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Hoa chung véi sie phat trién ciia nganh hda hoc cic hop chdt thién nhién irén thé gidi, vige nghién o cde C}l;l‘!
6 hogt tink sinh hpc tit ngudn sink vt bién Vigt Nam d3 dwgc trién khai bai ban, bit dau &k cdc n,hiez_n vy flghfzjn cir
co bn, dén cdc nhigm v trong diém va nkigm vy nghién cirs co ban dinh hudng ing dung. Tir cde :fn}x vt b‘:z‘gn nhu
cdc lodi hdi mién {sponges), san hé mém (soft corals), da gai (echinoderms) va ngay cd cdc lodi vi sinh vt bien, c.éc
nhé khaa koc dd tim ra dwge nhiéu hap chdt mdi, nhidu hap chdt cd hogt tink sinh hoc thil vi. Nhimg thanh qud nghién
i nay I tién & quan trong phuc vu khai théc odc hoar chdt thir odp fie nguédn sink vt bién Vigt Nam, thic ddy hudng
nghién ciu ndy trd thanh ludng nghién ciu trong diém trong théi gian féi.

L GIOI THIEU CHUNG

Trong véng 50 nim k tir nim 1963 ¢én nay, cdc d6i tugng sinh v3t bién nhy hai mién - nginh Porifers;
Dong vit rut khoang (san hé mém, hai quy..) - nginh Cnidaria, nim bidn - nganh Ascompcota; T4o - nganh
Rhodophyla; dfng vt da gai - nginh Echinodermata; rong nu - vginh Ochrophyta; djng vit thin mem -
nganh Mollusca; dong vat o6 suong séog - nganh Chordata; xa Kiwdn - Actinobacteria; vi khufn -
Cyanobacteria 44 vi dang &ugc chic nhi khoa hgc trén thé gidi quan tim vA tip trung nghién ciru. Tir che 461
teong ndy, cde 16p chit steroit, tecpenoit, axit amin, céc hgp chit phenol, ¢Ae axit béo va mdt 6 dang khde
da dugc phat hign. Bidm dac bigt Ia cic hop chét niy cd nhimg cu tnic dzc thit va hoat tinh sinh hoc it [f
thii, Nhitng nghién ciru vé hoat tinh sinh hoo cho thdy céc hop chit chiét xudt tr sink vit bidn thé hign cde
hoat tinh sinh hoc, vi dy nhu cc nhém chit chéng viém, diét té bao ung thu, ¢ ché mién djch, :héng vi it
chéng s8t rét... céc hop chit ndy dugc dinh hutng vAo chc nghién ciu siu hogt tinh sinh hoc nhim tim kifm
céc tic nhén hd trg hojic diéu trj c4c bénh hiém nghto nhv ung thu, Alzheimer, cdc bénh viém nhiém, edc
bénh gy nén do ki sinh trimg nhr st rét, bénh lao. Céc nghién citu niy duge thye hién tudn ty qua céc gisi
doan nhu sing lgc in vitro, nghia ciru tidn lim sing, nghién ciu lim sdng. Tix nhimg két qua nghisn céu ndy
dén nay d3 c6 mét 56 hogt chit o6 ngudn gde tlr sinh vat bién duge cip pheép thinh thudc Tuu hinh, vi dy chy
Ara-C va Trabectedin chita ung thu, Ara-A qiéu trj bénh Herpes, vi Ziconatide im thuéc gidm dau. Ngodi
ra ¢on nhiéu loai‘thuc‘)c c6 ngudn gdc tir bién khic dang dwge aghién clu 13m sing va s& sém dua ra thi
trudmg. C6 thé thiy ngudn duow li¢u bién thyc sy chira dyng nhitg tidm niing va tridn vong cho viée nghién
ciru o cfic sin phim phyc cfng dong (1, 2].

Nghién ciru cic hop chit thign nhién bidn & Vigt Nam ¢ duge trién khai b8 théng vA bai bin, co syt két
bop liéo nginh chit ché gitte céc nha khoa hoe Hod-Sink-Y-Dugc, bit diu tir cic nhidm vy khoa hoe cip nb
aude v ditu tra co bin va dish hudng nhe KC09.15 (2003-2005) vi KC09.09/06-10 (2006-2008), cdt
nhiém vy nghién ciru co bin, nghién ¢ co ban dinh hudng éng dyng, nhiém vy nghién clru trong diém v
cdc nhigm vy Hep thc quic € song vénhu‘ang, c4c nhidm vy Hop tic qudc té theo Nghj djnh ttr... Tir nhing
sinh it bién duong ahw vé gid trj vé mit hii sdn, d2 duge nghién cfru &€ phit hign ra c4c chit mei, cde chil
6 hoat tish sinh hoc phye vy cho cic nghién ciru sdu hon v€ y duge. Trong bac céo ndy, chimg 3 tom th
céc két qui nghién ciru v¢ thinh phin héa hoc héz hoc va hoat tinh sinh hqc cia <dc lodi sinh vt bién thude
ahém hii mién (sponges), san b6 mém (soft corals), da gai (echinoderms) vi vi sinh v3t bidn & Viét Nag
dug nhém nghién ciru cia ching t8i thyc hién tai Vién Héa sinh bién trong giai dogn vira qua.
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Hi thio kkoa hoc 5 nigm 40 nim thénh Igp Vién Han lom KHECN Vit Nam

1I. KET QUA NGHIEN CUU
11.1.CAc nghién ciru ndi bit vé héa hoe, boat tinh sinh hoc v& c4c loai hai midn (Sponge)

