 600 610
Mass/Charge, Da
3 - R d A
Hinh 3. 1: Pho HR-ESI-MS cua hegp chat MOB3
'
MOBO3-DMSO-1H
“
{ Lkt
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Hinh 3. 2: Pho 'H-NMR cia hgp chat MOB3

Bang 3. 2: S6 liéu pho NMR cita hop chat MOB3 va hop chiat tham khao

] 3-O-methyl-3°,4’-
Hop chat MOB3 methylenedioxy ellagic acid 4-
O-p-D-glucopyranoside

oc?® | on(dd boi, J = Hz)2® dc(@#)

113,8 |- 114,5

1418 |- 142,3

1419 |- 142,9

B W N

152,0 |- 152,8
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5 112,4 17,87 (5) 113,5
6 1119 |- 112.3
7 157,6 |- 158,4
I’ 1157 |- 116,2
2’ 1414 |- 1424
3’ 1384 |- 139,3
4 150,7 |- 151,6
5’ 104,1 |7,61(s) 104,7
6’ 112,6 |- 112,7
7 158,3 |- 159,1
1’ 101,3 |5,17 (d, J =7,8 Hz) 102,4
27 73,3 | 3,39 (m) 74,2
3”7 76,5 | 3,35 (m) 77,3
4 69,5 |3,23 (M) 70,3
5”7 77,3 |3,43 (m) 78,0
3,52 (dd, J=12,0; 6,0
6”’ 60,6 | Hz) 61,5
3,70 (dd, J=12,0; 2,4 Hz
OCHj3 61,7 | 4,10 (s) 62,2
-OCH,0- | 104,4 |6,42 (d, J=8,5 Hz) 105,2
OH 4,61 (t, J=5,4 Hz)
OH 5,09 (d, J= 5,4 Hz)
OH 5,18 (d, J= 4,8 Hz)
OH 5,50 (br. s)

Do trong DMSO-d6, °150 MHz, °600 MHz, 9% trong CD30D,125 MHz,7[42]
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MOB03-DMSO-C13CPD

W

220 - 2C|00 1£|10 | 160 | 1;10 | 150 | 160 | 8-0 | 60 40 20 0 ppm
Hinh 3. 3: Pho *C-NMR ciia hgp chat MOB3

Trén pho COSY cho thay tin hiéu cua 1 hé tuong tac spin-spin cua
phan ti duong p-glucopyranose (Hinh 3.7). Trén phé HMBC cho thay
twong tac xa gitra proton caa nhém dioxymethylene vaoi C-37 (8¢ 138,4) va
C-4’ (8¢ 150,7) cho phép xac dinh chlng gin & vi tri C-3” va C-4’. Proton
ctia nhém methoxy tuong tac vai carbon C-3 (5¢ 141,9) trén phé HMBC
cho phép xac dinh nhém methoxy nay gin ¢ vi tri C-3. Tuong tac giita
proton anomeric H-1"" tai §4 5,17 v6i C-4 (8¢ 160,0) trén phé HMBC cho
phép xac dinh phan ta duong S-glucopyranose gan voi khung ellagic acid
& Vi tri C-4 (Hinh 4.7).
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MOB03-DMSO-COSYGP
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Hinh 3. 4: Pho COSY caa hep chat MOB3

.
Hinh 3. 5: Pho HSQC ciia hop chat MOB3
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Hinh 3. 7: Mot so twong tac chinh trén pho HMBC va COSY ciia hop
chat MOB3

Két hop véi cac dix liéu phan tich phé HR-ESI-MS, 1D-NMR, 2D-NMR
va ddi chiing voi tai liéu tham khao [42, 43] xac dinh dugc hop chit MOB3 13
3-0-methyl-3’,4’-methylenedioxy ellagic acid 4-O-p-D-glucopyranoside.

vy~~~
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3.1.3.2. Hop chdt Hep chat MOB2 (3,3'-di-O-methylellagic acid 4-O-4-d-

glucopyranoside)

OMe

Hop chat MOB2 thu duoc dudi dang chéat ran ¢6 mau trang. Trén pho
khdi phan giai cao HR-ESI-MS hién két qua pic ion phan tt & m/z 515,0780
[M+Na]* (két qua tinh toan cho cong thac phan tar [CxH20013Na]*, m/z
515,0796). Pho *H-NMR cua hop chat MOB2 ¢6 su twong ddng 16n vai hop
chat MOB3 nhung khac 1a thiy mat di tin hiéu cua 1 nhém dioxymethylene,

thay vao do6 1a 1 nhom methoxy.

