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Abstract: The present invention relates to a method for treating metastatic breast cancer in an individual comprising
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lipesomal dexorubicin, a taxane and a HER2/neu receptor antagonist, wherein the individual previously has been
administered an anthracycline

] US8026246B2 Claiborne  MILLENNIUM 2011-09-27 usG US20079852774
Christopher PHARMACEUTICIALS
1) F. INC

Title: Aurora kinase inhibitors for inhibiting mitotic progression

Abstract: The present invention relates to compounds and methods for the treatment of cancer. In particular, the invention




Display and Sort Options ? Help

Choose up to eight patent fields (total) |
Standard Fields
Application Defaults Other Available Fields
Publication Number Abstract [ ECLA [[] Main US Class
AssigneefApplicant [T Application Date Inventor [C] Priority Date [
|
Publication Date Application Number [[] Priority Number Country Code/Kind Code
|
[ current 1PC [T] 1P F Terms [ Relevancy [Tl prawing
Title [C] 1P FI Codes
[ DWPI Title |
|
. : |
Display icons: Sort by: Default ~ Collapse by: None -
E, Patent copy Order: Ascending Preferred document: | Most Recent
& i
|_| £ Notes (work files only) © Descending Authority: us |
Display: 10~ records per page  For Publication Number searching, collapse must be specified
for each search (it cannot be set in Preferences)
Drawing Size: Thumbnail -
concel | (I

5.%f7% -7 display and sort options 735 » A DLH ETR R &S i £ 3R EAFET 72X

6.)3% Assignee/Applicant, Publication Date, Title, Abstract , Application Number, Inventor,
Country Code/Kind Code

7.3% ok

8.Bl7% PDF FYEIRN - mI 7B T HZ BEF 23

9. RIEEHATHE A 5% AN RHEC R A

Examine Records

Patent Record View - US8026267B2 E2 e

Record View: Patent US8026267B2

Add to Work File | Mark Record | Watch Record | Download ¥ | Print

|@Quick View Goto| Full view A
DWPI Title ? Bl mages |

Image 1/2 Zoom (+)

»

Treating metastatic breast cancer (previously administered with anthracycline)

comprises administering dosing regimen containing e.g. non-polyethylene FIG. 1

glycolated liposomal doxorubicin, taxane and neu receptor antagonist

m

Original Title 7

Mon-pegylated liposomal doxorubicin triple combination therapy

PC/Cholesterol

L0 Membrane
Abstract ? QS "”}

The present invention relates to a method for treating metastatic breast cancer in
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an individual comprising administering to an individual in need thereof a dosing
regimen which comprises administering to the individual nonpegylated liposomal
doxorubicin, a taxane and a HER2/neu receptor antagonist, wherein the individual

previously has been administered an anthracycline.
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1. A methed for treating metastatic breast cancer in an individual previously treated
with an anthracycline comprising administering to an individual in need thereof a
dosing regimen which comprises at least one 3-week long treatment cycle, and