Hai mién (Sponge) 1 nhém sinh vt con it dwge nghién el & Vlét Nam. Mic dit tirde nam 1975 cae
téc gid mubc ngoai 43 cong bé 160 loé.x 44 dwgo thu thip & ving bidn Viét Nam, nhung cé khoﬁn§ 50 loai
chua duge dinh danh. Tir nim 2002 dén nay, nhém Hii mién bt ddu dwoc chd ¥ nghién ciu & céc de tai hop
the quéc t& nhu Viét Nam-Italia, Vit Nga. Viét Nam- Téy Bap Nha va cdc dé i thu(ic churmg trinh Khoa
hoc v Cong nghé bién (KCOQ) Chc két qui nghién cifu cho thay 58 lugng lodi Hai mién & ving bién Vit
Nam ¢ khoang 160 lodi va phan bé tép trung & ving blen quanh cdc dio ven bér va xa bo.

Mot s két qua nghién mm &4 durge cong bé cho thdy tiém ning cha cdc lodi Hai mién thu tal Viét Nam.
Hai hep chit axit béo da nbi d6i chita brom moi axit 20-bromo-(11E,15E,19E)-eicosa-11,15,19-triene-
7.9,17-triynoic va axit 22-bromo-(17E,21E)-docosa-17,21-diene-9,11,19- trLy'uolc dugc phin 1ip tir lodi hai
mifo Xesrospongza testudinaria thu thip tai Truomg Sa [3] Hop chét 1 thé hidn hoat tinh khang vi sinh vit
kidm dinh trén cac ching vi khudn Prendt aer aureus v nAm mdc Fusarium
oxyporm voi gid trf MIC 1a 50 é,\g/ml Hop chét axxt 20-] bromo-(l 1E,15E,19E)-eicosa-11,15,19-trienc-
7,9,17-triynoic vi phrong phép chis xuft hqp chit nay tir lodi hii midn X. testudinaria ciing 44 duge nghién
cirn hoan thién va ding ky dc quyeu sang ché (4}, Tiép theo, ciing tit lodi hdi mién X, festudinaria thu thip
tai Truimg Sa, ba hop chit sterol méi 13 aragusterol 1 (1), 21-O-octadecanayl-xestokerol A (2) va 78-
hydroxypetrusterol 3) cling voi aragusterol B (4), xestokerol A (), Ta-hydroxypetrosterol, 7-oxopetrosterol
vé petrosterol vdi cau tric déng vong propan tgi C-26/C-27 cia mach nbanh 34 dugc phin lép vi xic dinh
¢ trile vio nim 2013, Hop chét 4 thé hiéa hogt tinh chéng bam c¥n (antifouling) menh [5].
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Trong khudn khd d& tﬂl Nghién ctu co ban dinh huéng (mg dung “Nghién cieu phdt hién va xdy dung
quy trinh phén IGp cac chdt cé hogt tink khang ung thie cua mgt 56 lodi hdi mién & Viét Nam " &3 phat hién
duge hon 50 hop chdt tir 8 loai Hii mién: Dysidea cinerea Keller, 1889; Mycale plumosa Hoshino, 1981;
Petrosia nigricans Lindgren, 1897; Amorphinopsis excavans Carter, 1887; Clathria vulpina Lamarck, 1314;
lanthella busia Stylissa flabelliformis H hel, 1912 va Halicl subarmxgem Ridley, 1884. Trong &5,
43 cfng bé duge 03 cdng trinh trén céc tap chi chuyén nganh quéic té IST [6-8] véi 12 hop chit méi tir hai
lodi Hﬂl mién D. cinerea va P. mgrxcans Bé.ng chid § 14 cdc hop chit sesqitecpen méi dang kbuag muurclan
o6 cdu triic héa hoe dc ddo va hita hen thé hién hoat tinh sinh hoc déng quan tAm nhw: (48,5R)-muurol-
1(6),10(14)-diene-4,5-diol (6), (4R,5R)~muurol-1(6)-cne-4,5-diol (7), (4R,5R,10R)-10-methoxymuurol-1(6)-
ene-4,5-diol (8), (45)-4-hydroxy-1, lO-seco-muuml 5-ene-1,10-dione (9), (4R)4-hydroxy-1,10-seco-muurol-
S-ene-1,10-dione  (10), (65,105)6,10-dihydroxy-7,8: 2,8-cyclo-muurol-4(5),7(11)-diene-12-0ic acid
(11) v4 (6R,105)-6,10-dihydroxy-7, 8-seco-2, E—cyclo-muuml-4(5) 7(11)-diene-12-oic acid (12) [8].




