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Studis on Preparation of Paclitaxel-loaded m PEG-PL GA Nanoparticlesand Its Inhibition Effect on Tumor

FANG Qin' \WANG Ji-shf * , XU Hongwel’ , L | Fang-giong’ (1.D eparment of Phamaceutics Affiliated Hospital of Guiyang
M edical Collegg Guiyang 550004, China, 2.Depariment of Hematology, Affiliated Hospital of GuiYang M edical College Guiyang
550004, Ching; 3. School of Phamaceutics Guiyang M edical College, Guiyang 550004, China)

ABSTRACT:OBJECTIVE To investigate the characterization of paclitaxel-loaded methoxy poly ( ethylene glyeol) poly ( lactic-co-
glyoolic acid) copolymer nanoparticles and the anti-tumoral activity of the PtxNpsonmice liver cancer H22. M ETHODS  The pacli-
taxel (Ptx) poly (ethylene glyeol-lactic-co-glycolic acid) (mPEG-ALGA) nanoparticles were prepared by the interfacial deposition
method. The particle size and Zeta potential were evaluated by M alvem Zertasizer. The momphology of mMPEG-A. GA Ptx/Npswas char-
acterized by transnission electron microsoopy. The influencesof the paclitaxel-fed anount and different contents of mMPEG in the copoly-
mer on PtxNpswere studied. Thergpeutic effect of the Npswas studied on Kurming mice liver cancer H22 and hypersusceptible test
was al®o carried out. RESUL TS PtxNpsof preparation allowed the fomation of spherical nanametric( <120 rm) , hamogeneous and
negatively charged particleswhich were suitable for intravenous administration. The tumor inhibiting effect of Ptx-Npswasmore effective
compared with paclitaxel injection. CONCL USION The incomporation efficiency of paclitaxel in nanoparticleswas the best when u-
sing 1% paclitaxel-fed anount and 4% mPEG in the copolymer. This study will provide an experiment basis for the development of new
kind of intravenous administration of paclitaxel, mPEG-FL GA copolymer becomes a nev perfect material of anti-tumoral drug.

KEY WORDS: interfacial deposition method; methoxy Poly ( ethylene glyeol) - poly (lactic-co-glycolic acid) ; paclitaxel; nanoparticles
(Np9) ; liver cancer
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1 mPEG .n=3, X*s
Tab 1 Influencesof the different contents of MPEG in copolymer and the paclitaxel - fed amount etc on nanoparticle n =3, x s
Contents of MPEG/% Paclitaxel-fed anount/mg Size/rm Zeta potential /mV Entrgpment efficiency/% D rug-loaded amount/%
2 0. 45 +0. 005 109. 81 +0. 65 - (11.1£0.72) 80.41 £0.30 0.36 0. 012
0.99 +0.018 111.03 0. 40 - (14.7 £0. 49) 86.18 +0. 62 0.86 +0.018
4 0. 42 +0. 006 79.76 £0.49 - (7.8£0.20) 90.38 +0.34 0. 41 +0. 002
1.02 £0. 029 81.69 £0. 22 - (11.25£0.27) 92.76 £0.23 0.91 0. 008
5 0. 45 +0. 009 73.80+0.51 - (9.9£0.51) 84.18 +0.23 0. 38 +0. 006
1.00 +0.013 94.40 +0.59 - (9.5+0.25) 79.66 +0.53 0. 82 +0. 002
7 2 L
- 9 ,
.
, 2.5,5mg- kg*' , PtxNps
%
& & Pitx ,
s ’ ; 7.5mg- kg ' , PxNps Pix
® (P <0.05), (P <
' 0.001) , [ PtxNps
1 ( x40 000) ( %80 000)
H22 Pix
A- B - 1% 3.4
Fig 1 Trangnission electronic micophotographs of before 3.4.1
( x40 000) and after( x80 000) loading drug Nps , 1 4 0 ;
A - before loading drug B - after loading drugwith the drug anoun 1% :
2 H22 .n=4,x*s

Tab 2 Thergpeutic effect of Paclitaxel nanoparticles and injection on Kurming mice liver cancer H22 n= 4, x s

Group Dosage/mg- kg~ 1 Animal anount B egin/end Awirdupois/gBegin/end W eight of tumour/g Restraining efficiency/%
Control - 10/10 18 62/27. 04 367+Q 54 -
Ptx 25 10/10 18 75/28 07 2 73+0Q 48 25 61
50 10/10 18 75/28 07 2 280 42 37 79V
75 10/10 18 82/30 14 150+Q 43 59 26%)
Ptx/Nps 25 10/10 18 46/27. 09 2 690 38 26 59V
50 10/10 18 81/29 93 2 090 31 42 979
75 10/10 18 84/33 76 119+Q 16 67682
:Dp<a o0z, ,2P<Q 05,
Note D P <Q 001, vs Contiol, 2 P <Q 05, vs Px
; +0.23) %, (0.91 £0.008) %, Zeta
; - (11.25 £0. 27) ; PxNps H22
3.4.2 , :
[9]
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D eterm hation of Irbesartan h Human Plasna by L iquid Chranatography-Tandean M ass Spectrametry

QUAN Xirf, CHEN Xiao-yan', SONGBo0', ZHANG Yi-fan, ZHONG Da-fangd~ (1. Center for D rug M etabolisn and
Phamacokinetics Research, Shanghai Institute of M ateria M edica, Chinese Acadany of Sciences Shanghai 201203, Ching 2. Sheny-
ang Phamaceutical U niversity, Shenyang 110016, China)

ABSTRACT:OBJECTIVE To develop aLC/M SM Smethod for direct quantification of irbesartan in human plasna M ETHOD S
An aliguot of 50 L plasnawas treated by a smple protein precipitation using acetnitrile, then sgparated on a Zorbax B C,z col-
unn. The mobile phase consisted of aceonitrilewater-fomic acid (90 10 0.25) . A triple quadrupole tandem mass pectrameter e-
quipped with an electrogray ionization (ESI) surcewas used as detector and wasoperated in the positive ionmode. Selected reaction
monitoring (SRM) mode using the precursor © product ion of m/z429 tom/z 207 andm /z 515 tom /z 276 was perfomed to quantify
irbesartan and the intemal standard teimisartan, regectively. RESUL TS The linear calibration curveswere obtained in the concen-
tration range of 2.0 5000{ g- L *. The lover limit of quantificationwas2. O g- L™ *. The inter- and intra- day precision (RD)
was belov 8. 3%, and the accuracy (RE) waswithin + 4. 1% calculated fran QC samples The method gave the mean recovery
90. 9% and 90. 4% 1o irbesartan and internal standard teimisartan, regpectively. The otal chramatogrgphic run timewasonly 3. 6 min.
The method was employed in a phamacokinetic study of irbesartan after an oral administration t© 18 healthy wlunteers CO NCL U-
SION Themethod was proved o be slective, snsitive, and suitable for clinical investigation of irbesartan phamacokinetics
KEY WORD S: liquid chramatography-tandem mass ectrometry; irbesartan; phamacokinetics plasna concentration
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