Spectrum from Hang20240716.wiff2 (sample 29) - MOB2, Experiment 1, +IDA TOF MS (20 - 4500) from 0.953 min
600

515.0780
350
300
450
400
350

300

Intensity, cps

5173591

250 -
p1e13%0 516.0716

200

150

1004
50
0 |

5120 5125 3130 3135 514.0 5145 5150 5155 316.0 3165 517.0 5175 5180 5185
Mass/Charge, Da

Hinh 3. 8: Pho HR-ESI-MS ciia hep chat MOB?2
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Hinh 3. 9: Phé 'H-NMR ciia hep chat MOB2

Phan tich ph6 H-NMR cua hop chat MOB2 cho thay tin hiéu cua 2
nhém methoxy & 8y 4,05 (3H, s, OCHs), 4,09 (3H, s, OCH3s), 2 proton vong
thom & &y 7,53 (1H, s, H-5"); 7,82 (1H, s, H-5), 1 proton anomeric tai dn
5,15 (1H,d,J=7,5Hz, H-1”) va cac nhom oxymethine, oxymethylene ctia
dudng glucopyranose nam trong khoang &y 3,23-3,70.

Tir cac dix lieu phd HR-ESI-MS, *H-NMR va ddi chiing véi tai liéu tham
khao [44] cho phép xac dinh hop chat MOB2 14 3,3'-di-O-methylellagic acid
4-O-B-D-glucopyranoside.

3.1.3.3. Hop chdt MOEAS3 (3,4,3"-tri-O-methylellagic acid)



Hop chat MOEAS3 thu dugc dudi dang chat ran mau trang. Phd *H-NMR
ctia hop chat MOEAS c¢6 su tuong dong 16n véi hop chat MOB2 nhung khac
la thdy mat di tin hiéu cua phan tir duong glucopyranose thay vao d6 1a 1 nhém
methoxy.

Phan tich di liéu pho *H-NMR cua hop chat MOEAS cho tin hiéu caa 3
nhém methoxy & &4 3,99 (3H, s, 4-OCHz3); 4,04 (3H, s, 3-OCHs); 4,06 (3H,
s, 3’-OCHs), 2 proton vong thom & 8y 7,53 (1H, s, H-57); 7,61 (1H, s, H-5).

Ph6 3C-NMR cho phép xac dinh tin hiéu cia 17 nguyén tir carbon bao
gém 3 nhém methoxy & 3¢ 56,7 (4-OCHys); 61,0 (3°-OCHg); 61,3 (3-OCHs),
2 nhom carbonyl & §¢c 158,3 (C-7); 158,4 (C-7°), 2 nhdm methin sp? & ¢
107,5 (C-5); 111,1 (C-5’) va 10 carbon sp? khong lién két truc tiép véi hydro.

Trén pho HMBC cho thay tuong tac xa giita H-5 véi C-3/C-4/C-6/C-1 va
tuong tac xa gitra H-5" véi C-3°/C-4°/C-6’/C-1°. Tuong tac giira proton cua
nhém methoxy ¢ 3,99 (3H, s, 4-OCHzs); 4,04 (3H, s, 3-OCHa); 4,06 (3H, s,
3°-OCHj3) lan luot véi 153,8 (C-4), 140,8 (C-3), 140,2 (C-3") cho phép xac

dinh 3 nhém methoxy nay gan lan luot vgi C-4, C-3 va C-3°.

Bang 3. 3: S6 liéu phoé NMR ciia hop chit MOEA3 va hop chit tham

khao
c Hop chat MOB3 3,4,3'-tri-O-methylellagic acid
Oc*® | on(do boi, I =Hz)2c | §c@H
1 1125 |- 111,9
2 1414 |- 141,5
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3 1408 |- 140,8
4 1538 |- 153,4
5 1075 |7,61(s) 107,5
6 1133 |- 113,6
7 1583 |- 158,6
1 1116 |- 110,7
2 1409 |- 141,0
3 1402 |- 140,4
4 1526 |- 153,7
5 111,1 |7,53(s) 111,8
6 1119 |- 112,5
7 1584 |- 158,4
3-OCH; | 61,3 |4,04(s) 61,3
4-OCH3 | 56,7 |3,99 (s) 56,7
3°-OCHs | 61,0 | 4,06 (s) 60,9

