4. KET LUAN

Thim dinh hiéu luc phwong phap tiét
khuan khong thé chi cin clr vao két qua thir
d6 v6 khuan trén san pham ma can phai duoc
thé hién qua cac con s6 cu thé. Viéc tinh toan
cac thong s6: hé sb tiét khuan D, gié tri F, gia

tr1 Z ma dac biét 1a gia tri SLR va gié tri SAL
g6p phan quan trong chirng minh hiéu lyc cua
mot quy trinh tiét khuan. Két qua nghién ciru
la tai liéu tham khao hitu ich cho cac nha may
c¢6 day chuyén san xuét thudc vo khuan nham
dam bao chat luong san pham.
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CHIET XUAT, PHAN LAP VA XAC PINH CAU TRUC
MADECASSOID TU RAU MA
(Centella asiatica (L.) Urb.-Apiaceae)

Tém tit:

Nguyén Thi Hoai, Lé Thi Diém Phiic
Khoa Duoc - Truong Pai hoc Y Duoc Hué

Pit van dé: Nghién ctru chiét xuit, phan 1ap va xac dinh ciu trac hoa hoc hop chét saponin

chiét xudt tir Rau ma Centella asiatica (L.) Urb. — Apiaceae. P6i twong va phwong phap
nghién ctru: Rau ma duoc thu hai tai Huyén Quang Pién - Tinh Thira Thién Hué. Chiét xuat
phan lap bang phuong phap sic ky phdi hop. Xac dinh cu tric cin ct vao tinh chat vat 1y va
cac sb liéu phd ctia hop chét phan 1ap dugce. Két qua: Tir loai Rau ma - Centella asiatica (L.)
Urb. - Apiaceae thu hai & Quang Dién - Thira Thién Hué d phan 1ap duoc 1 chit tinh khiét. Can
ctr vao phd NMR di nhan dang hop chat nay 1a madecassoid.

Abstract:
EXTRACTION, ISOLATION AND STRUCTURE DETERMINATION OF
MADECASSOID FROM CENTELLA ASIATICA
Nguyen Thi Hoai, Le Thi Diem Phuc
Faculty of Pharmacy Hue University of Medicine and Pharmacy

Background: Research on extraction, isolation and structural determination of a chemical
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saponin extracted from Centella asiatica (L.) Urb. - Apiaceae. Materials and method:
Centella asiatica is collected in Quang Dien district - Thua Thien Hue. Extracts isolated by
chromatography coordination. Structure determination based on the physical properties and
spectral data. Results: From species Centella asiatica (L.) Urb. - Apiaceae collected at Quang
Dien, Thua Thien Hue has isolated one pure substance. Based on NMR spectrum identified the

compound as madecassoid.

1. PAT VAN PE

Rau ma (Centella asiatica (L.) Urb. -
Apiaceae) duoc trong kha phd bién ¢ Viét
Nam va nhiéu nudc trén thé giéi. Khong chi
dong vai tro 1a mot ngudn thuc pham duoc
su dung rong rai, Rau mé con dugc biét dén
nhu mot vi thude dé chita nhiéu bénh. Theo
Y hoc ¢d truyén, Rau mé c6 tac dung rat tot
trong viéc chira tri ta ly, bach ddi, viém hong,
mun nhot, khi hu, rom séy...[4], [5]. Theo
nghién ctru cia Y hoc hién dai, dich chiét Rau
ma c6 kha nang lam vét thuong choéng lanh,
nhanh lién seo, chéng seo 1di, chéng viém,
chéng loét da day, tic dong trén than kinh ting
cudng tri nhd, (e ché sy phat trién ctua khdi
u, kich thich mién dich...[6], [7]. C4c nghién
cuu trude day cua ching to1 da phan 1ap duoc
cac saponin mang lai hoat tinh quan trong cho
Rau ma nhu asiaticosid, acid asiatic va acid
madecassic [1], [2] va cling da xac dinh duogc
ham luong cac hop chit nay trong dugc lidu.
Bai bao nay tiép tuc thong bao vé két qua qua
trinh chiét xuit, phan 1ap va nhan dang cAu triic
madecassoid, mot saponin c6 hoat tinh tir Rau
ma - Centella asiatica (L.) Urb. - Apiaceae
thu hai tai Quang Dién - Thira Thién Hué.

