® Nghién ctru — Ky thuat

human plasma with diethylether and chiorofor.
Analytes were chromatographed on a Cyano-
column (150 mm x 4,6 mm, id,, 5 um) with
gradient elution using 2 mM ammonium acetate
buffer pH 3.5-methanol (40:60, v/v). Detection
was by positive ion electrospray ionization (ESI)
mass spectrometry with  selected-reaction
monitoring (SRM). Linear calibration curves
were obtained over the concentration range 0.5~
53.3 ng/mL, with a limit of quantification of 0.5
ng/mL. The intra- and inter-day precisions (CV)
were both less than 10.0% and the accuracy
was from 92.8 to 106.4%. This method can be
sufficient for the purpose of the pharmacokinetic
study of GF in expenmental dog and can be

applied for future bioavailablity study in human.
Key words: Glycyl Funtumin, HPLC-MS/MS,
ESI, Bioanalytican Method Validation.
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Thanh phan héa hoc ciia hoa
trinh nit hoang cung (Crinum latifolium L.)
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'Trung tam Kiém nghiém T-MP-TP TP. H6 Chi Minh

Pat van dé

Trinh n& hoang cung (TNHC) (Crinum
fatifolium.L) thuéc ho Thiy tién (Amaryllidaceae)
la mét cay thubc quy va ché phdm crila tir cay
TNHC dang dwoc sir dung trong y hoc hién dai
dé diéu tri bénh phi dai lanh tinh tuyén tién liét va
u xo t&r cung. Céng ty TNHH Thién Dwoc, noi
nghién clru va san xuét ra vién crila hién cé ving
nguyén liéu TNHC réng trén 30 ha dang tiép tuc
phat trién mé rong. Véi ving nguyén liéu nhuwr
vay, hoa TNHC duoc thu hai vei mét lwong dang
ké c6 thé si dung lam mét ngudn dwoc ligu. Tuy
da c6 nhiéu nghién ctru cong bd vé thanh phan
héa hoc cia cady TNHC, nhwng nhitng nghién
clru vé thanh phan hoéa hoc clia hoa TNHC ¢o réat
it ™% Trong bai bao nay ching t6i théng bao
mét sb két qua nghién cteu vé& thanh phan hoa
hoc cta hoa TNHC (Crinum latifolium L.)

Déi twrong va phwong phap nghién
clru

Déi tirng nghién ciru
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? Pai hoc Y Duge TP. H6 Chi Minh
Céng ty TNHH Thién Durgc, *Vién Héa hoc

Hoa TNHC (Crinum latifolium L.) thu hai tai
trang trai Long Thanh - Béng Nai vao thang 4-7,
phoi khé va xay min. Mau sir dung cho nghién

~ctru la nu hoa nhé (M,), bap hoa chwra n& (M)

va hoa da né (Ms).

Chuan kaempferol, hang Sigma-Aldrich, Thuy
Si, LOT 1325550, d6 tinh khiét 99,5 %, ham &m
5,83 %.

Chét chuan crinamidin dwoc chiét xuét, phan
lap, lam tinh khiét va xac dinh céu truc.

Thiét bi nghién cu: Dung cu phan tich héa
thec vat. Ban mong silicagel 60F254, may
HPLC hiéu Shimadzu. Cét SPE Supelclean. LC-
18, 3 ml tubes Reordor NO 57012 ( SUPELCO).

Phwong phap nghién ciru

Phén tich so b6 thanh phan héa hoc: Mau
dwoc phan tich theo cac phwong phap vé
nghién cteu hda hoc cac cay thubcl.

Pinh tinh xac dinh nhém alcaloid va
flavonoid bang sic ky I6p méng

Dinh tinh flavonoid:
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Ma&u thix. Can chinh xac 10 g bét dwoc liéu,
ngam chiét flavonoid véi methanol. Dich chiét
loai.tap bang n-hexan, thiy phan dich chiét v&i
acid hydrochloric 10 % béng dun héi lwu cach
thiy . Dich thdy phan dwoc chiét kiét flavonoid
aglycon véi ethyl acetat. Béc hoi dich chiét ethyl
acetat dén cén kho trén cach thiy. Hoa tan va
chuyén toan bé cén vao binh dinh mic 10 ml
b&ng methanol HPLC, thém methanol dén vach,
lac déu, loc qua gidy loc, réi loc tiép qua mang
loc 0,45um (dung dich th)

Méu chuén: Kaempferol pha trong methanol loai
HPLC, c6 ndng dé chinh xac khoang 100ug/ml.