wherein said individual is administered nonpegylated liposomal doxorubicin at a

dose level of from 30 mg/m> to 75 ma/m®on day 1 of each treatment cycle, v
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1. Biocompatible Poly(2-hydroxyethyl methacrylate)-b-poly( -histidine) Hybrid Materials for pH-Sensitive Intracellular Anticancer Drug Delivery ,,b M_
Bl Full Text
By Johnson, Renijith P.; Jeona, Young-TI; Chai, Eunji; Chung, Chung-Wook; Kang, Dae Hwan; Oh, Sae-Ock; Suh, Hongsuk; Kim, T g 2011
From Advanced Functional Materials, Anead of Print. | Language: English, Database: CAPLUS ]
A series of synthetic polymer bioconjugate hybrid materials consisting of poly(2-hydroxyethyl methacrylate) (p(HEMA)) and poly(L-histidine) (p(His)) are 2000
synthesized by combining atom transfer radical polymn. of HEMA with ring opening polymn. of benzyl-N-carboxy- -histidine anhydride. The resulting I
biocompatible and membranalytic p(HEMA)25-b-p{His)n (n = 15, 25, 35, and 45) polymers are investigated for their use as pH-sensitive drug-carrier for 2007
tumor targeting. Doxorubicin (Dox) is encapsulated in nanosized micelles fabricated by a self-assembly process and delivered under different pH conditions. e
Micelle size is characterized by dynamic light scattering (DLS) and transmission electron microscopy (TEM) observations. Dox release is investigated
according to pH, demonstrating the release is sensitive to pH. Antitumor activity of the released Dox is assessed using the HCT 116 human colon carcinoma 2008
cell line. Dox released from the p{HEMA)-b-p(His) micelles remains biol. active and has the dose-dependent capability to kill cancer cells at acidic pH. The p e
(HEMA)-b-p(His) hybrid materials are capable of self-assembling into nanomicelles and effectively encapsulating the chemotherapeutic agent Dox, which 2006
allows them to serve as suitable carriers of drug mols. for tumor targeting. 1
2005
]
2. Effect of pten on PI3K/AKT pass way in gastric carcinoma cell line BGC823 [ Full Tt .é
By Liu, Jin; Lu, Xiachong . 2004
From Zhongguo Yiyuan Yaoxue Zazhi (2011), 31(21), 1784-1786. | Language: Chinese, Database: CAPLUS ~0 & e
Whether the pten gene transfection could inhibit the PI3K/AKT pass way was studied. The plasmids including pEAKS and pEAKS-pten were sep. transfected 2002
into in vitro cultured gastric cancer cell line BGC823 that was interfered by chem. therapy drugs: etoposide and doxorubicin hydrochloride. The expressions ]|
of target genes were detected by RT-PCR. The AKT kinase was detected using the assay kit. The expression of pten was verified in group transfected with 2001
pPEAKS-pten plasmid, but was not verified in group transfected with pEAKS plasmid and control group. The inhibition of AKT kinase activity was measured by
immunoblotting for the phosphorylated-GSK-30/B. Pten gene transfection could suppress the in vitre growth of gastric cancer cells and enhance the effects of
chem. drugs. The effect might depend on its phosphatase activity to reduce the AKT kinase and blocking the cell cycle.
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1. Mapping the literature: role of trabectedin as a new chemotherapy option in advanced pretreated soft tissue sarcoma [ Full T=z é © company Name
By Le Cesne, A.; Domont, 1.; Cioffi, A.; Bonvalot, S.; Terrier, P.; Ray-Coquard, L; Alfaro, V.; Lebedinsky, C.; Santabarbara, P.; Blay, 1. Y. ~ O Document Type
From Drugs of Today (20089), 45(5), 403-421, | Language: English, Datsbase: CAPLUS ~1 Q

This bibliog. review evaluated phase II clin. trials aimed at the identification of antitumor activity of single agents in soft tissue sarcoma (STS) after failure of
std.-of-care therapy including anthracyclines and ifosfamide. A total of 63 articles (on anthracyclines, ifosfamide, trabectedin and 27 investigational agents)
were included (data from 1979 to 2008). Trabectedin is the most extensively studied agent in patients with STS after failure of anthracyclines and ifosfamide
(457 patients), followed by ifosfamide (412), cisplatin (144), termozolomide (137), docetaxel (114), gemcitabine (112), etoposide (95) and doxorubicin (59).
Dacarbazine and the remaining investigational agents have usually been tested in 50 or fewer patients, with vastly neg. results not warranting further
investigation. Methodol. limitations are identified in the majority of the reviewed phase II studies, including small sample size, single-institution studies, lack
of independent review of the antitumor responses and inadequate description of previous therapies/agents. However, all trabectedin studies fulfilled these
methodol. characteristics relevant for a phase II trial. A phase 1 randomized trial confirmed the results of 3 prior nonrandomized studies and, therefore,
trabectedin is currently considered an important new option to control advanced sarcomas in patients with STS following failure of all conventional

treatments.
2. Inhibition of serine/threonine ph tase PP2A enh cancer chemotherapy by blocking DNA d ind d def i [Erratum to ,![
document cited in CA151:304480] 3 Full Tt .
By Lu, Jie; Kovach, John 5.; Johnson, Frands; Chiang, Jeffrey; Hodes, Richard; Lonser, Russell; Zhuang, Zhengping ~0 Q