2. NGUYEN LIEU VA PHUONG PHAP

2.1. Nguyén li¢u:

Nguyén lidu nghién ciru 1 phan trén mit
dat cta cdy Rau ma thu hdi & Huyén Quang
Dién, Tinh Thira Thién Hué vao thang 8 nim
2011. Rau ma duogc rua sach, thai nho, phoi,
sdy kho, sau d6 nghién thanh bot thd va bao
quan ¢ noi kho thoang.

2.2. Phuwong phap nghién ctru:

- Chiét xuat bang phuong phap chiét nong,
v6i dung moi la nude, ¢ nhiét do 100°C

- Phan 1ap hoat chét bang sic ky cot silicagel
pha thuong (0,040-0,063mm, Merck), cot sdc

ky loc qua gel Sephadex LH 20. Theo doi céc
phan doan bang sic ky 16p mong pha thuong
pha thuong (DC - Alufolien 60G F,,, - Merck,
ky hi¢u 105715). Phat hién chat bang den tu
ngoai ¢ hai budc song 254 nm va 366 nm
va dung thudc thir 1a dung dich H,SO, 10%/
ethanol.

- Xac dinh cAu truc cac hop chat phan lap
duogc dua trén két qua pho cong huong tir hat
nhan mot chidu (‘"H-NMR, BC-NMR, DEPT).
Pho cong hudng tir hat nhan do trén may
Bruker Avance AM500 FT-NMR tai Vién Hoa
hoc, Vién Khoa hoc va Cong nghé Viét Nam.
Chét chuan ndi 1a tetramethyl silan.

3. KET QUA

3.1. Quy trinh chiét xuat

Bot Rau ma (2kg) duoc chiét nong, véi
dung mai 1 nudc (8 lit/ 1an), & nhiét d6 100°C,
trong 3 14n, mdi 14n 2 gi0. Dich chiét thu duoc
sau 3 1an gop chung, loc qua bong, sau d6 cd
dudi ap suat giam dén dich chiét dam dic.

3.2. Phan lap hoat chat:

Dich dam dic da chiét xuét ¢ trén duoc
tam vdi silicagel roi co quay dén bot toi min.
Silicagel tAm chat dwgc dua 1én cot sic ky
sau khi da chuan bi cot bang phuong phap
nhdi cot uot. Viée chiét tach duge thuc hién
trén cot silicagel pha thuong c¢d hat 0,040
- 0,063 mm vo6i hé dung moi pha dong 1a
chloroform - methanol - nuéc (10:3,5:0,5).
Theo doi cac phan doan thu dugc béng SKLM,
cac phan doan giéng nhau dugc gdp chung,
thu dwgc 4 phan doan danh s tir A DA,

Phén doan A, duoc Iya chon dé ti€p tuc phan
tich. Hoa tan can A, vao mdt lugng methanol
toi thiéu, trién khai 1én cot sdac ky pha thuong
vo1dung moirua giai la chloroform - methanol
- acid formic (10:5:0,2). Theo ddi cac phan
doan thu duoc béng SKLM, cac phan doan
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gidng nhau duoc gép chung, thu dugc 3 phan
doan dugc danh sd trA, > A, .PhandoanA,,
duoc cit thu hdi dung m01 du:orl ap suat glam
thu duoc dich dam dic roi chAm toan bo 1én
ban mong diéu ché trang sin silicagel 60G F.,
(Merck, ky hi¢u 105875), trién khai bang h¢
dung moi cloroform - methanol - acid formic
(10:5:0,2). Phat hién vét chat bang cach phun
thubc thtr dung dich H,SO, 10%/ethanol,
l1én ban mdng, ho nong. Xac dinh ving chat,
cao 16p silicagel ¢ chat, giai hip phu bang
methanol thu duoc dich rira giai B,. Sau do
tiep tuc phan 1ap B, bang sac ky cot sephadex
LH20 véi h¢ dung moi khai trién MeOH 80%.
Kiém tra cac phan doan bang SKLM thu duoc
1 chat sach, ky hiéu CA3.