“Po trong DMSO-d6, °150 MHz, 600 MHz, 7[45]
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Hinh 3. 10: Phé 'H-NMR caa hgp chat MOEA3
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Hinh 3. 13: Mét s6 twong tac chinh trén phé HMBC cia hop chat
MOEA3
Tir cac dit lieu phd *H-NMR, *C-NMR va HMBC va dbi chiing véi tai
licu tham khao [45] xac dinh dugc hop chit MOEA3 la 3,4,3'-tri-O-
methylellagic acid.
3.1.3.4. Hop chdt MOES5.1 (daucosterol)

HO OH

Chat MOES.1 dugc phan lap dudi dang chét rin mau trang. Pho *H NMR
cd tin hiéu cong huong caa 6 nhom methyl ¢ 64 0,71 (3H, s, CH3-18); 0,84 (3H,
d, J=7,0 Hz, CHs-27); 0,86 (3H, d, J = 6,5 Hz, CH3-26); 0,87 (3H,t,J = 7,5 Hz,
CH3-29); 0,92 (3H, d, J = 6,5 Hz, CH3-21); 1,04 (3H, s, CH3-19). Tin hiéu cua 1
proton methine sp? & &y 5,38 (1H, d br, J = 5,5 Hz, H-6) va cdc nhém oxymethin,
oxymethylene ciia mot phan tir duong glucopyranose xuét hién trong khoang
3,17 dén 3,88 ciing duoc quan sat thay trén phd H NMR. Proton anomer cua
phan tir duong glucopyranose dugc quan sat thay ¢ &y 4,04 (1H, d, J = 8,0 Hz,
H-1°), véi hang s6 tuong tac 16n (J = 8,0 Hz) xac dinh duoc phan tir duong
la f-glucopyranoside.

Ph6 3C NMR va HSQC cho phép xac dinh tin hiéu cua 35 nguyén tir
carbon bao gébm c6 mot lién két doi tai 5c 122,7 (C-6), 141,7 (C-5), 6 nhom

oxymethin, mot nhom oxymethylene, 7 nhdm methin, 11 nhém methylene, 6
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nhom methyl va 2 cacbon khéng lién két truc tiép véi hydro. Cac dix liéu phd
IH NMR va C NMR cua hop chit MOES5.1 trung khép véi hop chat
daucosterol va dugc khang dinh bang phé HMBC.

T T T T T N T N T T T ' T " T v T N T N T v
200 180 160 140 120 100 80 60 40 20 0 ppm

Hinh 3. 15: Phé 3C NMR ciia MOES5.1
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Trén phé HMBC cho thay tuong tac cta proton anomeric H-1” véi C-3
cho phép xac dinh phan tir duong f-glucopyranoside gan véi khung steroid
& vi tri C-3. Sau nhom methyl duge xac dinh gan & céc vi tri C-10, C-13, C-
20, C-28 va C-25 duoc khang dinh bang cac twong tac xa trén phd HMBC (Hinh
3.18).

Hinh 3. 18: Mét s6 twong tac chinh trén phé HMBC ciia hop chat
MOES5.1

Dya vao dit liéu pho va doi chiéu véi tai liéu tham khao [46] cho phép
xé&c dinh hop chat MOES.1 1a daucosterol. Pay 1a mot hop chat glucoside phd

bién ¢ cac lodi thuc vat bac cao.

3.1.3.5. Hop chdt MOBA4.1 (3,4,5-trihydroxybenzoic acid)
COOH

HO OH
OH
Hop chat MOB4.1 thu duoc duéi dang chat ran ¢6 mau trang. Trén pho
khdi ESI-MS cho pic ion phan tir proton héa & m/z 171 [M+H]*. Phd *H NMR
cho tin hiéu cia 2 proton vong thom dudi dang singlet ¢ 7,06 (2H, s, H-2 + H-
6).
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Hinh 3. 20: Phd *H NMR ciaa MOB4.1
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Hinh 3. 21: Phé **C NMR ciia MOB4.1
Ph6 C-NMR cho tin hiéu caa 1 nhém carbonyl ¢ 8¢ 167,4 (C=0), 4
carbon khong tuong tac truc tiép véi hydro ¢ 8¢ 122,5 (C-1), 139,4 (C-4), 146,4
(C-3 + C-5) va 2 nhém methine sp? & 8¢ 110,3 (C-2 + C-6). B chuyén dich

hoa hoc cua C-4, C-3 va C-5 cho phép xac dinh c4c carbon nay gin vai oxy.

Tir cac dit liéu pho va dbi chung véi tai liéu tham khao [47] cho phép
xéc dinh hop chat MOBA4.1 1a 3,4,5-trihydroxybenzoic acid.