From Proceedings of the National Academy of Sdences of the United States of America, Early Edition (2009), (Aug. 13 2008), 14734, | Language: English, Datsbase: CAPLUS
The authors note that compd. LB-1.2 should have been designated as LB-102.
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From Drugs of Today (2009), 45(6), 403-421. | Language: English, Databaze: CAPLUS ~1 (:5 set
This bibliog. review evaluated phase I clin. trials aimed at the identification of antitumar activity of single agents in soft tissue sarcoma (STS) after failure of Pharmacology 1078
std.-of-care therapy including anthracyclines and ifosfamide. A total of 63 articles (on anthracyclines, ifosfamide, trabectedin and 27 investigational agents) I —
were included (data from 1979 to 2008). Trabectedin is the most extensively studied agent in patients with STS after failure of anthracyclines and ifosfamide Pharmaceuticals 357
(457 patients), followed by ifosfamide (412), cisplatin (144), temozolomide (137), docetaxel (114), gemcitabine (112), etoposide (95) and doxorubicin (59). | —
Dacarbazine and the remaining investigational agents have usually been tested in 50 or fewer patients, with vastly neg. results not warranting further Mammalian Pathological
investigation. Methodol. limitations are identified in the majority of the reviewed phase II studies, including small sample size, single-institution studies, lack Biochemistry 153
of independent review of the antitumor responses and inadequate description of previous therapies/agents. However, all trabectedin studies fulfilled these e ——
methodol. characteristics relevant for a phase 11 trial. A phase II randomized trial confirmed the results of 3 prior nonrandomized studies and, therefore, Immunochemist 84
trabectedin is currently considered an important new option to control advanced sarcomas in patients with STS following failure of all conventional -il
treatments.
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131. PEGylated PLGA nanoparticles for the improved delivery of doxorubicin

By: Park, Jason; Fong, Peter M.; Lu, Jing; Russell, Kerry 5.; Booth, Carmen J.; Saltzman, W. Mark; Fahmy, Tarek M.

The authors hypothesize that the efficacy of doxerubicin (DOX) can be maximized and dose-limiting cardiotoxicity minimized by controlled release from PEGylated
nanoparticles. To test this hypothesis, a unique surface modification technique was used to create PEGylated poly(lactic-co-glycolic acid) (PLGA) nanoparticles encapsulating
DOX. An avidin-biotin coupling system was used to control poly(ethylene glycol) conjugation to the surface of PLGA nanoparticles, of diam. -130 nm, loaded with DOX to 5%
(wtjwt). Encapsulation in nanoparticles did not compromise the efficacy of DOX; drug-loaded nanoparticles were found to be at least as potent as free DOX against A20
murine B-cell lymphoma cells in culture and of comparable efficacy against s.c. implanted tumors. Cardiotoxicity in mice as measured by echocardiog., serum creatine
phosphokinase (CPK), and histopathol. was reduced for DOX-loaded nanoparticles as compared with free DOX. Administration of 18 mg/kg of free DOX induced a sevenfold
increase in CPK levels and significant decreases in left ventricular fractional shortening over control animals, whereas nanoparticle-encapsulated DOX produced none of these
pathol. changes.
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Journal
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By: Park, Jason; Fong, Peter M.; Lu, Jing; Russell, Kerry S.; Booth, Carmen J.; Saltzman, W. Mark; Fahmy, Tarek M.

The authors hypothesize that the efficacy of doxorubicin (DOX) can be maximized and dose-limiting cardiotoxicity
minimized by controlled release from PEGylated nanoparticles. To test this hypothesis, a unique surface modification
technique was used to create PEGylated poly(lactic-co-glycolic acid) (PLGA) nanoparticles encapsulating DOX. An
avidin-biotin coupling system was used to control poly(ethylene glycol) conjugation to the surface of PLGA
nanoparticles, of diam. ~130 nm, loaded with DOX to 5% (wt/wt). Encapsulation in nanoparticles did not
compromise the efficacy of DOX; drug-loaded nanoparticles were found to be at least as potent as free DOX against
A20 murine B-cell lymphoma cells in culture and of comparable efficacy against s.c. implanted tumors. Cardiotoxicity
in mice as measured by echocardiog., serum creatine phosphokinase (CPK), and histopathol. was reduced for
DOX-loaded nanoparticles as compared with free DOX. Administration of 18 mg/kg of free DOX induced a sevenfold
increase in CPK levels and significant decreases in left ventricular fractional shortening over control animals, whereas

nanoparticle-encapsulated DOX produced none of these pathol. changes.