3.3. X4c dinh ciu tric:

Hop chit CA3 phan 1ap duoc duéi dang bot
mau trang. Pho 'H-NMR cua hop chit CA3
dic trung cho mot hop chat triterpen glycosid.
Trong do, su c6 mat cua 4 nhém metyl bac 3
dugc xac dinh boi céc tin hiéu singlet cong
huong tai 8 0,86 (H-24), 0,89 (H-25), 0,95 (H-
26), 1,08 (H-27) va 2 nhom metyl bac 2 tai
0,94 (d, J=6,9 Hz, H-29), 0,96 (d, /= 6,9 Hz,
H-30). Sy xuat hién tin hi¢u ctia 4 nhém metyl
dang singlet va 2 nhém dang doublet goi y cho
sy ¢o mit cua cau triic khung ursan. Ngoai ra,
su xuét hién cua 3 proton anome tai dd chuyén
dich & 5,32 (1H, d, J = 8,0 Hz, H-1"), 4,38
(1H, d, J = 8,0 Hz, H-1"") va 4,82 (1H, br s,
H-1'"") cho phép khang dinh c6 sy xuat hién 3
phan tr dudng trong hop chat CA3.

Pho *C-NMR ciia hop chat CA3 xuit hién
tin hi€u cua 48 cacbon trong d6 cé 30 tin hi¢u
thudc phan khung triterpen va 18 tin hiéu cta ba

phén tir duong. Phén tich chi tiét cac sb lidu phd
13C-NMR cho phép xéac dinh sy ton tai cdu tric
bd khung ursan-12-ene voi cac tin hi€u dac trung
ctia4 nhém methyl bac 3 va 2 nhom methyl bac 2
tai & 15,29, 19,47, 19,22, 24,13, 17,61 va 21,54;
hai cacbon olefin tai § 127,36 (CH) va 138,68
(C); mot nhom cacboxyl (-COO) tai & 178,08
va bon cacbon ndi tryc tiép v6i nguyén tir oxi
tai 0 69,73 (CH), 78,21 (CH), 68,54 (CH), 66,04
(CH,) cung voi cac tin hi¢u khéc ctia ba phan tur
duong. Ba tin hiéu cacbon anome cong hudng tai &
95,95 (C-1"), 104,51 (C-1"), 102,90 (C-1"") goi y
sur c6 mat ctia 3 phan tir duong hexose. So sanh cac
50 liéu trén voi chét centellasaponins B va C cling
su xuat hién cua 3 proton anome tai do o 5,32
(IH, d, J = 8,0 Hz, H-1"), 4,38 (1H, d, J = 8,0
Hz, H-1"") va 4,82 (1H, br s, H-1'"") dac trung
cho sur c6 mit cia ciu trac B-D-glucopyranoside
va a-L-rhamnopyranoside cho phép xac dinh
cdu trac ctia hop chat CA3 nhu da duoc mo ta
trong hinh 1.

Céu trac khong gian cia hop chit CA3
dugc xac dinh dau tién bang cach so sanh sb
liéu phd 'H va BC-NMR cung gia tri hang s6
tuong tac J voi cac sb liéu da duoc cong bd
cho cac hop chat co cau tric twong tu [10].
Tin hiéu cdng hudng cua proton H-3 tai o
3,15 (IH, dd, J = 11,5, 4,5 Hz) dac trung
cho céu hinh o thong thudng cia proton
H-3 cta cac hop chét triterpen. TUr tat ca
cac phan tich néu trén, cau triic héa hoc ciia
hop chat CA3 duoc xac dinh 1a madecassic
acid 28-O-o-L-rhamnopyranosyl(1->4)-B-D-
glucopyranosyl(1-6)-B-D- glucopyranosid co
cong thac phan to C,,H. O, (M = 975), voi
tén thuong goi 1a madecassoid.

Bang 1. Két qua pho 'H-NMR, 3C va DEPT cua hop chat CA3

ab ac
C 5, 0 6(?]:;;121;
Aglycol
1 50,5 50,55 0,97*/ 1,77*
2 69,1 69,73 1,72%/1,92*
78,5 78,21 3,15dd (11,5, 4,5)
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4 44,5 44,81 -
5 48,7 48,49 0,83 d (11,5)
6 67,7 68 1,47%/ 1,62*
7 41,4 41,34 1,18%/1,68*
8 39,7 39,97 -
9 48.8 48,83 1,02 d (13.5)
10 38,1 38,54 -
1 24,0 24,05 1,53%/ 1,62*
12 126,5 127,36 1,92%/ 2,24%
13 137,9 138,68 -
14 432 43,57 -
15 28,8 29,31 0,97 s
16 24,8 24,64 1,79%/2,08*
17 48,6 48,66 -
18 53,4 54,18 2,45 dd (11,5, 3,5)
19 39,5 40,25 1,09%/ 1,56*
20 39,1 40,18 -
21 30,9 31,56 1,27 s/ 1,44%
22 36,9 37,66 1,81%/ 1,91*
23 66,5 66,04 1,05 s
24 15,9 15,29 0,86 s
25 19,4 19,47 0,89 s
26 19,3 19,22 0,95 s
27 23,8 24,13 1,08 s
28 176,3 178,08 -
29 17,3 17,61 0,94 s
30 213 21,54 0,96 s

