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Indazole derivatives as kinase inhibitors for the treatment of cancer and their preparation .
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Abstract: Substituted indazole derivatives of formula | and pharmaceutically acceptable salts thereof, as defined in the
specification, process for their preparation and pharmaceutical compositions comprising them are disclosed; the compounds of
the invention may be useful in therapy in the treatment of diseases associated with a dysregulated protein kinase activity, like
cancer. Compounds of formula | wherein Ar is (un)substituted aryl: R is (un)substituted (un)branched C; g alkyl, Cs.5 cycloalkyl,
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Preparation of pyrimidylpyrrole derivatives as kinase inhibitors for the treatment of cancer

Roberto; Tibolla. Marcellino; Varasi. Mario: Montagnoli. Alessia; Santocanale, Corrado: Orsini

Organization. WO2005014572 A1 2005-02-17 | Language: English, D

Abstract: Title compounds | {wherein R = H or (un)substituted amino; R', R? = H, halo, alkyl or (ary)amino; R' and R? may form
link together to form NH-CH=N, N=CH-NH or NH-CH=CH: R®, R, R%, R* = H, (un)substituted alkyl, cycloalkyl. heterocyclyl or aryl;
R3and R* may link together; R* and R* may link together: R® = H or halo; and pharmaceutically acceptable salts thereof] were
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Scheme 1 (1 Reaction) View
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Solvents Acetone
1 Procedure 1. Dissolve RhCly4H,0 (1.1 mg, 2 mol %, 0,004 mmol) and dibenzylamine (0.2 mmol) in acetone
(2.0 mmol) with 4A molecular sieves (12 mg)in a 10 mL stainless steel autoclave.

Seal the autoclave.

Flush the autoclave three times with 10 atmosphere of CO.
Charge the autoclave with 50 atmosphere CO.

Place the reactor into a preheated oil bath to 160 °C.
After 48 hours, cool the reactor to room temperature.
Depressurize the reactor.

Transfer the reaction mixture into a flask.

Wash the autoclave with dichloromethane (2x1 mL).
Remove the combined solvent on a rotary evaporator.
Purify the residue by thin-layer («
(6:1/0.1)).
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Bel-2 inhibitor are co-formulated.

CASRN
saacena2 10. The method of claim 10 wherein the MEK inhibitor and the selective Bcl-2 inhibitor
\H are co-for d in a phar ical composition further comprising a pharmaceutically
) OH acceptable excipient.
H
11. The method of any of claims 1 through 7 wherein the MEK inhibitor is admini d
i sequentially with the selective Bel-2 inhibitor.
° 12. The method of claim 11 wherein the MEK inhibitor and the selective Bcl-2 inhibitor
F b are formulated in separate orally available dosage forms.
F F
13. The method of any of claims 1 through 12 wherein the MEK inhibitor inhibits MgKl,
MEK2, or both MEK1 and MEK2.

: 14. The method of any of claims 1 through 13 wherein the MEK inhibitor is {3,4-difluoro-
gﬁsﬂ-ss-z 2-(2-fluoro-4-iodoanilino)phenyl] {3-hy droxy-3-[(28)-piperidin-2-yljazetidin-1-yl } methanone
f:::i-’:-::i‘:ih (coﬂnetinib) or a pharmaceutically acceptable salt thereof.

O sbetance el 15. The method of any of claims 1 through 14 wherein the selective Bel-2 inhibitor is 4-(4-
8 BmEei(CT) {[2-(4-chloropheny!)-4,4-dimethylcy clohex-1-en-1-yljmethyl} piperazin-1-y1)-N-( {3-nitro-4-
1 ST [(tetrahy dro-2H-pyran-4-ylmethyamino]pheny1} sulfonyl)-2-(1H-pyrrolo]2.3-b]pyridin-5-
U (o) yloxy)benzamide (ABT-199) or a pharmaceutically acceptable salt thereof.
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Hepatocyte-specific deletion of DDB1 induces liver
regeneratlon and tumorlgenesls

By: Yamaiji, Sachie; Zhang, Mingjun; Zhang, Jing; Endo,
Yoko; Bibikov, Elena; Goff, Stephen P.; Cang, Yong
Proceedings of the National Academy of Sciences of
the United States of America (2010), 107(51), 22237-
22242, 522237/1-522237/5 | Language: English,

Abstract: Etiol. risk factors for hepatocellular carcinoma can be involved in the transformation process by
directly targeting intracellular signaling pathways or by indirectly stimulating chronic cycles of hepatocyte
destruction and regeneration. However, the contribution of these two routes to hepatocarcinogenesis has not
been determined, partly because of the difficulty in distinguishing damaged and regenerated hepatocytes. Here
we report that induced deletion of the damaged DNA binding protein 1 (DDB1) abrogates the self-renewing
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