Cach tién hanh: chdm riéng biét Ién ban
mong cac vét Mi(1)-Ma(2)-Ms(3) — Chuan
kaempferol(4). Dung méi khai trién: Toluen-Ethyl
acetat-Acid formic (5:4:1). Thubc thir phat hién
vét: FeCls 1 % trong MeOH

Dinh tinh alcaloid:

Mé&u thdr: Can chinh xac 10 g bét dwoc liéu
ngam chiét véi methanol & nhiét dé phong roi
xt ly theo mét quy trinh chiét alcaloid dé thu
dwoc alcaloid toan phan. Hoéa tan va chuyén
toan bo alcaloid toan phan vao binh dinh muc
10 ml bang acid hydrochloric 0,1 N, thém acid
dén vach, l&c déu, loc. Hat 3 ml dich loc nap 1&n
cot SPE, rira giai bang hén hop dung méi: Bém
kali dihydrophosphat 100mM, pH 3 - acetonitril
(9:1) (3ml x 2 1an). Dich rira giai dwoc st dung
lam m&u phan tich.

Méu chuén: Chuan crinamidin pha trong dém
kali dihydrophosphat 100mM, pH 3 - acetonitril
(9:1), c6 nbng d6 chinh xac khoang 150ug/ml.

Céach tién hanh: Cham riéng biét lén ban
méng cac vét M;(1)-My(2)-M3(3) - Chuan
crinamidin(4). Dung méi khai trién: Cloroform -
methanol - nwéc (65:35:20). Thubc thlr phat
hién vét: Dragendorff.

Dinh Ilwong kaempferol va crinamidin
bang phwong phap HPLC: Ap dung phuong
phap dinh tinh, dinh lwgng crinamidin va
kaempferol trong dwoc liéu TNHC da duoc xay
dwng, thdm dinh va &p dung tai Trung tam Kiém
nghiém thubc, my phadm, thuc phdm thanh phé

" Hb Chi Minh.

Pinh lwong kaempferol

Ma&u tht* va mau chudn dwoc chuln bi nhuw
phan dinh tinh bang sac ky lép méng.

Piéu kién séc ky: May HPLC hiéu Shimadzu,
detector PDA 320 nm, c6t RP 18 (250 x 4,6 mm:;
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5um), Pha ddng: Acetonitrii - DPém kali
dihydrophosphat 100 mM, pH 3 véi chuwong
trinh rlra gidi nhw sau:

Chwong trinh pha dong

legz;g;'}an % acetonitril % dém p h;sp hat, pH

0-20 20 80

20-30 25 75

3055 30 70

Téc d6 dong: 1,5 ml/phat, thé tich tiém : 20
ul, nhiét d6 phan tich : 30°C.

Tién hanh séc ky: Tién hanh tiém cac dung
dich chuén, dung dich thir Ién hé théng séc ky,
ghi s&c ky dé, danh gia tinh thich hgp cla hé
théng va ham lwong kaempferol so véi chuan.

Dinh lwong crinamidin

Méau ther va mau chuan dwoc chuan bi nhw
phan dinh tinh bang s&c ky I&¢p méng.

Piéu kién s&c ky: May HPLC hiéu Shimadzu,
detector PDA 212 nm, c6t RP 18 (250 x 4,6 mm;
5um), Pha dong: Acetonitrii - Dém kali
dihydrophosphat 100 mM, pH 3 v&i chwong
trinh rra giai nhw sau:

Chwong trinh pha déng

Thoi gian % %
(phat) acetonitril dém phosphat, pH 3
0 - 50 10 90

50 - 70 10—-60 9040

70 - 80 60—-50 4050

80 —» 90 50-10 50-90

90 —»100 10 90

Téc d6 dong: 1,2 mi/phut, thé tich tiém : 50
ul, nhiét d6 phan tich : 30°C

Tién hanh séc ky : Tién hanh tiém cac dung
dich chuén, dung dich th Ién hé théng séc ky,
ghi séc ky dé, danh gia tinh thich hop cla hé
théng va ham lwong crinamidin so véi chuan.