28- Glu
ik 95,8 95,95 5,32.d (8,0)
2! 73,8 73,81 3,3dd (9,5, 8.,0)
3/ 78,6 79,68 3,43%
4’ 71,2 71,23 3,31%
5’ 77,9 78,09 3,43%
. 69,6 69,73 3,71 dd (11,5, 4,5)

3,84 dd (11,5, 1,5)
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6'-Glu

1'¢ 104,9 104,51 4,38 d (8,0)
2 75,3 75,34 3,3.dd (9,5, 8,0)
3" 76,6 76,86 3,43%
4 78,1 78,26 3,31
5" 77,1 77.91 3,43
6" 615 o e

6'’-Rham
1" 102,7 102,9 4,82 brs
2 72,5 72,30 3,21dd (9,5, 7,5)
3 72,7 72,47 3,30 dd (9,5, 9,5)
4" 74,0 73,89 3,31dd (9,5, 9,5)
5" 70,3 70,70 3,31%*
6" 18,5 17,85 1,28 d (6,0)

“do trong CD,OD, " do tai 125 MHz, “do tai 500 MHz, *tin hiéu bj che khudt; O C* chat tham
khao do trong pyridin.

Nhu vay, cac dir liéu phé "H-NMR, 3C va DEPT cua hop chit CA3 hoan toan phu hop voi
cac dir lidu phd da dugc xac dinh va cong bd trude day cua madecassoid [10]. Vi vay hop chat
CA3 duogc nhan dang 1a madecassoid.

HO

HO ¥

OH
Hinh 1. Céu tric hod hoc cia CA3 (Madecassoid)
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4. BAN LUAN

Rau mé c6 thanh phan chinh 1 saponin
triterpenoid, chu yéu la pentacyclic triterpenoid
0 dang acid va glycosid, thuoc nhom ursan va
olean. Py ciing 1a nhom hop chat mang lai
cac tac dung duoc ly chinh cho Rau ma. Trong
s6 d6, quan trong nhét 13 asiaticosid, acid
asiatic, acid madecassic va madecassosid [6],
[7]. Cac saponin trong Rau ma cé tac dung
tang tong hop collagen va fibronectin lam tai
sinh md, gitp cac mo lién két dwoc tai tao
mot cach nhanh chong qua co ché: diéu hoa
sy ting sinh cta té bao soi, gia ting tién trinh
tao chit sinh co giup cac té bao soi tong hop
wu tién chét sinh co do d6 c6 hiéu qua trong
diéu tri va phong ngira nhitng vét seo phi dai
va seo 101 [7], [8], [9]. Pién hinh 14 san phim
Madecassol diéu tri bong, lién seo chira thanh
phan chinh 1a cac hoat chat chiét xuat tir Rau
ma dugc sir dung uy tin ¢ trén thi truong.

Trong thanh phan saponin cta Rau ma,
Madecassoid 1a mot hop chat co tac dung tot
trong viéc diéu tri cac roi loan vé da, hoat tinh
tuong tu asiaticosid trong viéc 1am ting tong

hop chit nhay va collagen, lam ting do bén
thanh mach, chong oxy héa, 1am vét thuong
mau lanh. C6 kha niang chdng viém, chdng
oxy héa...[7], [9].

Céc két qua nghién ctru trudc day ciia nhom
chung t6i di chiét xuat, phan lap, xac dinh cdu
tric va ham lugng cua asiaticosid, acid asiatic,
acid madecassic tir Rau ma [1], [2], [3]. Nay
nghién ctru ndy nham bd sung thém quy trinh
chiét xuat, phan 1ap madecassoid. Két qua
dat dugc sé tao tién dé cho cac nghién clru
tiép theo dé xac dinh ham luong hop chit nay
trong duoc li¢u va co s¢ cho viéc tdi wu hod
quy trinh chiét xudt nhim hudng t6i tao ra
nguyén liéu lam thudc tir Rau ma.