Ba dang sinh hpe vi ciic chilt cé hogt tinh sink hoc

Tidp theo c4c nghién ciru bai bin nén trén, trong khuén khé nhiém vy Treng diém nghién cira v& duge
lidu bién thupe lodi Hii mién trang d# dn “Nghién ciu tiém ning vé dupc ligu bién ving Ding Bac Vigt
Nam” dang dugu tién hinh tai Vién Hin l4m KH&CN VN, 07 lodi hii mién beo gdm Dysidea fragilis,
Haliclona ocutata, Haliclona varia, Ircinia echinata, Ircinia sp., Acanthella obtusa, Tethya aurantium a3 v
dang duge aghidn ¢ir vé thazh phin héa hoe vi hogt tinh sinh hoc. Trong d6 déng chi ¥ c6 5 hop chit méi
dysinidine [ (13), dysinidine I (14), dysinidine ITE (15), dysinidin A (16) va dysinidin B (17) ¢4 dugc phin
\8p va xéc dinh chu triic it loai hai mién Dysidea fragilis. Két qua ndy 3 dwge cdng bd trén 02 cong trink
quéc té 15T [9, 10]. Tir loai hai mién Haliclona oculata (Linnaeus, 1759) nim hop <hélt steroit vA hai lipit bj
brém hoe 1 3f-hydroxy-S-cholenic acid methyl ester, stigmasta-5,24(28)-dien-34,29-diol, 24-
methylenecholest-4-en-34,6p-diol, cholest-5-en-38,7f-diol, 24-vinylcholest-5-en-3f,24-diol, xestos ongiene
A vi xestospongiene J 43 duge phan 1ap vi x4c dinh chu tric. K&t qua dénh gi4 hoat tich gay dgc té bdo trén
08 ddng t4 bio ung thir 13 HepG-2, KB, LU-1, MCF-7, LNCaP, HL-60, SK-Mel2 v PC-3 cho thy: Hop
chét stigmasta-5,24(28)-dien-38,29-diol thé hign hogt tinh khé manh trén tht cd 02 dbng 14 bio ung thu duge
tht nghigm 13 KB va LU-1 véi gid tr] ICs tuong tmg 13 8,74 vi 9,32 pM [11],
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IL2, Cic nghién ciru nBi b§t v& héa bec, hogt tinh sinh hge vé cic loil san hé mém (Soft coral)

San b8 meém thujc gidi Pdag vit (Animalia), nginh Ruft khoang (Coelenterata) 16p San b6
(Anthozoa), phin l?p san bd tém tia (Octocorallia), thugic bj san hé mém (Alcyonacea). Co é chiing c6 ofu
ta0 don gidn bao gbm mi¢ng, khoang tiéu héa, 8 xic tu (hodic b4i 58 ciia §) bao quanh migng va chiing lid
kétcéc_cmé(polyy)tiangmquenkétvﬁmum tép dodn, dwge ning 85 béi cic vi Twong phd
nlm rii ric trong co thé, cdc vi xuong niy c6 kich thirde hign vi khéng lién két véi nhau nén co thé san bd
xﬁ;m@m San hé mémvﬁivnim‘n‘li xi sinh vt dudi bién cb sinh khéi 16n vi phin b4 véi dién tich rdng
c6 vai trd sinh théi quan trong d5i véi cée sinh vat biéu trong edn biing sinh thii va da dang sinh hoc. Ngdy
mylcécchatcéhoa:ﬁnhiinhhqcoékhéningkhéngviém,khingvin‘:!,khﬁngtéb&nunglhuduqcﬁcb
chmyiti.n‘natilmh&memngﬁyeéngeégiétriv&inglﬁah‘ongduqclieu,thc,diéu i cécbénhvévi
rut, vi khuén va € bdo ung ther, Nehién ciru v& céc chét c6 hogt tinh sinh hec tir san h6 & Vigt Nam
bude dhu mang lai cde két qui rit kha quan.
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Hpi thdo khoa hgc kY nigm 40 nim thank i§p Vién Han ldm KH&CN Vigt Nam

Céc hgp chit cembranoit & mét chém chét djc trung cia céc loai san hd mém, T lodi san hé mém L,
laevig b hop chit b it méi duge d3t tén 13 laevigatol A (18), laevigatol B, laevigatol C va
laevigatol D cung voi (+)»sarcophme 154 Sﬂ-epoxy-lla-hydmxycembm-l(ls),l 11-trien-16,2-olide va
emblide dwge phan 13p va xéc dinh cdu tric [12]. Hai hop chit méi laevigatol A (18) va laevigatol B thé hién
hoat tinh khing v1em a0 v6i sy 1t ché manh qué trich hoat héa NF-xB (Nuclear factor-xB) khi duge kich
thich biog TNFa & & bio Hep-GZ dong théri tre ché manh s bidu hién ciia gen COX-2 va iNOS. Ngodi ra,
céc hop chét nay khéng d§c 4éi véi té bao Hep-G2 cho thay tinh dc higu cilia hoat tinh khéng viém cia hal
hop chéit ndy £12). Cic cembranoit (15,28,3E,7E,11E)-3,7,11,15-cembratetraen-17 2—ohdc, lobohedleolide va
lobccrassohde cling dugce phén 13p i loAl san ho meém Lobophytum sp. Ba hop chit ndy the hlén hogt tinh
giy dc té bao trén hai dong té bio ung thu ngudi duge thir nglu;m 14 A-549 (ung thu phdi) va HT-29 (ung
thie rut) véi gia trj ICs tu 1,8 dén 42,6 |A.M [13]- Ngodi cdc hqp chét cembranoit, gin ¢y nhom tic gid cdn
phén lip duqc hai hop chét ditecpen mdi ¢6 céu tric dge dso véi vong 10 cacbon 14 lobocompactol A (19) va
B (20), cling véi ba hyp chit ditecpen dang khung loban 13 lobatriene, lobatrienolide va lobatrientriol tir loai
san ho mém Lobophytum compacium [14]. O ndng 89 5 uM, hai hop chét 19 va 20 thé hién hoat tink ching
oxy hoa theo hudng thu don goc ty do peroxyl twong dwong 1,4 va 1,3 pM trolox.