8.1F substance FY35EIE 135 B 455 By 23214-92-8 [y Doxorubicin

|~ Add KMP Alert - Research Topic "PEGylated PLGA nanoparticles f..." > references (2) > PEGylated PLGA nanoparticles f... > 23214-92-

. Get I Get ks Get Get 7 Sendto
Substance Detail B S% o & 5t . &8 - B 5 oy o B copte

CAS Registry Number: 23214-92-8
Ca7 Hs N Onn

5,12-Naphthacenedione, 10-[(3-amino-2,3,6-trideoxy-a-L-lyxo-
hexopyranosyl)oxy]-7,8,9,10-tetrahydro-6,8,11-trihydroxy-8-(2-
hydroxyacetyl}-1-methoxy-, (85,105)-

LH 3
5,12-Naphthacenedione, 10-[(3-amino-2,3,6-trideoxy-a-L-lyxo-

Olle o oH o]
hexopyranosyljoxyl-7,8,9,10-tetrahydro-6,8,11-trihydroxy-8-
(hydroxyacetyl)-1-methoxy-, (85,105)- (9CI); 5,12-
Naphthacenedione, 10-[(3-amino-2,3,6-trideoxy-a-L-lyxo-
hexopyranosyl)oxyl-7.8,9,10-tetrahydro-6,8,11-trihydroxy-8-
(hydroxyacetyl)-1-methoxy-, (85-cis)-; 14-Hydroxydaunomycin;

334

Biotransdox; Caelyx; Doxil; Doxorubicin; Evacet;
Hydroxydaunomycin; Hydroxydaunorubicin; NSC 123127; PK 2; o oH o
Rubex; Rubidox

OH

Absolute stereochemistry.
Deleted CAS Registry Numbers: 23257-17-2, 24385-08-8,
25311-50-6, 29042-30-6
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Predicted Properties: Biological Chemical Density Lipinski and Related Spectra Structure-related Thermal