Két qua nghién ctru va ban luan

Két qua phan tich so bd thanh phan héa hoc

Mau nghién ctru duwgc chiét lan lwot véi cac
dung moi: Ether ethylic, ethanol, nwé&c. Dich
chiét ethanol va dich chiét nwéc clia mau hoa
dwoc chia thanh 2 phan, mét phan dé& the
nghiém truc tiép, mot phan duwoc thiy phan xac
dinh aglycon cla cac nhoém hoat chat. Cac
nhém hoat chéat dwoc xac dinh bang cac phan
trng héa hoc va thude thir nhom déc hiéu:

Két qua phan tich thu dwoc ghi trong bang 1
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Bang 1: Két qua phén tich so b thanh phan héa hoc cia hoa TNHC

Céc nhém hoat chét

Tén Flavonoid

Alcaloid Tanin Saponin Chét khir

Acid

. i id Polyuroni
djch chiét Triterpenoi y-pyron hiru co oyt
Dich chiét it +

ether
Dich chiet +++ ++ +++ +++ +++ ++
ethanol
Dich chiét
ethanol +++ +++
thdy phan
Dich chiet + +++ +++ -+ ++
nwoc
Dich chiét
nwoc thay + ++
phén Py
totucn-F o Ac-acid formic € HC b -dns
iX4h
12 3 4 e
Hinh 1: S&c ky aé M, (1), M5 (2), M3 (3), Hinh 2: S&c ky dé Mq(1), Ms(2), Ma(3),
kaempferol (4) crinamidin(4)

Nhan xét: Thanh phén hoa hoc cla hoa
TNHC kha phong phu vé&i cac nhém hoat chét:
triterpenoid va flavonoid tén tai c& & dang tw do
va dang glycosid, nhom alcaloid, tannin,
saponin, chat kh(¥, acid hiru co va hop chéat
polyuronid.

Két qua dinh tinh xac dinh nhém alcaloid
va flavonoid bdng sédc ky I6p méng

M&u nghién ctru dwoc chuan bi va trién khai
nhu trinh bay trong phan phueong phap nghién
clru. Két qua cac séc ky dé nhu sau:

Trén séc ky @6 cla flavonoid, thanh phan co
ban cla 3 mau la tvong duong , nhwng ham
lreng kaempferol mau 3 [a cao nhéat, con mau 1
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khéng cé kaempferol. Trén sdc ky dd cla
alcaloid, thanh phan co ban cla 3 mau gan
gibng nhau,nhrng khac nhau vé ham lwong va
déu cé crinamidin

Két qua dinh Iwong kaempferol va
crinamidin bdng phwrong phap HPLC

Két qué dinh lurong kaempferol bdng HPLC

' Voi diéu kién sdc ky va phuong phap xi Iy

mau da Ipa chon. Két qua danh gia tinh thich
hop cla hé théng trinh bay trong bang 2. Két
qua trén cho thay cac diéu kién sic ky da lya
chon va hé théng HPLC stz dung 1& pha hop va
dam bao su 6n dinh cla phwong phap dinh
lrong kaempferol.

TAP CHI DUQC HQC - 12/2010 (SO 416 NA\ " 50)
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Bang 2: Két qua khao sét tinh thich hop cda hé théng

Hoat chét RSD cua RSD cia Sé dia ly thuyét Hé sé bat déi
3 thoi gian lwu (%) dién tich pic (%) trung binh trung binh
Kaempferol 0,64 0,912 56529 1,08

Tién hanh phan tich dinh lwong kaempferol
trong cac mau. Két qua duoc trinh bay trong
bang 3.

Bang 3: Két quéd dinh luwong kaempferol

Bang 5: Két qua dinh lvong crinamidin trong
cac méu

Dién tich
dinh

Dién tich dinh Ham lwong

Méu . S
ctia chuadn (%) crinamidin

trong cac mau M, 15411857 0,0262
yz, Diéntich Diéntich dinh Ham lwong (%) My 15486420 19385637 00263
dinh cua chuan kaempferol Ms 7220052 0,0122
M 0.0 0 Nhén xét: Két qua dinh lwong cho thdy ham
M2 205187 6185816 0,0005 lwong crinamidin trong mau M; va M, la giéng
Ms 5294801 0,0132 nhau, nhung mau Ms; ham lwgng crinamidin giam

Hinh 3: Sdc ky do dinh luong kaempferol
trong méu Ms

Nhan xét. Két qua phan tich cho thay ham
lwong kaempferol trong mau M3 1a cao nhét,
mau M2 cé ham lwong thdp hon mau M3
khodng 26 1an va mau M1 khéng cé kaempferol,
két qua nay khang dinh ré thém két qua dinh
tinh trén sac ky I&p mdng.

Két qua dinh Iwong crinamidin bing
HPLC T

V&i diéu kién sac ky va phwong phap xt Iy
mau da chon. két qud danh gia tinh thich hop
clia hé théng phan tich trinh bay trong bang 4.

