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clia Rosignol khi khao sat 11.144 trutng hgp véi
t 18 niif nam l1a 2/1 [5]. Sy khac biét gitra ty 1€
nif va nam bj thodi Kda khdp c6 the do sy thay
dm hormon 4 nhiing phu 1 i 16 tugi Bm cho ho
dé& méc thoal hda khdp gbi hon.,

Ddu hiéu moc ga1 xuang la dau hiéu hay gap
nhit véi 37,2% & nhlmg bénh nhén bi thoai
khdp, va chl y8u la gai xudng & mam chay véi
23.6% v gai xuong banh ché 37,9%, hinh anh
gai xuong & dau dudi xurdng dui va diu trén
xudang chav it gép hon. Ty I& nay ciing tudng ty’
nghién cliu clia Y Nagasoasa cho thay ty I& gai
xudng banh chay 1 cac nh&t vdi 54,7% rdi dén
mam chay vdi 49,5% [6]. C6 thé gidi thJCh la do
18i cAu xerang dui khdéng phing nhu mém chay,
gal xuang dui bi chdng 18n bai cdu tric xudng
phia trudc va phia sau trén phim X quang
thuong qui khé phat hién. va si mat can ‘bang
g hoc tai khdp & mot yeu 15 thiic ddy su hirth
anh gai xuang. Co thé sy hlnh anh cac gai
xugng 13 nhim bl trir va bao v& sun khdp khi
phén b8 lai céc luc téc dong 1én khdp,

DA&u hidu hep khe khép la dau hiéu hay gap
thit hai trén phim X quang la ddu hi€u hay gap
nhét vdi ty |& 37,2%, trong dé hep khe khdp dui
- chay la 56, 4%, khdp di - che 1a 43,6%. Bigu
nay cd thé gial thich do tinh trang truc khdp gal
bi thay déi (vao trong hodic ra ngodi) d nhiing
ngudi chan vong kiéng {chan chif O} hoic chéan
chll’ X lam téng Ive @& 1&n sun khdp khoang dli
chay khi€n cho ty 18 thodi hda khdp dli — chay
tang cao.

D&u hiéu xg xudng dudi sun cfing & mot
trong ddu hiGu hay gdp & nhitng bénh nhan
thoai héa khdp géi trong nghlen clfu chiing ti
Vi ty 1€ 30,4%, dau hidu nay cung 1a ddu hiéu
hay gap trong cac nghién ciru clia cac khac vé
thodi hda khdp. Nguy@n nhan do xo swdng dudi

sun dong vai trd quan trong trong g ché bént
sinh va sy tién trién ciia thoai héa khdp géi [1),
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- Bénh thodi héa khdp géi ¢d ti 1& mic tant

theo d6 tudi, nif gép nhiéu hdn nam, ti 1& mi

trén ca 2 gbi cao hon mdt géi,

- C6 3 ddu hiéu X quang thudng gép thi di.
hifu moc gai xuong ¢d ti 12 cao nhat, thap nhil
& ddu hiéu xg xu’dng dudi sun.BEnh thudng
kém theo 2 hojc cad 3 diu hiéu ch( it khi xust
hign chi 1 dau hleu

- Xudng banh ché 14 vi tri co ti 1& moc.ga
xuong cac nhét, khdp dli — chay c6 diu hidy
hep cao hon khdp barh ché — dui.
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Kim ngan la mdt dugc hiéu < truyen quan ]
Tée dung diu tri chia dudc ligu nay phu thudc rhi
Va6 ngudn gdc phan bé. Trcng nghlcn iy trude el
chung i, phudng phap phan tich sic ky Iung hids
nang cao dugc phat trin dinh lugng ddng théi
chat sinh hoc la coniferin, ]ogamc acid, swer
loganin. Trong nghién cu‘u nay, phu’cmg ph
tich dugc ap dung dinh lugng 4 hoat chat
trong 92 meu tr Han Qubc va Trung Quoc cun
phén tich téng thé sic dd nh&m phan biét duge &
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céc ngudn khdc nhau. Ham lugng cla coniferin,
loganic acid, sweroside va loganin dugc xdc dinh (3
0,03-1,21mg/g, 0,03-20,43 mg/g, 0,02-10,09 mg/g,
va 0, 02 10 26mglg treng duge lidu khd. Phan tich
tlng the sdc a6 dugc ti&n hanh dua vao LDA cho they
Kim ngan tl cic ving khdc nhau'co thé dugc phan
bigt chinh xéc tdi 80%.

