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CLAIMS 

1. 	Use of a compound in the manufacture of a medicament for the treatment and/or 
prevention of a Notch dependent cancer wherein said compound having Notch signalling 
pathway inhibition properties is selected from the group consisting of: 

6-(4-Tert-Butylphenoxy)Pyridin-3-Amine (I3) of formula I 

NH. O 

I 

4-(4-cyclohexylphenoxy)aniline of formula III a, 

NH2  

Foimula III a 

6-(4-((3r,5r,7r)-adamantan-l-yl)phenoxy)pyridin-3-amine of formula 

-,...,„.0. 
i 

IVa, 

NI12. 

Foiinula IV a 

6-(3 -(tert-butyl)phenoxy)pyridin-3 -amine of formula He 

N 

Formula II e 

4-(4-(tert-butyl)phenoxy)-3-fluoroaniline of foil 	mla IIf 

1 	,, 

Formula II f 

6-(4-(tert-Pentyl)phenoxy)pyridin-3-amine of formula IIg, 
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NH2  

Formula II g 

6-(4-Butylphenoxy)pyridin-3-amine of formula IIh, 

N,,,„,..5-.--, 

Formula II h 

3 -Fluoro-4-(4-(tert-pentyl)phenoxy)aniline of formula II i, 

F 

Foimula II i 

4-(4-Cyclohexylphenoxy)-3-fluoroaniline of formula III b 

F 
-., 

NH2  

Formula III b 

4-(4-((3r,5r,70-Adamantan-l-y1)phenoxy)aniline of formula IVb 

0 	--:-., 

N 

Formula IV b 

6-(4-cyclohexylphenoxy)pyridin-3-amine of formula IIIc, 

O 

Formula III c 

or one of its salts, solvates, tautomers, or isomers thereof 
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2. The use of claim 1 wherein the Notch dependent cancer is selected from the group 
comprising T cell-Acute lymphoblastic leukemia (T-ALL), chronic myeloid leukemia 
(CML), chronic lymphocytic leukemia (CLL), Mantle cell lymphoma (MCL), breast cancer, 
pancreatic cancer, prostate cancer, melanoma, brain tumors, tumor angiogenesis, and 
colorectal cancer. 

3. The use of claim 1 or 2 wherein the Notch dependent cancer is resistant to y-
secretase inhibitor treatment. 

4. The use of any one of claims 1 to 3, wherein the Notch signalling pathway inhibition 
properties in cancer cells is determined by an in vitro y-secretase complex activity assay. 

5. Use of a compound in the manufacture of a pharmaceutical composition for the 
treatment and/or prevention of a Notch dependent cancer wherein said compound having 
Notch signalling pathway inhibition properties is selected from the group consisting of: 

6-(4-Tert-Butylphenoxy)Pyridin-3-Amine (I3) of formula I 

NH?. 

Formula I 

4-(4-cyclohexylphenoxy)aniline of formula Ma, 

NH2  

Formula III a 

6-(4-((3r,5r,7r)-adamantan-l-yl)phenoxy)pyridin-3-amine of formula IVa, 

Formula IV a 

6-(3 -(tert-butyl)phenoxy)pyridin-3 -amine of formula Ile 

o
'  

Formula II e 

4-(4-(tert-butyl)phenoxy)-3-fluoroaniline of formula IIf 
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F 

0.„-\.  

NH2  

Formula II f 

6-(4-(tert-Pentyl)phenoxy)pyridin-3-amine of formula lig, 

Formula II g 

6-(4-Butylphenoxy)pyridin-3-amine of formula IIh, 

, „..-.„-- 
-‘" 	-NH2  

Formula II h 

3-Fluoro-4-(4-(tert-pentyl)phenoxy)aniline of formula II i, 

NH2  

Formula II i 

4-(4-Cyclohexylphenoxy)-3-fluoroaniline of formula III b 

'----.:--.)'. 	-NH, 

Formula III b 

4-(4-((3r,5r,7r)-Adamantan-l-yl)phenoxy)aniline of formula IVb 

Formula IV b 

6-(4-eyelohexylphenoxy)pyridin-3-amine of formula Inc, 
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o  NHS  

Formula III c 

or pharmaceutically acceptable salts, solvates, tautomers, isomers thereof, and wherein the 
phainiaceutical composition further comprises a pharmaceutically acceptable carrier. 

6. The use of any one of the preceding claims, wherein said treatment and/or 
prevention of a Notch dependent cancer further comprises at least one conventional cancer 
treatment. 

7. The use of claim 6 wherein the conventional cancer treatment is administered before, 
simultaneously or after the administration of a therapeutically effective amount of a 
medicament of any one of claims 1 to 4, or the pharmaceutical composition of claim 5. 

8. The use of claim 6 or 7, wherein the conventional cancer treatment consists of 
radiotherapy and/or chemotherapy. 

9. The use of any one of the preceding claims, wherein said Notch dependent cancer is 
associated with constitutive activation of the Notch signalling pathway. 