Tiép d6 két qua nghién cim & Vigt Nam d51 voi loi Sinularia maxima 3 phéin 1§p va xdc dinh chu tric

fhege 19 hop chif trong 46 ¢6 11 hop chit méi nhu 12-hydroxy-scabrolide A (21), 13-epi-scabrolide C (22),
smummmol A, si imol B (23), si imol C (24), sinumaximol D-H, smu.mammol 1(25), C\‘J.ng voi
8 hgp chit @2 biét 1 scabrolide A, lide (26), 5-epr »embreue, ineleg

sethukarailin, (15,28:45,6E,85,11R)-2,6,12(20)-cembratriene-4,8,1 1-triol va 1scmandapamate Céc hgp chat
ndy hign 43 duge nghién ciru vé hogt tinh khing viém, trong s cc hop chit néu trén, cic hgp chit 22,23, 24
va 26 thé hign hoat tinh khdng viém [15-17].

H o

Céc nghiéa ciru gln ddy vé thinh phin héa hoe vi hogt tinh sinh hoc cia lodi sen hé mém Lobophytum
crassum 43 phén 1ip duge 13 hop chét ditecpen thu§e dang kbung cembranoit trong dé c6 téi 08 hop chit
méi 13 lobocrasol A—D (27-30) va crassumol D-G (31 -34). Céc hop chit 27, 28, 32 va (1RAR2ETE 1 1E)
cembrz-2,7,1 {-trien-4-ol (35) thé hién hogt tinh tic ché sw hoat héa NF-kB & t& bac HepG2 duge kich thich
bling TNFa véi gid trj ICse twong Ung 18 6,30 £ 0,42, 6,63 £ 0,11, 9,23 + 1,66 va 1,65 0,2 pM {18, 19).
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Pa dang sinh hoc vd cdc chit cé hogt tinh sink hge
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Tiép theo cic nghién clru bai ban néu trén, trong khudn khé nhi¢m vy Trong dlé;n ngl:uen cira v& dm_j‘c

liéu bién thude lodi San ho mém trong A& én “Nghién cth tiém ning vé duge ligu bién ving Pong Bac Vigt

Nam” dang duec tién hinh tai Vién Han lam KH&CN VN, tir lodi san hé mém Sarcaphy!on paucxph'caium

45 phit hign dugc 10 hop chét biscembranoit (36-45), trong 6 46 6 2 hop chit mai 14 sarcophytolide M

(36) va sarcophytolide N (37), nhidu hgp chit ¢ hoat tinh gdy dée té bao trén céc dong t4 bdo ung th
| | A

HepG?2 (hepatomna cancer), HL-60 (acute leuk KB {ep ), LNCaP (pros.tate cancer),
LU-1 (lung cancer), MCF7 (breast cancer), SK-Mel’. (melanoma), and SW480 (colon adenocarcinoma) [20).
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Ngoai thanh phin céc hop chét ditecpen, cic hep chét sterol cling 14 mt Idp chét chinh duge phan 14p
1 c4c loai san ho mém. Tix 10di san hé mém Lobophytum laevigatum, mdt stercit mdi 14 lobophytosterol (46)
cing voi (225,245)-24-methyl-22,25-epoxyfurost-5-ene-35,205-diol (47), (245)-24-methylcholest-S-ene-
3B,25-diol, (248)-exgast-5-ene-3 8,7 a-diol, p lone (48) va choll 1 duge phin 1p va xéc djnh ciu
tric [21]. Hop chét 46 thé hi¢n hogt tinh manh tsén ba dong t bio ung thw dugc thir nghiem 1a 13 AS49
(phéi), HCT-116 (ruét) v HL-60 (miu) v6i gid tr ICs tuong tmg 13 4,5, 3,2 va 5,6 M, Két qui nghién i
tidp theo cho thiy hogt tiah gy doc 1€ bio clia hop cht 46 c6 thé 14 do cor ché kich thich apoptosis i cie #
bao trén. Ngoai ra, ¢h¢ hop chét 47, (245)-24-methylcholest-5-ene-38,25-diol va 48 thé hign hoat tinh kich
hogt PPARs (peroxisome proliferator-activated receptors) v o6 thé gilt vai trd quan trong trong qué trinh
didu ha glucose, lipit va cholestercl trong co thé [211.
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Tiep tye nghién céu lodi Sinularia dissecta & phan l4p duge mot steroid méi 14 hop chét dissesterol
(49) va 09 hop chit da viét 1a (24R)-gorgost-4-en-3-one, (245)-crgost-4-en-3-one, (24-methylene)-ergost-4-
en-3-one, (245)-ergost<d-en-3,6-dione, 24-methylenecholest-4-en-3,6-dione; 38, 7a-dihydroxyergosta-
5,.24(28)dien; 7a-methoxyergosta-5,24(28)-dien-34-0l, cholesta-5,24(28)-dien-3B-ol-7-one vi ergosta-5,24
dien-3B-ol. Hyp chit 49 va cic hop chat phén IéP duge ¢3 duge nghidn eiru hoat tinh khing viém vi mot s6
hoat tinh khac, két qua cho théy hop chét 49 thé hign hoat tinh khing viém véi gid trj ICso 12 4,0+ 0,1 uM
[22). Tir lodi san hé mém Lobophytum crassum mt steroit méi 1a crassumsterol (50) chng véi
(22R,23R,24R)-5 a8 a-epidioxy-22,23-methylene-24 hylcholest-6-en-34-ol, 1 peroxide vi 34
hydroxyandrost-S-en-17-one di duge phén lip. Cic hop chit (22R,23R,24R)-5 @ 8a-epidioxy-22,23-

hylene-24-methylcholest-6-en-3 -0l vA ergosterol peroxide thé hién hoat tinh tc ché manh sy hoat héa
NF-kB véi giéd trj ICso twong Umg 12 3,90 va 7,05 M [23).