Bang 4: Két qua khdo sét tinh thich hop cia hé
théng

RSDcta RSDciia Sédia Héséb

Hoat chét thoi gian dién tich Iy thuyét bat déi
lwu (%)  pic (%) trung binh trung binh
0,932 0,45 10456 1,3

Két qua phan tich cho thdy cac diéu kién sic
ky da lya chon va hé théng HPLC st dung pa
phu hop va dam bdo sv 6n dinh cta phwong
phap dinh Iwgng crinamidin.

Tién hanh phan tich dinh
crinamidin

K&t qua phan tich trinh bay trong bang 5

Crinamidin

lwong
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xudng con khoang 50 % so v&i mau My va M,

Hinh 4: Sac ky dé dinh luwong crinamidin
trong méu M,

Két luan

Thanh phan hoéa hoc cla hoa TNHC ¢6 cac
nhém chat: triterpenoid, flavonoid, alcaloid,
tannin, saponin, chéat kh, acid hi*ru co va hop
chét polyuronid, trong d6 cac hop chat & 2
nhém triterpenoid va flavonoid ton tai ca & dang
tw do va dang glycosid. Két qué phan tich dinh
tinh, dinh lwong hai nhém hoat chéat chinh cla
hoa TNHC bang cac kj thuat sdc ky nhém
flavonoid va nhém alkaloid cho thay thanh phéan
hoat chéat trong méi nhém ciing rat phong phu
va khac nhau ca vé thanh pr:fn va ti 1& hoat chéat
trong tirng bé phan clia canh hoa. T két qud
phan tich nay co thé két luan: Khi s& dung hoa
TNHC lam dwoc liéu cho diéu tri, mubn co két
qua tri liéu 6n dinh can thiét lap mét quy trinh
thu hai tieng bd phan clia canh hoa TNHC that
chat ché vé thdi diém va bo phan thu hai, khong
nén thu hai ca canh hoa cling mét ldc.

Summary

By various chemical reactions and extracts,
triterpenoid, flavonoid ,alkaloid, tannin, saponin,
reducers, organic acid and polyuronid were

(Xem tiép trang 59)
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Lé ra mét... (Tiép theo trang 60)

N6i dung Tap chi cé 3 mang Ién la dwoc
phdm, m§ ph&dm va cuéc séng twoi dep voi 30
chuyén muc va phat hanh hang thang: Tap chi
sé& dang tai nhirng chinh sach méi nhét, cac van
ban ban hanh vé quan ly, gia ca dwoc my pham,
nhirng van dé thdi sy cla nganh y té. Hoi déng
cb van clia Tap chi gdm cac chuyén gia dau
nganh vé dwoc, my phdm va cac phong ban
chirc nang clia Cuc Quan Iy Dwoc - B Y té
sécung cap va thdm dinh thong tin.

Ong Trwong Quéc Cuéng — Cuc tredng Cuc
Quan Iy dwoc cho biét, Tap chi Dwoc va My phdm
s& lam cau ndi thong tin da chiéu, déi thoai va
twong tac gilra cac bén lién quan trong finh vire
dwoc, my phdm; gép phdn nang cao nhan thirc
clia cong ddng trong tiéu dung dwoc, my pham.
Tap chi cling la cdm nang can thiét va tuyét doi tin
cay cho médi gia dinh dé hiéu va sl dung dung cac
loai thubc, my pham, bdo vé sirc khde.

PV

Nghlén clru... (Tiép theo trang 43)
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Thanh phén hda hOC (Tiép theo trang 55)

identified from  the flowers of the crinum
latifolium. On the basis of TL.C and HPLC
methods, The quatity and composition of
alkanoids and flavonoids were determined fo be
changed from the various parts of flowers.
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Pinh chinh

Tap chi Duoc hoc s6 394 (thdng 2-2009), trang
29-33, trong bai ”Téng hop va tac dung sinh hoc
ctia dén chét benzothiazol: Céc (benzothiazol-2-
yl) cyclopropancarboxamid” cua céc tac gia: Phan
Thi Phuong Dung, Nguyén Cam Huong, Nguyén
Hal Nam, do so xuét cta cla tic gid, c6 hai I6i do
danh may, xin dwoc stra nhw sau:
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- Trang 31, bang 1, da in la "Strep”, xin sira
la “Ampi”;
= Trang 32, bdng 2, da in la “MCF7-MDR”,

‘PDT”, xin stra thanh “MCF7-ADR” ‘DPT”
(Deoxypodophylotoxin).
Rat mong duwoc ban doc thir 16!
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