Tir khda: Kim ngén, HPLC, LDA, phén tich sic €0,

SUMMARY
CHROMATOGRAPHIC FINGERPRINT AND
DISCRIMINANT ANALYSIS FOR THE
QUALITY EVALUATION OF LONICERAE
FOLIUM ET CAULISBY HPLC
Lonicerae  folium et caulis is an important
traditional herbal drug. The therapeutic effectiveness
of this herb depends strongly on the geographical
origin. In our previous report, the HPLC analytical
method has been developed for the simiitaneotis
determination of four bicactive compounds: coniferin,

loganic acid, sweroside and loganin. In this study, the:

analytical method was applied to quantitate four
bioactive compounds in 92 samples collected from
Korea and China together with pattern recognition
analysis to differentiate the herbs from different
regions. Contents of coniferin, loganic acid, sweroside
anu loganin were calculated to be 0.03-1.21 mg/g,
0.03-20.43 mg/g, 0.02-10.09 mg/g, and 0.02-10.26
mg/g in dried plant. The pattern recognition analysis
was carried out using LDA (Uinear Discriminant
Analysis) showed Lonicerae folium et caulis from
different arigins can be differentiated with the
accuracy of 80%.

Keywords: lonicerae folium et caulis, HPLC,
LDA, pattern analysis.

1. DAT VAN DE
Kim ngén, cdn goi 14 Nhn déng cd tén khoa
hoc 1a Lonfcera japonica thude ho Cdm chay

(Caprifoliaceae) dugc moc chil y8u & cic nudc
Pbng A nhu Vigt Nam, Trung Quéc, Han Qucc va
Nhdt Ban..., dudc st dung nhigu trong cac bai
thudc chung vnem chéng di ing, mén ngLra
trong y hoc ¢8 truyén [1].Cac nghién cifu vé
thanh ph&n héa hoc va tac dung sinh ‘hoc cia
cay Kim ngén cho thdy cac nhdm hoat chat nhw
phenolic, iridoids, saponin va flavoncids c6 tac
dung chdng oxy hda, chéng viém, chdng di
\ng...[4,5]. Tuy nhién, thanh phan hda hoc cua
kim ngan bién déng nhigu do anh huéng cla khi
hau, th3 nhuBng va thai gian thu héi d&n ham
lugng céc hoat chat va tac dung sinh hoc cla
Kim ngan O Vigt Nam, kim ngan chi yéu dugc
nhdp khau ti¥ cic nudc Bong A nhu Trung Qudc,
mot s6 it tr Han Qudc va Nhat Ban. Vi vay, danh
giad chdt ludng toan dién nguyén li€u kim ngén
dugc thu mua & cdc noi khdc nhau 1 can thiét
va cBp bach gdp phén dém bdo chat lugng
thuc. Trong nghién cly trude, phuong phap
dinh lvgng ddng thdi 4 hoat chdt sinh hoc:
coniferin, loganic acid, sweroside va loganin
(Hinh 1) trong dudgc liu Kim ngén &a dudc tién
hanh trén 60 mau thu mua tai cac noi khic nhau
cila Trung Quéc va Han Qudc cd tinh chon loc va
chinh xéc cao [2,3]. Trong nghién clu ndy,
phugng phap dinh lrgng ddng thdi cac hoat chat
sinh hgc trong du’dc ligu Kim ngan dugc ap dung
cho sé hrdng mau 18n cac méu cling véi phan
tich tong thé sic @b va phan tich phén loai cac
ngudn dugc li€u Kim ngdn dé danh gid chat
Iuigng tdng thé cla dudgc ligu nay.
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Hinh 1: Cdu triic cua chét danh déu trong phan tich dinh lgng Kim ngén

1. BOI TUONG VA PHU'ONG PHAP NGHIEN CUU

1. Nguyén lleu nghlen cltu

Hoa chat: ndi chuan: methyl paraben chudn
coniferin, loganic acid, sweroside va loganin
dugc chiét xuat, phan tach, tinh ch€ va xac dinh
cau U‘UC, methanol nudc cat acid formlc dat
tidu chuan cho sic ky long. Mau kim ngan dudc
thu mua & cac ndi khac nhau tai Trung Quéc,
Han Quéc, miu dugc luu tai Dai hoc Duge, PH
Quéc gia Chungnam, Han Qudc. Thigt bi: May

sac ky Ic')ng hiéu néng cao Shimadzu, Detector
UV-VIS va Detector diode array dugc néi véi may
tinh IBM,