H 50

Trong khudn khé ¢ dn, hop chét steroit mdi 13 sarcopanol A (51) clng véi (245)-ergost-16,3B,5¢,6-
tetraol-25-monoacetate va (245)-ergost-23-ene-1,38,50,68-tetracl duge phan ljp va x4e djnh chu tric ti loal
san b mém Sarcophyton pauciplicatum. Céc hep chat 51 vi (245)-ergost-1P,3p,5¢,6p-tetraol-25-
monoacetate \tc ché sy hoat hda NF-kB véi gid tri ECso twong tmg 13 26,07 & 5,59 va 98,27 & 13,28 uM.
Ngoi ra, hop chét 51 &c ché sy bife hign ca cac gen INOS, COX-2 va ICAM-1 mRNA trén dong té bao
HaCaT duge kich thich bing TNFo va IFNy [24]. Tir lodi san hé Menella woodin, bén bop chét steroit mang
ohifu nhém OH méi 13 listeroid E (52), 1 id F, listeroid G, llsteroid H (53), cing
i ba hgp chét 4 biét 1 cholest-3B,5a,6p,11P-tetraol, menellsteroid B (54) va (22,245)-24-methyl-5a-
cholesta-7,22-diene-383,5,6(3,9-tetraol duge phén 1ap vd xdc dinh ciu tric. Trong d6, cdc hep chét 52, 53 va
54 1am gism sy san sinh cta céc dang &xy hogt déng (ROS) & dai thye bao RAW 264.7 duoc kich thich biing
lipopelysaccharide (LPS) [25].

IL3.C4e nghién céru ndl bjt vé kéa hoe, hoat tinh sinh hoc v& cde loai da gai (Echinodermata) i

Ngioh Da gai (Echinodermata) c6 khoang 350 lodi thuc 58 he, 5 Iop song & bidn Vigt Nam (Hug Bién,
Hai Sém, Sao Bidn, CAu Gai v& Dudi Rén). Trong d5 sb lodi t3p trung nhiéu & mdt sd ho nhw Sao bién
(Astropetinidac), Holothuriidae (Hai sim), Cucumariidae (Dua chuft bién), Amphiuridee (Budi rin), Bén
nay di xdc dinh duge khodng 200 loai Da gai phin bé & vinh Bic BS, 200 lodi viug bién Trung B§ va 100
lodi ving bién Nam Bg. Sinh vit lugng cita nhém da gai tuong d8i cao, chidm dén 29 % tdng sinh vit rgng
d6ng vit a4y vinh Bic B3, 39 % viing bién Thuin Hai - Minh Hai, 51 % & vinh Van Phong, Nha Trang.

Da gai phin bé ¢ nhidu khu wye séng khéc nhav, chumg thudmg t3p trung cao & cie ran san hé, ran d4
boyc c4c bai tridu cat s6i + vo sinh vit thudc céc Tiwwg - dng. Céo két qua nghién cira ¢ tim thdy qudn xa sé
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2 phiin bé 6 dj s 60-80 m mue, Thim chi & d§ siu 100-160 m, nim & ria ngodi thém fy dia ohém Da gai
(Hu bién, dudi rin) vin déng vai trd 1 thé trong quin xi. o .

Mot nhém cic hop ché:gric thuimg duge phit bida tr céc sinh vit ngioh Da gai 40 13 cdc saponin. Cé
saponin & Hii sam Li ch tritecpen glycoside, biu hét tiuge kinng holostane [(205)20-hydroxy.So-
lanostanc-18-carboxylic acid (18-20) lactone], cbn c4¢ saponin tit Sao bién lai 13 c4c estorosaponin, oo
steroi c6 duémg. Trong khudn khé dé t3i nghién ciru cp nha oude md 8 KC09.09/06-10 v déluh nghién
citu co bia dink hwéng dng dung cp nhi mwoc, nhém tic gid da tién bink aghién cia vé thinh phan hda hoo
v hoat tinh sinh hoc 12 loai ddng vat da gai nhur: Hai sdm Holothuria scabra, H. vagabunda, H. martensii,
H. atra, Stichopus chlt ..., Sao bifn A pol) hus, A e Prolaen.mgf
nodosus, Asterina batheri...; Cu gai Diadema setosum, D. savignyi, Tripneustes gratiila. Mot 55 két qua ndi
batla

M3t hop chit holothurin mdi stichloroside F (55) cimg véi stichoposide D, stichloraside Ag

[2?1“ ide E (56), neothyonidioside vi holothurin B cfing duge phin 14p tir loai hdi sim S. chloronotus
H H
All ¢ 0
[)
a0 L a0y : N0, " Na; S g
5 58 59 60