5. KET LUAN

Tu loai Rau ma - Centella asiatica (L.)
Urb. - Apiaceae thu hai tai & Quang Pién
-Thira Thién Hué, bang cac phuong phap sic
ky két hop da phan 1ap duoc 1 chat tinh khiét
thudc nhom saponin. Can cir vao cac so liéu
phd NMR di xac dinh duogc hop chét nay la
madecassoid.
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DIEU TRI NANG ONG MAT CHU
BANG PHAU THUAT NOI SOI

Nguyén Thanh Xudn, Pham Nhw Hiép, Ho Hitu Thi¢n, Pham Anh Vi,
Phan Hdi Thanh, Vin Tién Nhén, Trin Nghiém Trung, Pham Trung V7,
Pham Xudn Péng, Pio Lé Minh Chéau, Mai Trung Hiéu

Bénh vién Trung wong Hué

Tom tat:

Pit van dé: Panh gia két qua diéu tri bénh nang dng mat cha bang phiu thuat ndi soi. Poi twong
va phuong phap nghién ciru: Tir thang 1/2010 dén thang 4/2012 c6 32 truong hop dugce phiu
thuat ndi soi cdt nang ng mat chu tai Bénh vién Trung wong Hué. Nghién ctru tién ctiru. Két qua:
25 trudng hop phau thut boc nang dng mat chi ndi soi véi thoi gian md trung binh 1a 125 phit, 7
trrong hop chung t61 thuc hién viée tai 1ap luu thong mat rudt hoan toan br:?mg noi soi 6 bung véi
thoi gian mo trung binh 14 192 phut. Ty 1& nivnam 1a 3,57/1. Tudi trung binh cta bénh nhén 14 16, 89
+ 15 32 tu6i, bao gdm 12 bénh nhan 1a ngudi 16n va 20 bénh nhan tré em. Khong c6 truong hop can
mb lai hay tir vong, thoi gian hau phau 7 £ 2,5 ngay. Két luan: Phau thuat ndi soi boc nang dng mat
chi1 1a phuong phap an toan, hidu qua va kha thi & cac trung tam y té 1on.

Abstract:
TREATMENT OF CHOLEDOCHAL CYST BY LAPAROSCOPY
Nguyen Thanh Xuan, Pham Nhu Hiep, Ho Huu Thien, Pham Anh Vu,
Phan Hai Thanh, Van Tien Nhan, Tran Nghiem Trung, Pham Trung Vy,
Pham Xuan Dong, Dao Le Minh Chau, Mai Trung Hieu
Hue Central Hospital

Objectives: Evaluating the results in applying laparoscopic treatment of choledochal cyst in
Hue Central Hospital. Materials and methods: 32 patients with choledochal cyst were treated
by laparoscopy from 1/2010 to 4/2012 in Hue Central Hospital. Results: 25 cases laparoscopic
treatment of choledochal cyst with operation times is 125M, 7 cases with complete laparoscopic
treatment of choledochal cyst with operation times is 192M. 2male/female was 3.57/1. Age: 16.89 +
15.32 years. There was no mortality and reoperation. The hospital stay was 7 +2,5 days. Conclusion:
Laparoscopic treatment of choledochal cyst is safe, feasible and efficient in medical high-tech center.

1. PAT VAN PE

Nang 6ng mat chi 1a mot bénh 1y lanh tinh
tuong d6i hiém gip cia dudong mat, dugc biéu
hién boi tinh trang gian thanh dang thi hay
dang nang bam sinh ctia duong mat ngoai gan
va/hoac duong mat trong gan. Pugc biéu hién
v6i tinh trang dau tirc ha suon phai, s6t, vang
da, khdi g6 ¢ ha suon phai hodc khong co tridu
chung [1],[2].

Van dé chan doan sém, chinh xac va can
thiép ngoai khoa sdm nhat 1a rat can thiét

dé tranh nguy co ung thu hoa duong mat
[9]. P4 c6 nhiéu phuwong phap phiu thuat
diéu tri dé boc nang dng mat chu va tai
lap luu thong mat-ti€éu hoa [7]. Tuy nhién
trong nhitng nim gan day vdi su phat trién
vuot bac cua phau thuat nodi soi cung véi
nhitng wu viét ctia né thi phau thuat dicu
tri nang 6ng mat chu bang phwong phéap
ndi soi da tré thanh mot lya chon cua
cac phau thuat vién [5]. Do d6 chung toi
nghién ctru dé tai nay véi muc tiéu “Pdnh
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