3.1.3.6. Hop chdt MOE1.2 (docosan-1-ol)

1

W N P e S VN

MOEL.2 duoc phan Iap & dang chat ran mau trang. Trén pho khéi ESI-
MS cho pic ion phan tir proton héa & m/z 327 [M+H]*. Phé *H-NMR cua
MOEZ1.2 cho c4c tin hiéu dic trung cua 1 alcol mach dai. Trén phd *H- NMR
cho tin hiéu cia 1 nhdm methyl ¢ 64 0,88 (3H, t, J = 7,2 Hz, CH3-22), 1 nhom
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oxymethylene ¢ oy 3,64 (2H, t, J = 7,2 Hz, H-1) va 1 loat cac proton vung

aliphatic nam trong khoang & 1,26-1,56. Tir cac di liéu pho va ddi ching véi

tai liéu tham khao [48] cho phép xac dinh chit MOE1.2 14 docosan-1-ol.
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Hinh 3. 23: Phé 'H NMR ciia MOE1.2
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Nhu vay tir [0di M. octocostatum da phan lap va xac dinh cau tric hoa
hoc caa 6 hop chat, cau tric cua cac hop chit dugc xac dinh 1a 3-O-methyl-
3’,4’-methylenedioxy ellagic acid 4-O-B-D-glucopyranoside (1), 3,3’-di-O-
methylellagic acid 4-O-B-D-glucopyranoside (2), 3,4,3'-tri-O-methylellagic
acid (3), daucosterol (4), 3,4,5-trihydroxybenzoic acid (5), docosan-1-ol (6).
Céc hop chat phan 1ap dugc 1a din xuat cua ellagic acid, steroid, hop chat

phenolic va alcol mach dai déu phu hop véi céc 16p chit da duoc phan 1ap tur chi

Memecylon.
HO HO

"o "o
2-O-methyl-3" 4 -methylenedioxy ellagic 3,3 -d1-O-methylellagic acid 4-O-f
acid 4-0-B-D-glucopyranosids (MOB2) D-glucopyranoside (MOB3)

COOH
HO OH
H

3.4 5-trihydroxybenzoic acid (MOB4) 3.4 3-tn-O-methylellagic acid (MOEA3)

HO

HO oH daucosterol (MOES5.1)

HO

HO™ o e e T T T T T T T
docosan-1-ol (MOE1.2)

Hinh 3. 24: Cac hop chat phan lap duoc tir loai Memecylon octocostatum
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3.2. PANH GIA HOAT TiNH U'C CHE ENZYME a —- GLUCOSIDASE

Enzyme o- glucosidase rat quan trong trong qua trinh thuy phan

carbohydrate dé san sinh ra dudng trong co thé con ngudi. C6 thé 1am cham lai

qua trinh tiét va hap thu glucose, bang chit e ché hoat dong ciia enzyme nay,

tir 46 ¢6 tac dung 1am giam luong dudng trong mau. Bé danh gia duoc tac dung

ha dudng huyét cua loai M. octocostatum, cac hop chét phan 1ap dugc danh gia

hoat tinh trc ché enzyme a-glucosidase theo phuong phap dugc mé ta & Chuong

2. Két qua duoc trinh bay ¢ Bang 3.3.

Bang 3. 4: Két qua danh gia hoat tinh rc ché enzyme a — glucosidase

A% Nong dd thir | Phan tram wc | Gia tri ICso
i Ten mau (ng /ml) ché (%) (ng/ml)
256 100
64 100
16 100
+
1 | Cao EtOAc 2 100 0,34+0,028
1 92
0,25 44
256 100
64 100
. 16 100
+
2 | Cao nuoc 2 33 1,0+0,05
1 50
0,25 20
3-O-methyl- 128 0
3’,4’methylenedioxy 32 0
3 ellagic acid 4-O-B-D- 8 0 >128
glucopyranoside 2 0
3,3'-di-O-methylellagic 13228 8
4 |acid 4-O-B-D- 3 0 >128
glucopyranoside 5 0
128 0
3,4,3'-tri-O- 32 0
> methylellagic acid 8 0 >128
2 0
6 | daucosterol 128 75
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AL x Nong dd thir | Phan tram &c | Gia tri 1Cso
T Tén mau (ng /ml) ché (%) (ng/ml)
32 71 1,08 £0,06
8 66
2 58
0,5 45
128 0
3,4,5- 32 0
! trihydroxybenzoic acid 8 0 >128
2 0
128 0
8 | docosan-1-ol 32 0 >128
8 0
2 0
Z 256 63
tchg‘;‘; 64 38 108 55 +
\ Acarbose 16 0 6,25
khao 4 0

