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In vitro and in vivo correlation of self-designed osmotic pump tablet of oxybutynin

DING Xue-ying, GAQ Shen, GUAN Fei, ZHANG Yang-mei, GAO Jing, YU Yuan (Department of Pharmaceutics, School of
Pharmacy, Second Military Medical University. Shanghai 200433, China)

[ABSTRACT] Objective: To study the in vitro and in vivo correlation of self-designed oxybutynin osmotic pump tablet. Meth-
ods; Oxybutynin was assayed by HPLC in vitro and by LLC-MS in vivo. HPLC methods were used; Irregular-H C18 column,
4.6 mmX 150 mm; mobile phase was methanol : water 1 mol/l. ammonium acetate=85 : 13 : 2; flow rate 1.0 ml/min, UV
detective wavelength 220 nm. The condition of dissolution study was as follows: dissolution media 200 ml distilled water, tem-
perature 37°C ,stir rate 100 r/min.sample time 2,4.8,12,16,24 h,sample volume 1 ml. Eight dogs received oral adminstration
of oxybutynin osmotic pump tablet (10 mg) and sampling times were 0,2.5,5.0,8.0,12.0,16.0,24.0,27,0,30.0,36.0.,48.0
h. The correlation was studied by the test of the dissolution in vitro and the pharmacckinetics in vivo through Wanger-Nelson
method. Results: The drug was released from OPT at a controlled rate for over 24 h,and the cumulative release at 24 h was over
90%. Sell-prepared OPT coincided with one~compartment model and provided a persistent plasma level for at least 24 h. The
linear regressive equation was established between the absorption rate in vivo and the accumulating dissolution rate in vitro of
oxybutynin as Y=10.978 2X+12. 501 9(P<C0. 01). Conclusion: There is a significant correlation between the absorption in vivo
and the dissolution in vitro of oxybutynin osmotic pump tablet
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Tab 1 Dissolving rate in vitro and dose (1] %FR.=HE BF[J]). FE&FBLE,1998.7(1).20-21
absorbing rate of oxybutynin OPT in dogs [2] Thombre AG.Appel LE,Chidlaw MB., ez a/. Osmotic drug de-
Time Plasma leval Dose absorbing  Dissolving livery using swellable-core technology{J]. J Controlled Re-
(t/h) (pp/ng * ml~1) (%) in vitro (%) lease »2004,94(1) ;75-89.
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Effective gene-viral therapy for telomerase-positive cancers by selective replicative-competent adenovirus com-

bining with endostatin gene

Zhang Q, Nie M, Sham J, SuC, Xue H, Chua D, Wang W, Cui Z, Liu Y, Liu C, Jiang M, Fang G, Liu X, Wu M, Qian Q
(Laboratory of Viral and Gene Therapy, Eastern Hepatobiliary Surgery Hospital, Second Military Medical University, Shang-
hai 200438, China)

[ABSTRACT] Gene-viral therapy, which uses replication-selective transgene-expressing viruses to manage tumors, can ex-
ploit the virtues of gene therapy and virotherapy and overcome the limitations of conventional gene therapy. Using a human te-
lomerase reverse transcriptase-targeted replicative adenovirus as an antiangiogenic gene transfer vector to target new angiogene-
sis and making use of its unrestrained proliferation are completely new concepts in tumor management, CNHK300-mE is a se-
lective replication transgene-expressing adenovirus constructed to carry mouse endostatin gene therapeutically. Infection with
CNHK300-mE was associated with selective replication of the adenovirus and production of mouse endostatin in telomerase-pos-
itive cancer cells. Endostatin secreted from a human gastric cell line, SGC-7901, infected with CNHK300-mE was significantly
higher than that infected with nonreplicative adenovirus Ad-mE in vitro (8004 94.7 ng/ml versus 132. 9+9. 9 ng/mD and in
vivo (610+42 ng/ml versus 126 =13 ng/ml). Embryonic choricallantoic membrane assay showed that the mouse endostatin se-
creted by CNHK300-mE inhibited angiogenesis efficiently and also induced distortion of pre-existing vasculature. CNHK300-
mE exhibited a superior suppression of xenografts in nude mice compared with CNHK300 and Ad-mE. In summary, we provid-
ed a more efficient gene-viral therapy strategy by combining oncolysis with antiangiogenesis.

[Cancer Res ,2004,64(15):5390-3397]



