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8. Taxol-induced alteration of intracellular amino-acid profile related to human cervical
carcinoma Hela cell death

By: Han, Xiao-Fei; Liu, Yan-Qiu; Wang, Long-Xing; Yang, Qian-Xu; Xao, Hong-Bin

The anti-tumor action of Taxol was investigated in the changes of amino-acids invelved in tumor cell survival. By tracing the
intracellular amino-acid profiles of Hela cells treated with non-conditioned and three conditioned media (Taxol, |-alanine, and
Taxol + [-alanine), it was obsd. that an alteration of amino-acid metab. participates in Taxol-induced death of Hela cells. The
contents of 18 out of 21 detected amino-acids are 5-95% and the ones of lysine and methionine are 158 and 117% of the
corresponding contents in the control after treatment with Taxol for 24 h, resp. Addn. of [-alanine inhibited cell apoptosis upon
Taxol treatment by partially blocking the increase of lysine and methionine and reversing decrease trend of alanine, glycine, and
glutamic acid. These results suggest that interference of amino-acid metab. might be an important mechanism of Taxol

cytotoxicity.
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8. Taxol-induced alteration of intracellular amino-acid profile
related to human cervical carcinoma HelLa cell death

By: Han, Xiao-Fei; Liu, Yan-Qiu; Wang, Long-Xing; Yang, Qian-Xu; Xiao, Hong-Bin

The anti-tumor action of Taxol was investigated in the changes of amino-acids involved in
tumor cell survival. By tracing the intracellular amino-acid profiles of HelLa cells treated with
non-conditioned and three conditioned media (Taxol, l-alanine, and Taxol + |-alanine), it was
obsd. that an alteration of amino-acid metab. participates in Taxol-induced death of HelLa
cells. The contents of 18 out of 21 detected amino-acids are 5-95% and the ones of lysine and
methionine are 158 and 117% of the corresponding contents in the control after treatment with
Taxol for 24 h, resp. Addn. of |-alanine inhibited cell apoptosis upon Taxol treatment by
partially blocking the increase of lysine and methionine and reversing decrease trend of alanine,
glycine, and glutamic acid. These results suggest that interference of amino-acid metab.

might be an important mechanism of Taxol cytotoxicity.

[EFOS - (A Scifinder fZ< ] DUBRERAYERE] H ATEHT AN Fe e S AU FIEm =Lt m] DUR(E A
R R B [FIRY S AN R ERIFE ~ (LERAERS - AREEI SRS > FrLAEE Scifinder HY(E
BT EAGRIFH B > ZORFFA ISR BAY R e -



Thomson Innovation

HEA R M= opiods

HEEREA

{= Thomson Innovation - Windows Internet Explorer

(0 http:thww e thomsoninnovation comMip- innavation/ecord Visw. daPpager affset=08recordCount=10 it

Patent Record View - US7399488B2 [ ° Close Record View

Record View: Patent US7399488B2 ? IHelp
Add to Work File | Mark Record | Watch Record | Download ¥ | Print

A~
DWPI Title ? =1

QOrally administrable pharmaceutical composition for preventing drug abuse through

controlled release comprises lipophilic derivative of a drug prone to abuse

original Title #

Abuse-deterrent pharmaceutical compositions of apiods and other drugs
Abstract ?

An abuse-deterrent pharmaceutical composition has been developed to reduce the

likelihood of improper administration of drugs, especially drugs such as opiods. In the
preferred embodiment, 3 drug is madified to increase its lipaphilicity. In preferred
embodiments the modified drug is homogeneously dispersed within microparticles

composed of a material that is either slowly soluble ar not soluble in water. In some

embodiments the drug containing microparticles or drug particles are coated with one
or more coating layers, where at least one coating is water insoluble and preferably

organic solvent insoluble, but enzymatically degradable by enzymes present in the

3]

human gastrointestinal tract. The abuse-deterrent composition retards the release of < i | >

drug, even if the physical integrity of the formulation is compromised (for example, by
chopping with a blade ar crushing) and the resulting material is placed in water,
snorted, or swallowed. However, when administered as directed, the drug is slowly

released from the composition as the compasition is broken down or dissolved

gradually within the GI tract by a combination of enzymatic degradation, surfactant
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Orally administrable pharmaceutical composition for preventing drug abuse through
controlled release comprises lipophilic derivative of a drug prone to abuse

Original Title
?

Abuse-deterrent pharmaceutical compositions of opiods and other drugs

Abstract
?

An abuse-deterrent pharmaceutical composition has been developed to reduce the



likelihood of improper administration of drugs, especially drugs such as opiods. In the
preferred embodiment, a drug is modified to increase its lipophilicity. In preferred
embodiments the modified drug is homogeneously dispersed within microparticles
composed of a material that is either slowly soluble or not soluble in water. In some
embodiments the drug containing microparticles or drug particles are coated with one or
more coating layers, where at least one coating 1s water insoluble and preferably organic
solvent insoluble, but enzymatically degradable by enzymes present in the human
gastrointestinal tract. The abuse-deterrent composition retards the release of drug, even if
the physical integrity of the formulation 1s compromised (for example, by chopping with a
blade or crushing) and the resulting material 1s placed in water, snorted, or swallowed.
However, when administered as directed, the drug is slowly released from the composition
as the composition 1s broken down or dissolved gradually within the GI tract by a
combination of enzymatic degradation, surfactant action of bile acids, and mechanical
erosion.

First Claim

?

1. An orally administrable abuse-deterrent pharmaceutical composition comprising a
therapeutically effective amount of microparticles consisting of

e (a) a lipophilic drug prone to abuse or lipophilic derivative of a drug prone to
abuse, and

e (b) one or more carrier materials selected from the group consisting of fats, fatty
substances, waxes, wax-like substances and mixtures thereof,

e wherein the drug 1s dispersed within the one or more carrier materials, and the
release of a portion of incorporated drug 1s retarded when the physical integrity of
the composition 1s compromised and the compromised composition is exposed to
water.

{5 FHAE (ERR S o] DA 2 H AEEY b 3% ERZHVER] - PIAERZHIGH YR T A H
> F AT ] DA EURBS Y B A 2 5 B R RE S5 1ERR 33 5810 i AE b AS (E s as m] DUEE o
EREHIAAYEF] >t m] DU SR B K S R S Bl i 1% B P R O AN THYESE > (1R
ThAE 7% = HYaE o] LUK B S S HAERA kL - S e EATRORHYER) -



	8.  Taxol-induced alteration of intracellular amino-acid profile related to human cervical carcinoma HeLa cell death