2. Phuong phap nghién ciru

Cdt: COt phan tich pha dao Optimapak RP;g
(250 x 4,6 mm; 5 um) cua cdng ty RS tech, Han
Qudc; budc séng phat hign 254 nm; pha dqng
dung méi A: dung dich methano! 10 % trong dung
dich acid formic 0.1 %; dung mdi B: dung dich
methano! 90% trong dung dich acid formic 0.1%;
t8c d6 dong: 1,0 mifphit; thé tich tiém 10y,
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Vi ehuong Lrinf rika gidi nlr sau:

oi gian (phut, 9% A
Thdl (Jl-)r;.S 100 —» 70
15525 70 —» 30
25 30 30
3035 300
35— 45 050
45— 50 0 —» 100
Chuan bi cac dung dich chuin va tha:

41 chugn (IS): Dung dich methyl paraben: 1000
1g/rol trong methanol. Mau chuén: Day cac dung
dich chuain coniferin, loganic acid, sweroside va
oganin ¢§ néng dd chinh xéc 0,5; 1, 5, 10; 25,0;
30,0; 100,0; va 200,0 pg/mlL trong dung dich
“hudn ndi methyl paraben 200 (wg/ml.) trong
methancl. Miu thi: Can chinh xac khoang 1 g
bit duge lidu kim ngén. Thém chinh xac 9 ml
sthanol 70% va 1 mi dung dich chuan ndj, can,
Jac sidu am 30 phit, cBn lai, bd sung khdi lugng
mét bang ethanol 70%, ly tam, gan [&y 13p trén,
loc qua mang lgc 0,45um.

s !

Hinh 1: Sdc k]i 45 va so sinh phé cua

1ll. KET QUA NGHIEN CU'U VA BAN LUAN, *

V&i didu kién sic ky va phuong phap xif §i:
m&u 43 lua chon, sic ky dd thu dudc cho cac pic
tach £d rang, nhifu nén thap, thé hign qua sk
ky @B cia mau thit dugc liéu kim ngén (Hinh
1b), Trén cac sic ky €0 méu thir c6 céc pic o
thdli gian luu tring véi thdi gian luu cla pic
coniferin, loganic acid, sweroside va loganin
trong she ky d8 clia mau chufn fan lugt 13 12,61,
15,34; 19,55; 20,21 (Hinh 1a).

{2): loganic acid; (3): sweroside; (4): I

Pong thdi, tai thdi gian lwu clia cc pic
coniferin, loganic acid, sweroside va loganin trén
cic sac ky d5 thlr va chudin chiing i d3 so sanh
ph8 hdp thu UV thu dudc cda pic. Két qua cho
thiy phd thif va chugn triing khit I&n nhau v6i hé
58 match fan lugt 1& 0,5995; 0,9994; 0,996, va
0,9938. Digu ndy chitng to pic thu dugc trén sic
ky @8 ciia miu thir B tinh khigt va céc thanh
phan khac co trong mBu thir khdng anh hudng
dén qua trinh phan tich bdn chdt ddi chidu

méu chudn (a) v& mdu thi (b); (1):coniterih;
o Ayl p. ’

(1s)

coniferin, loganic acid, sweroside va loganin §
didu kign sic ky di Jua chon, qua 6 cho phép ta
tién hanh dinh tinh, dinh lugng.

Khoang tuyén tinh, gidi han phat hién vd
gidi han dinh lvdng.

MB3i chulin bi mdt ddy gdm & dung dich méu
chufin ¢6 nbng 45 t& 0,99 pg/ml dén 200 pg/mi,
tién hanh sdc kyPnhy didu kign d3 mo ta. K&
qué dugc thé hién & Bang 1,

Bang 1: Két qua khao s3t kiodng tuyéh tinh,

idi hign ph3t hién, gidi han dinh Lo
Phugng trinh hi qui T LOD (ug/mL) | LOQ {ug/mb)!