Két qua thtr nghiém Béng 3.1 cho thay, cao chiét EtOAc va cao chiét
nudc ciia phan than 14 cia loai Sim tam song c6 hoat tinh @c ché enzyme o -
glucosidase manh véi gia tri ICsp 1an luot 13 0,34+0,028 pg/ml va 1,0+0,05
png/ml, manh hon chét tham khao Acarbose (ICso =198,55 * 6,25 pg/ml). Pay
1a két qua co y nghia, vi cac cao chiét ¢ gia tri ICso < 100 pug/ml dugc coi la ¢6
tiém ning dé nghién ctru sdu hon. Trong sb cac hop chat phan lap duoc,
daucosterol ciing thé hién hoat tinh manh véi ICsq 1a 1,08+0,06 pg/ml, cao hon
chét tham khao Acarbose (1Csp =198,55 + 6,25 pg/ml). Cac hop chét con lai
khong thé hién hoat tinh & nong d6 nghién ctru véi ICs > 128 pg/ml.

Dan xuat cua ellagic acid da duoc chimg minh 13 ¢6 nhiéu hoat tinh sinh
hoc khac nhau. Cac hop chit 3-O-methyl-3’,4’methylenedioxy ellagic acid 4-
O-B-D-glucopyranoside, 3,3’-di-O-methylellagic acid 4-0-B-D-
glucopyranoside duogc cho 1a c6 kha ning chdng oxy hoa dang ké, do ching
chtra s6 luong 16n cac nhoém hydroxyl [49] Trong béo cdo ciia Wardana va cong
su, trén mo hinh thir nghiém invitro, acid 3,4,3'-tri-O-methylellagic dugc danh
gia co hoat tinh trc ché dong té bao ung thu T47D (ung thu va) va Hela (ung
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thu ¢ tir cung) véi gia tri ECs 1an luot 14 55,35 + 6,28 pg/ mL va 12,57 + 2,22
ug/ mL. Trén mo hinh sang loc in silico, axit 3,4,3'-tri-O-methylellagic duogc
chtrng minh 1a thudc diéu trj ung thu ¢d tir cung va ung thu va tiém ning do tac
dong 1én cac enzyme chiu trach nhiém diéu hoa ung thu & cap do phan tir 1a

enzyme kinase phu thudc cyclin 9 (CDK9) va sirtuin 1 (SIRT1) [45].



o1

KET LUAN VA KIEN NGHI

KET LUAN
Lan dau tién loai M. octocostatum thu hai tai huyén Vinh Linh, tinh
Quang Tri dugc nghién ciu thanh phan héa hoc va hoat tinh sinh hoc. Két qua

nghién ctu cho thay:

- Tir can EtOAC va can nudc, sdu hop chat da duoc phan lap va xac dinh
CAu tric hoéa hoc. Cac hop chat da duoc xéac dinh cau tric 12 3-O-methyl-37,4°-
methylenedioxy ellagic acid 4-O-B-D-glucopyranoside (1), 3,3'-di-O-
methylellagic acid 4-O-B-D-glucopyranoside (2), 3.,4,3'-tri-O-methylellagic
acid (3), daucosterol (4), 3,4,5-trihydroxybenzoic acid (5), docosan-1-ol (6).

- Panh gi4 tac dung trc ché enzyme a-glucosidase, cao EtOAC va cao
nude thé hién hoat tinh manh véi gid tri ICs lan luot 13 0,34+0,028 ug/ml va
1,0+0,05 pg/ml. Trong sb cac hop chat phan 1ap duoc, daucosterol thé hién hoat
tinh manh véi gia tri ICso 1a 1,08+0,06 pg/ml. Cac hop chat con lai khong thé
hién tac dung & nong do nghién ctru vdi ICse > 128 pg/ml.

KIEN NGHI
- Tiép tuc tinh ché va x4c dinh cAu tric cac hop chat & cac phan doan con
lai ctia cao chiét EtOAc ciing nhu cao chiét nudc cua than 14 cay Sam tam song.
- Can tiép tuc co cac nghién ciru sdu hon vé mit co ché tac dung diéu tri
tiéu dudng cua cac cao chiét cua loai thuc vat ndy nham dinh huéng tng dung

chdng 1am thudc hoac thuc pham chic ning.
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