Biological Properties Value Condition Hote Top
Bioconcentration Factor 1.0 pH 1 Temp: 25 °C (32)
Bioconcentration Factor 1.0 pH 2 Temp: 25 °C (32)
Bioconcentration Factor 1.0 pH 3 Temp: 25 °C (32)
Bioconcentration Factor 1.0 pH 4 Temp: 25 °C (32)
Bioconcentration Factor 1.0 pH 5 Temp: 25 °C (32)
Bioconcentration Factor 1.0 pH 6 Temp: 25 °C (32)
Bioconcentration Factor 1.0 pH 7 Temp: 25 °C (32)
Bioconcentration Factor 1.0 pH 8 Temp: 25 °C (32)
Bioconcentration Factor 1.0 pH @ Temp: 25 °C (32)
Bioconcentration Factor 1.0 pH 10 Temp: 25 °C (32)
Chemical Properties Value Condition Note Top
Koc 1.0 pH 1 Temp: 25 °C (32)
Koc 1.0 pH 2 Temp: 25 °C (32)
Koc 1.0 pH 3 Temp: 25 °C (32)
Koc 1.0 pH 4 Temp: 25 °C (32)
Koc 1.0 pH 5 Temp: 25 °C (32)
Koc 1.0 pH 6 Temp: 25 °C (32)
Koc 1.0 pH 7 Temp: 25 °C (32)
Koc 1.0 pH 8 Temp: 25 °C (32)
Koc 1.0 pH 9 Temp: 25 °C (32)
Koc 1.0 pH 10 Temp: 25 °C (32)
logD -2.86 pH 1 Temp: 25 °C (32)
logD -2.86 pH 2 Temp: 25 °C (32)
logD -2.86 pH 3 Temp: 25 °C (32)
logD -2.85 pH 4 Temp: 25 °C (32)
logD -2.74 pH 5 Temp: 25 °C (32)
logD -2.26 pH 6 Temp: 25 °C (32)
logD -1.61 pH 7 Temp: 25 °C (32)
logD -1.48 pH 8 Temp: 25 °C (32)
logD -2.28 pH 9 Temp: 25 °C (32)
logD -3.57 pH 10 Temp: 25 °C (32)
logP 0.239+1.028 Temp: 25 °C (32)
Mass Intrinsic Solubility Sparingly Soluble (0.016 g/L)  Temp: 25 °C (32)
Mass Solubility Soluble (21 g/L) pH 1 Temp: 25 °C (32)
Mass Solubility Soluble (21 g/L) pH 2 Temp: 25 °C (32)
Mass Solubility Soluble (20 g/L) pH 3 Temp: 25 °C (32)
Mass Solubility Soluble (18 g/L) pH 4 Temp: 25 °C (32)
Mass Solubility Soluble (11 g/L) pH 5 Temp: 25 °C (32)
Mass Solubility Slightly Soluble (2.1 g/L) pH 6 Temp: 25 °C (32)
Macs Snluhility Snarinaly Snlubla (041 a1 nH 7 Tamn- 75 o mn
Experimental Properties: Biological Chemical Lipinski and Related Optical and Scattering Spectra Structure-related Thermal
Biological Properties Value Condition Hote Top
ADME (Absorption, Distribution, Metabolism, See full text 10of 51 (2)CAS
Excretion)
Half-Life (Biological) See full text 10of 26 (5)CAS
LCs0 See full text lof2 (7)CAS
LD50 See full text lof3 (B)CAS
Median Lethal Dose{LD50) 570 mg/kg Organism: mouse Route: oral (11)CAS
Median Lethal Dose(LD50) 30 ma/kg Organism: mouse Route: intraperitoneal (12)CAas
Median Lethal Dose(LD50) 25.90 mag/kg Organism: mouse Route: intravenous (13)cAas
Median Lethal Dose(LD50) 21 mafkg Organism: mouse Route: intravenous (14)CAS
Median Lethal Dose(LD50) 20.59 ma/kg Organism: mouse Route: intravenous (13)cas
Median Lethal Dose{LD50) 19.9 mafkg Organism: mouse Route: intravenous (15)CAS
Median Lethal Dose(LD50) 15 mg/kg Organism: mouse Route: intraperitoneal (16)CAS
Median Lethal Dose(LD50) 14.4 mg/kg Organism: mouse Route: intraperitoneal (17)Cas
Median Lethal Dose{LD50) 13.5 mafkg Organism: mouse Route: subcutaneous (11)CAS
Median Lethal Dose(LD50) 12.6 mg/kg Organism: mouse Route: intraperitoneal (18)CAs
Median Lethal Dose(LD50) 12.5 mg/kg Organism: mouse Route: intravenous (11)cas
Median Lethal Dose{LD50) 11.98 mag/kg Organism: mouse Route: intravenous (19)CAS
Median Lethal Dose(LD50) 10.51 mg/kg Organism: rat Route: intravenous (19)CAsS
Median Lethal Dose{LD50) 7.3 mg/kg Organism: mouse Route: intraperitoneal (20)CAS
Median Lethal Dose(LD50) 5 mg/kg Organism: rabbit Route: intravenous (21)CAs
Median Lethal Dose(LD50) 4.6 ma/kg Organism: mouse Route: intraperitoneal (11)Ccas
Median Lethal Dose{LD50) 2.5 mg/kg Organism: dog Route: intravenous (19)CAS
Minimum Inhibitory Concentration See full text lof3 (26)CAS
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[ 2. View Reaction Detail @® Link & Similar Reactions
Single Step Hover over any structure for more options.

B e

polyghyceral derivs.

polyglycerol derivs,

61%
* Overview
Steps/Stages
11R 4
S
(reaction products with amino-terminated po)
S:H20, 10 min, rt, pH 5.8
12R: THZ_CHQ_OH
(reaction products with polyglycerol-drug a)
S:tH20, 1 h, it
1 6. View Reaction Detail @@ Link & Similar Reactions
Single Step Hover over any structure for more options.
T -
Ll

pohyglycerol derivs.

polyalycerol derivs.
* Overview
Steps/Stages

1.1R:
ITH

(reaction products with amino-terminated po)
S:iH20, 30 min, rt, pH 5.8; rt, pH 7

» Experimental Procedure

Notes

sodium phosphate buffer solution used in stage 1, first stage is attachment to
polyglycerolamine, incremental addition of sodium phosphate buffer solution,

Reactants: 1, Reagents: 2, Solvents: 1, Steps: 1, Stages: 2, Most stages in any one
step: 2

References

Drug conjugates with polyglycerols Bl Full Text
By Kratz, Felix etal

From PCT Int. Appl., 2009121564, 08 Oct 2009

Notes

sodium phosphate buffer solution used, first stage is attachment to
polyglycerolamine, incremental addition of sodium phosphate buffer solution,

Reactants: 1, Reagents: 1, Solvents: 1, Steps: 1, Stages: 1, Most stages in any one
step: 1
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Drug conjugates with polyglycerols B Full Text
By Kratz, Felix et al
From PCT Int. Appl., 2009121564, 08 Oct 2009
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