Chatchudn | Néng @8 (ue/mL)
coniferin (1) 1,69-200 Y = 17,01X-+0,015 | 0,9998 0,557 1,687
] loganic acid (2) 0,89-200 Y = 2,58X - 0,007 0,9942 0,327 0,990
sweroside (3) 1,99-200 Y =7,23X+0,0001 | 0,9938 0,657 1,990
loganin (4) 3,33-200 Y =2,88X-0,002 | 0,0999 | _ 1,098 3327

. Ket qua khao sat trén cho thdy v6i khoang
ndng dj clia coniferin, loganic acid, sweroside va
loganin ti ‘1,69; 0,9¢; 1,99; 1,33pg/m! dén
290pg/ml ¢d sy tudng quan tuyén tinb gilta
nong do va dién tich pic tudng ing. T phudng
trinh tuyén tinh cla <Ac chit coniferin, loganic
acid, swerosid va loganin cho phép xac dinh gidi
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han phat hign cla cic chat fan lugt 0,56; 0,33
0,66 va 1,10pg/ml, gidi han dinh cia tling ché
tuwong ling vdi ting chdt [an lugt 1,69; 0,%
1,99 vé 3,33pg/mL.

D) ding, d6 I5p lai cha phuong phif
£ diing (accuracy) va do Bp lai (precision) o
phugng phap duge tign hanh trén cdc md
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hudn &8 bigt trude ndng do. BB dung va db fap
il trong ngay dugc ti€én hanh bang cach phan
r.h mau chudn 5 fan trcng mét ngay, dé dung
a dé 1ap lai gura cic ngay durgc tién hanh bing
Ach phan tich mau chuan trong 5 ngay lién tlep
&t qua thé hién & Bang 2 cho thiy dd dung
rong khoang tir 99,31 d&n 101,50 d&i véi dd

diing trong ngay vé gilfa cac ngay. D [dp lai cla
phuong phap th€ hién 8 dd I&ch tuong dbi
(RSD), két qua cho thay RSD clia phudng phap
thap hon 1,29% ddi vdi do 18p lai Imng ngay va
gilfa cAc ngay. Két qua chu‘ng to ring phuong
phap dinh lugng d‘éng thdi cac hoat chat sinh
hoc ¢b dd chinh xac va lp laf cao,

Bang 2: Két gua xdc dinh d9 diing va dé I3p Iai ctia phuong phip.

Chat chud Nong do Trong ngay (n = &) Gilta cdc ngay (n = 5)
ALCSN | (ug/m!) | Db ding (%) | RSD (%) | Db ding (%) RSD (%)

2 101,19 0,45 100,62 0,46
coniferin 4 100,08 0,20 100,18 0,26
8 99,90 0,23 100,72 0,27
2 101,49 1,15 101,50 1,29
loganic acid q 100,87 0,26 100,88 0,96
8 100,60 0,56 100,10 0,58
2 100,55 0,57 101,14 0,86
sweroside 4 99,81 0, 100,27 0,48
8 99,39 0, 99,61 0,14
2 100,02 0, 100,76 0,65
loganin 3 99,64 0,45 100,15 0,67
[ 101,11 0,74 100,13 0,78

K&t qua phén tich dinh Igng cac hoat chat trong mau dugc liéu Kim ngan

K&t qué khao sat ham lugng céc hoat chat sinh hoc coniferin, loganic acid, sweroside va loganin
16 trong 92 mau kim ngén dutic thé hién & Hinh 2. K&t qua chi ra réng ham lugng cda coniferin,
oganic acid, sweroside va loganin dude xac dinh 3 9,03-1.21 mg/g, 0,03-20,43 mg/g, 0,02-10,09

ng/g, va 0,02-10,26 mg/g trong dudgc liéu khd.
i
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leganic acid, (c) sweroside va (d} loganin.

o Trumgaude
P

Hlnh 3r Kél‘ qua p/van tlcﬁ phan iaa/ du‘lfc lidu
Kim ngén tr cdc ngubn khdc nhau
K&t qua phéan loai Kim ngan bang phan
tich téng thé séic dé
Tign hanh phan tich t3ng thé sac do dya trén
11 pic chung biing LDA (phén tich phdn biét
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Hinh 2: Phén bo' ham Ilﬂmg hoat chit trong cic mau Kim ngén, (a) coniferin, ()
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tuyen tlnh Linear discriminant analys:s) cho thdy
cac mAu Kim ngén t cac nguon gdc kivdic nhau
dugc phan biét vdi dd chinh xac tdi 80%. K&t
qué duge thé hién & Hinh 3.