Tir lodi sao bidn 4. monacanthus, 04 hop chit ponin méi 1 ioside A-D (§7-60) ciiny
véi psik ide v marth id Bcangduqcphnnlapvémdsnhcéumcachqpemmﬁcchi
mgnh s¢ sdn sinh cdc cytokin tidn viém IL-12 p40, IL-6 v TNF-u & cée t€ bao hinh tua c6 ngudn gc ti tiy
xuong :ﬁ dhroe kich thich bing LPS (LPS-stimulated bone marrow-derived dendritic cells) va gay doc nhidn
ddng té bao ung thu thir nghiém cing nhu o6 khis ning kich thich qué trich 1 bio chét theo chuong trinh
(apoptosis) [27, 28]. Hop chét astrosterioside A (57) c6 céu tric héa ho ¢3¢ dio vA hogt toh khéng vidm
manh nén ¢3 duge cé¢ nha khoa hoe trén thé pi6i nghién ciru thng hop todn phin [29]. Bidu ndy cho thély cée
l:itmqué nghin ¢iu ve sinh vit bien cia Vigt Nam 98 duge céc nha khoa hoc quic t8 biét dén va quan tim
€a
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Y
(ﬁﬁ/ w
HO o i
6% 62

Bén steroit mdi 1 P 1 A (61), P 1 B (62), astropectercl C va astropectenol D cling
voi 5u~chplest—7-pne-3B,Gu-diol, 5a-cholest-8(14)-ene-3B,7adiol, Su-cholest-7,9(11)-diene-3p-ol dugc phin
I3p ti load 520 bien A. polyacanthus. Céc hgp chit niy thé hign hogt tinh gy djc té bao va khing vidm [30,
311

x r
HaC" "
H
o
) o%/o/m/
KO-
m’@ e - N "
o I AV qﬁé%
HO>"gui n oH o Fact

&5R!=NH,R*=H
66R'=0,R* =5
67R'=NH,RZ=S

Quitow Quuor

Tir loai sao bidn 4. batheri, nim hop chit pyrrole oligoglycosit va furan oligoglycosit d4 dugc phin 13p
v xc dioh ¢du triic trong 46 c6 84 hop cht méi 13 astebatherioside A-D (63-66) ciug véi 3-{0-4)
fucopyranosyl-(1-»3)-#-D-fucopyranosyl-{1-»4)-(#-D-quinovopyranosyl-(1-2)}-4-D-quinovop 1}-
2-acetyl-pyrrole (67). Céc hop chét ndy o6 cdu triic hoa hoc it ddc ddo va hidm gip & cde lodi sinh vit bidn.
Ciic hop chét batherioside B-D itc ché sy sin sinh cytotokine tién viém [L-12 p40 voi gié trj ICso tuong tmg
1436,4,31,6 va 22,8 pM[31].

TZR=Me

Tiép theo céc nghién ctru bai ban néu trén, trong khudn khd nhi¢m v Trong diég: nghién ciru vé duge
{igu bién thugc lodi ddng vat da gai trong 48 4n “Nghién cieu tidm nang vé dwgc ligu bién ving Déng Bic Vigt
Nam” dang dugc tién hinh tai Vién Hin iim KH&CN VN, tir loi sao bién Culcita novaeguineae, hai hep
chit asterosaponin trong d6 ¢6 mdt chit méi: novaeguinoside E (68) va 06 hop chit polyhydroxistercit
glycosit d3 duge phin 13p. Céc hop chit halityloside A (69), halityloside B (70}, culcitoside Cs (71) va
halityloside D (72) thé hign hogt tinh gy djc trén 05 déng té bio ung thir thir nghigm [32]. Céc hop chét niy
dang tifp tyc dugc dénh gid theo mdt s6 hwéng hogt tinh khic nhim tgo ca s& cho cée nghidn ol tiép theo.
Céc hop cht sterol tir lodi cBu gai Diadema savignyi duge chimg minh cé hogt tirh g8y ddc té bao [33] trong
khi cic din xuét steroit phan 1ap duge tir loai sao bién Protoreaster nodosus thé hién hoat tinh khéng viém
manh {34]. Nim hep chét saponin dang khung holostan méi 13 cercodemasoide A-E (73-77) clng vSi
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"
colochiroside A (78) va philinopside A (79) dgc phin 13p ti lodi hi sim Cercodemas GToere xfli‘i‘ié?;
déing quan 1Am 13 cic hop cht nay déu c6 host tith ghy d3c té bio it manh (tsong duTRg 12 Hep-G2, K3
chudn duong duge st duag la ellipticine} trén nim dong té bao ung thu n’l\!WE?l thr ng}“é‘? hoat tinh ’m%m;
LNCsP, MCF7 vi SK-Mel2. Hat hop chit cervodemasoido A v colochiroside A the higa Bost 220 32
bt v5i gid trj ICan nt trong khodng tie 0,03+0,01-0,240,06 M [35]. Didu ndy goi md b té%{lg}nen
ctu tiép theo vé cic hop chit ndy, dic biét 1 hop chat cercodemascide A, theo dimh huzdng i £ bia uxg
thue ching han ahu céc nghién ciru vé co ché the dung vé ddsh gid tic dyng trén md hinh in viva.

N-O;SM)» P

T3R=SL, A 75 R=852, A¥
78 R=81 76 R=83
74 R=52 77 R=83, A%

Ngodi ra, ¢4c nghién ciru dang duge hodn thign v& céc l0di sao bién, bai sdm va clu gai khé¢ ciing tho
dugc nhidu két qua rit kha quan, gp phin khing dinh giA tri duge lidu Da gai elia nude ta cling ahw dua cik
céng bé khoe hoc vé nghién cfru sinh vat biéa Vidt Nam dén véi cdng ddng khoa hgc quéc té.