V. KET LUAN

Kim ngan & mét dugc hiéu c§ truyén quan
trong. Tac dung diu trj cla dugc fiéu ndy phu
thude nhidgu vao ngu'ﬁn gbc phan bd. Trong
nghién clru trudc cua chung t6i, phudng phap
phan tich sac ky 19ng hiéu néng cao dudc phat
tri€n dinh luigng dbng thai 4 hoat cht sinh hoc
I coniferin, loganic acid, sweroside va loganin,
Trong nghién clru nay, phu‘dng phép phan tich

R7



Ve 13 s i o

dugc &p dung dinh lugng 4 hoat chéit sinh hoc
trong 92 mau tir Han Quéc va Trung Quéc cling
vdi phan tich t3ng thé sac dd nham phan bict
dugc fidu tir cdc ngudn khéc nhau. Ham lugng
chia coniferin, loganic acid, sweroside va loganin
duge x&c dinh 0,03-1.21.mg/g, 0,03-
20,43mg/g, 0,02-10,09mg/g, va ‘0,02-1”0,2:6
mg/g trong dirgc liéu khd. Phan tich téng thé sac
dé dugc tién hanh dya vao LDA cho théy Kim
ngén b cic ving khac nhau c6 thé dugc phan
bidt chinh xac t3i 80%. Nghién ciiu ndy mét fan
nita khing dinh sy anh hudng cia cac yéu t§
ngoai canh, thd nhudng t8i ham lugng hoat chét
trong duglc lidu néi chung va Kim ngan néi riéng.
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NGHIEN CrU NONG PO ANTI-MULLERIAN HORMON (AMH)
HUYET THANH & BENH NHAN HOI CHO’'NG BUONG TRU'NG DA NANG

Nguyén Thj Ha', Pham Thién Ngoc?, Biii Tuin Aok

P
TOM TAT.

Muc tiéu: xac dinh qia tri xét nghiém ndng 4b
AMH huyét thanh trong chén doan h&i ching budng
tning da nang . Phwong phap: Nghién cltu tiéh cliu
mé 3, cit ngang; ti&n hanh & 90 phu nit binh thding
va 70 bénh nhan budng tritng da nang Ifa tudi sinh
dé. NSng dd AMH huyét thanh dugc dinh lugng theo
nguyén Iy mién dich enzym (ELISA). K&t qua: Nong
45 AMH huyét thanh & phu ni binh thuding 13 5,19 £
1,55 ng/mL va & nhom bénh nhén [4 12,62 £ 4,61; sy
khéc biét vdf p < 0,01. Nong 46 AMH huy& thanh
thay ddi thea cAc nhém kifu hinh bénh budng triing
da nang. Két luan: Nong dd AMH huyét thank <5 gid
tri t5t @& chin doan hoi chiing BTEN vdi AUC =
0,963; p<0,01. Nong d6 AMH huyét thanh = 6,85
ng/ml la diém cit (cut off) véi d6 nhay (Se = 90%),
9 diic higu (Sp = 88,9%).

Tir khda: MVH, ELISA, hdi chitng budng trihg da nang
SUMMARY .
STUDY ON SERUM ANTI-MULLERIAN

HORMONE(AMH) LEVELS IN PATIENTS
WITH POLYCYSTIC OVARY SYNDROME
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Objective: Valuation tests of serum AMH
concentration in diagnosis of polycystic ovary
syndrome Method: a cross-sectional descriptive study
on 90 normal women and 70 patients with polycystic
ovary syndrome, Concentration of serum AMH
concentration is measured by Enzyme linked
Immunoassay (ELISA). Result: Serum AMH
concentration in  normal and polycystic avary
syndrome women and were 5.19 = 1.55 ngfmL and
12,62 + 4,61 ngfmlL, respectively. Concentration o
serum AMH vary with phenotype groups of polycystic
ovary syndrome.C i Cc ion of serum
AMH hase a good value for the diagnosis of the
syndromes with AUC of 0.963 ; p <0.01. Serum AMH
cancentration of 6.85 ng / mL was a cutoff poin;(ml
off) with a sensitivity of 90%, specificity of 88.9%.

Key words. AMH, FLISA, polycystic ovan
syndrome

1. DAT VAN DE

Hi chitg bung triing da nang (BTEN) g&
ra sy tang bat thudng ndng dd testosterane v
LH, nhifng chét ndy s& lam gidn doan qua trint
phat trién c0a nang nofntrimg khong thé
trudng thanh va khdng cé hién tugng ryn¢
trimg, HGi chiing BTON 1§ mot trong nhii
nguyén nhén thudng gdp géy v0 sinh. Ty 1& mai
bénh hoi chimg BTN & phy nif trong d6
sinh d& [a kha phd bign, ndu theo tidu chudl
NICHD-1990 t I& g8p 13 6 - 10%, néu theo té
chuan Rotterdam-2003 ty 18 g3p 14 14 -17% (3).