L4, Cée nghién cirm ndi bit v& héa hoe, hogt tinh sinh hge v& cdc lodi vi sinh vit bidn (marine
microogarnisms)

Hurong nghién ciru v& cdc hop chét thir cép tir vi sinh v3t bién lin dhu tiéo duge nghida cim béd b,
nhi¢m vy nghién citu Trong dicm “Nghién cthu phat hign cde hop chdt khing lao tir ngudn vi sink vat &dy
bién ving Péng bdc Viét Nam", chém nghién ciru 43 phén 14p vi sang lgc dirge 15 ching vi sinh vat bién b
hoat tinh cao nhét ¢é nghién ciru vé thanh phin héa hoc va hoat tiah sink hoc trong d6 ¢6 2 ching vi khuk
bao ghm 1 chiing thude chi Photobacterium sp va ching thuge chi Oceanisphaera sp, 13 chimg xa Khufn bao
gdm 9 ching thudc chi Micromonaspora sp, 2 ching thudc chi Sireptomyces sp, 1 ching thude ohi
Nocardiopsis sp va 1 chimg thufe chi Bacillus sp.

81R=CHy Le]
82 R=CH,CHICH;):

84R=H y
89 R= CH(CHa) 83 Ry=Ry=H

Ry 86
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Chiing Photobacterium sp G115, phan lip h‘.r‘miu bin bién Vinh Ha Long ¢6 kha ning uc ché manh sy
sinh trudng va phét trién coa cic ching vi khuo Staphylococcus aureus ATCC25923, Escherichia coli
ATCC25922. Tir dich ngoai bao wudi cdy ching Photobacterium sp G115, mudi mdt hop chét 12 N(2-
oxoazepan-3-yl) acetamide (80), cyclo-{Pro-Ala) (81), cyclo-{Leu-Pro) (82), indole-3-carbonitrile, thymine,
3-methylpiperazine-2,5-dione, acid  benzoic, 4«(2-hydroxy ethyl) phenol, 1-(pyrrolidine-2-
carbonyl)pyrrolidine-2-carboxamide (83), uracil vd cyclo-{Pro-Gly) (84) di duge phin léP va xéc dinh ciu
triic boa hoc. Trong s8 11 hgp chit trén thi c6 hp chit 80 vi 83 12 cac hop cht méi 1in diu tign phin lip tir
tr ahién [36]. Tir dich ngoai bio ciaa chiing Oceanisphaera sp G121, duge phén 14p ti bin bidn Vinh He
Long, tim hop chdt B uracil, cyclo(Pro-Gly) (84), 2,3-butanediol, 1,5-dideoxy-3-C-methyl-arabinitol,
(25.45)-4-hydroxyproline, betaine, acetamide, acid 2-aminopropanoic ¢4 dugc phin l4p va x4c dinh cdu tric
héa hge {37]. Ciing trong mét nghién cinu khée, ching 161 di phiin 14p v& xédc dinh ciu tric cla mudi mot hop
chit 1a cylo(Leu-Pro) (82), 4-(2-hydroxyethyl) phenol, uracil, adenosin, cyclo-(Pro-Tyr) (85), #-butyl-
isobutyl phthat -hydroxy lindole, acid indole-3-carboxylic, phenethyl 2-phenyl acetate, acid 2-
phenylacetic vi acid 2-(4-hydroxyphenylacetic tir ching Streptomyces sp G039 [38]. Sau khi sang loc 30 by
hoat tinh khing lao va hoat tinh khéng vi sinh vét kiém dinh, ching xa khuin Micromonospora sp G019
phan 1p tir bin bién Ha Loug dugc lya chon a8 nghién ciru héa hoc. Ti dich chiét EtOAc cia ching ndy,
chin hop chét 43 dugc phin 13p va xéc dinh chu tic 1 N-{d-hydroxyphenylethyl)propionamide, N-(d-
hydroxyphenylethyl ide, 2°-deoxythymidine, 2'-deoxyadenosi denosine, 2'-deoxyuridine, uridine,
adenine va thymine [39]. Trong mét nghién cim khic, tir djch ngogi bio cia ching xa khuln bién
Micromonospora G017, clia tdm hop chét da phén Iip va xéc dinh céu triic 13 cyclo-(Pro-Leu) (82), cyclo-
(Pro-Tyr) (85), eyclo-(Pro-Tryp) (86), cyclo-trans-4-OH-{Pro-Phe) (87), cyclo-(Fro-Phe) (88), cyclo-(Pro-
Val} (89), N-[2(1H-indol-3-yl)-2-0xo-ethyl] acetamide va uracil [40].

OH OH

cl

e HN
”*wD Yo
i

Q
90

Tir chiing xa khudn bidn Micromonospora sp (006, phin 1§p tir mdu trdm tich tai Vinh Ha Long, da
phén [§p dugo hop chit chlorampbenicol (90) - mt hoat chét dang dugc sit dung lim thude khing sinh. Da;
13 phét hién rit quan trong, dinh huéng cho vigc nghién cir sit dyng chiing vi khudn niy cho vige sin xugé
chloramphenicol ding 1am thuc khéng sinh. K&t qua nghién ciu d4 duge cong bé trén tap chi khoa hge
quéc t§ Antimicrobial Agents and Chernotherapy [41]. Dfy 12 céc két qua nghién cfru ban dAu rét quan trong,
tao co 86 ¢4 tiép tuc aghidn clu nhim teo ra céc sdn phim cb ngudn gdc trong nude phuc vy nhu cdu chita
bénh cho ngwdi dén.

V1. DY KIEN NGHIEN CUU TRONG GIAI DOAN 20162020

Vigt Nam 12 mét quéc gia trong danh sich 10 mude trén thé gidi c6 chi 5§ cao nhit v& duimg b bién
dii, mé ra cd 3 hudng Ddng, Nam v& Tay. Véi hon 4.200 km? bidn ndi thity, c6 ving [Eah hai, ving dic
quyén kinh 4, thém lyc dja trdi dii rdng khoang 1 triu kin?. Bén canh tidm nang v8 t4i nguyén thién ohién
ohu tidm ning v& khodng sin, dau khi, thiy sda.., viéc khai thic cdc sinh vit bifn lim dugc liu & bién Viét
Narz 12 rit cdn thiét v trién vong. Tir nhitng két qué nghién cir vé did tra co bin v& sinh hoc Bién cia cic
uhi khoa hoe di trude da cho thiy c4c kbu vire: 1) Khu vize bién Béng bic (ol yéu 14 vinh Bic bd); 2) Kim
vyre Trung b6 (ving bién Béc Trung B dén bidn Trang Trung B6); 3) Khu vyze Nam Trung B9 (ving bifn
Khénh Héa-Binh Thudn); 4) Khu vye Béng Nam B3 (vimg bién Viing Tsu dén C4 Mau); 5) Khu vye Tay
Nam Bf (phén vioh Th4i Lan thubc dia phda Viét Nam) va 6) Viog dao xa, i nhﬁnq Kkhn vuc sinh séng clia
uhidu lodi sinh vét bién c6 trién veng thinh duge ligu. Cic nghién citu v& sinh vt bién s& dy kién duqc trign
khai thinh céc giai doan nghién ciru twong {mg voi 6 khu virc nghién cém, giai dogn I tip trung nghién ciru
che sinh vt bién nhw nhom Hai mién (sponge), Da gai (Echinodermata), San hd mém (Softcoral) v vi sinh
vt bién (mazine microorganisms); Giai dogn II bén cank céc 46i tugmg thugo giai doan 1, cde 45 tugng vi
tho, d9ng vit thin mém, rong bién.. s& duge tdp trung nghién ciu. Giai dogn LI-VI ke thira cdc két qui
nghién cinu trén che 481 teoug sinh vit bién 5 giai doan L T vi md réng sang Jink vire dGe t6 tir sink vit bién
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img dung trong y hoc. Céc giai doan tiép theo s tép trung hudng wu fién oghién clru sau ve ‘Ti?nscﬁ
<hit ¢6 hoat tinh sinh hoc tir sinh v4t bién phuc vu trong y dugc- my phim; huéng ?g}uen o . coé.g: e
£ir sinh vat bién vi cac loai sinh vit bién phyc vi néng nghiép Vva cing nghi¢p; buéng ngl'genacb 0 vé P
chit tir sinh vjt bién va céc loai sinh ¥4t bién phyc vy phat trién ning lugng sizh hoe mal v: & ol
trudmg

V. KET LUAN CHUNG

Neghién citu phan 1p cdc hop chit thir op tir ngudn sinh vit bidn Viét Nam d2 git hii duvé %Eﬁns
thanh cdng trong cdc nhiém vy KH nhi: KC09.15, KC09.06710, cac dé tai NCCB:UBg‘dVﬂE, cac de ﬁl‘
Nafosted v4 DS 4n Trong diém cip Vién Hin lm Khoa hoc v Cong ngh§ Vit Nagn (3 s6
VAST.TD.DAB/13-15). Cho ¢én nay, hing trim céc hep chét da dugo phén l4p va Xéc dinh ¢3u tric héz
tige, nhidu hop chét cé ciu tric héa hoe moi va Iy the, nhiéu hop chit c6 hoat tioh gy dgc té bio, khflﬂg
viém, khang vi sinh vt kiém djnk.... Nhimg két qua nghién ciu niy d dugc cong bd trén sdc tep qudc & v
budng céc hoat chit thién nhién bién, 63ng théi nhidu kogt chilt di va dang duge phat tritn, mdt 50 lodi sinh
vt bién @2 dugc lya chon thanh cée sin phim cé gid trj y dwge va som duge dwa ra thi truomg phyo vu vide
chaim séc sirc khoe cong ddng, Tuy ahién, s load sich vit biép d3 dugc nghién cv.'n! thanh p!lan héa _hoc mit
céch chi tidt cho t6i nay con rat khiém tn: Hi mién (19 lodi); San hé mém (16 lo&i); Da gai (18 lodi); Ding
vt thin mém (2 lodi); Vi tao bidn (chua c6 nghién cru), Vi sinh vat biéo (15 ching). Troog khi 6, da dang
sinh hoc bién Viét Nam d3 duge cic nha khoa hoc trong va ngodi nuéc nhén dinh rat da dang va phong phi.
Nir vy, hudng nghién ciru vé cée hyp chét thién nhién bién Vigt Nam nhdm tim kiém céc hoat chﬁt ¢ l}oa}
tinh sinh hoc cao 13 rt kha thi, trién vong va hira hen thu duge nhieu thank cong. Nghién cuu bax_bén vihé
tht‘mg huéng nghién ciu ndy s& gop phin dua cic nghién ciru vé hoa hyp chat thién nI}ién bién cla mx@ '3
1én ngang tAm ce pudc trong khu vire cling nbir quéc té déng thir bso hd dugr ¢ic nghién ol ciia dft nude.

L1 cim om: Cong trink dupre hoan thank vGi sy 13 try kink phi cia Dé dn Trong didm “Nghién ciru tiém
ndng vé dupc ligu bién (vimg bién Dong bic Vigt Nam), ma s6: VAST.TD.DAB/13-15"
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