10. The use of any one of the preceding claims, for inhibiting in vitro the Notch 
signalling pathway in cells. 

11. The use of claim 10 wherein the cells are cancer cells. 

12. A kit for use in the treatment and/or prevention of a Notch dependent cancer, the kit 
comprising one or more doses of a medicament or pharmaceutical composition of any one 
of claims 1 to 11, optionally with reagents and/or instructions for use. 

13. The kit of claim 12, further comprising one or more doses of a chemotherapeutic 
agent. 
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AMENDED CLAIMS 

I 	A 	for 	the-treatment-ai4"-ar 	a 	dependent . 	compound 	use-in 	 prevention 	a-Notch 	cancer 
liaving-X-otch 	 inhibition 	is-of-fennalai wherein said compound- 	 signaling pathway 	properties 

4/1m  . 
R1  

Formula II R2   
R3 	.4  

R4 
 

is 	integer 	from I to 4; 

	

,vherern 	an 	selected 

sk is 	from H 	 the halo-i2;en-isseleeted from F 	Cl selected 	and-halogens: 	 ,-13f--or-1-* 

R4--,-R?;-ie-and-R4 	independently 	from the H, isopropyl, are each 	 :selected 	-group consisting of 
tcrtbutyl, 	 is 	integer independently selected from 1 to 15- (CH2)„e1434hesubscript-n 	an 

\ is 0, NW 	is-ie is H; whore 

V isCH; -N or 

R44)  Z is NR NR4 	 R' is H. where 	and 

Of 

(W) 
R 5 	 X 	rn 

, 

	

	 Formula III 1 

RI:4  

from 1 to -I; selec4ed 

and 	 selected 	, 	, 	or W isseketed from H 	halogens; the halogen is 	from F 	Cl 	Br 

WR4' 	ind 	 from the 	 H, terl-butyl, -and 	are each 	endently selected 	 up  consisting of 
lhe-aubscfipt 	int 	 entl}: (C-4424,,CH,; 	 11-israii- 	 seleeted--fFoin-1-40- 

X-is-0;.-NR; 	is R7  is IL where 

Y is N 	CH; or 

7 is NR444NR44-where R14 	R44  is H, and 
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(w)
m 

 

Teinnula IV 

R4  

,vhere m is 	integer 	from 1 	4: an 	selected 	-to 

-W iS SClected from H 	 The hitioL,:en is 	from F  ..ad4i-tilo,a-c-ns: 	 selzieted 	, CI 	Br or4 

14' is independently &elected from the 	 H, isopropyl, 

	

L:Ft.)-u-p- consi-faing, of 	 terthutyl, (C1-12.4„C-i4g 
the subscript- 	 J ilis-an-- ifitege-Enidependently seleetedm 	t3--I5 

X is-0;  -N-R7--vv-liefe-is-le---is--H 

Y is N 	ell: or 

Z-is---N-W-#NR I i 	R444  R is4 where 	and 

21. 	Use of a compound in the manufacture of a medicament for the treatment and/or 
p_er vention of a Notch dependent cancer wherein said compound having Notch sionalling 
pathway  inhibition properties  The-compound accei4ing4o--elaim-1—wherei-n said-c-onipind is 
selected from the group consisting of: 

6-(4-Tert-Butylphenoxy)Pyridin-3-Amine (I3) of formula I 

4F12 

Formula I 

4-(4-cyclohexylphenoxy)aniline of formula lila, 

C:,, ° ':, 
- 	'''NH2  

Formula III a 

6-(44(3r,5r,70-adamantan-l-Aphenoxy)pyridin-3-amine of formula IVa, 

NH2  

Formula IV a 
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6-(3-(tert-butyl)phenoxy)pyridin-3-amine of formula He 

.-.... 

N----"'NH2 

Formula II e 

4-(4-(tert-butyl)phenoxy)-3-fluoroaniline of formula IIf 

F 

-----",... 

H2 

Formula II f 

6-(4-(tert-Pentyl)phenoxy)pyridin-3-amine of formula IIg, 

Formula II g 

6-(4-Butylphenoxy)pyridin-3-amine of fau 	iula IIh, 

Formula II h 

3-Fluoro-4-(4-(tert-pentyl)phenoxy)aniline of formula II i, 

F 

NH2  

Formula II i 

4-(4-Cyclohexylphenoxy)-3-fluoroaniline of formula III b 

."----s"."NH2  

Formula III b 
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4-(44(3r,5r,70-Adamantan-1-y1)phenoxy)aniline of formula IVb 

, 
-NH, 

Formula IV b 

6-(4-cyclohexylphenoxy)pyridin-3-amine of formula IIIc, 

--",,,,-A 	•--.. 
I 	I 

N 
NH, 

4.......s
r........y

.......„.., 	 ,..„4„...„),  ..,... 

Formula III c 

or one of its salts, solvates, tautomers, or isomers thereof. 

eormmi-i--11.of claim 	or 	wherein 	 cancer 	selected 32. 	The 	 1 	2 	the Notch dependent 	is 
from the group comprising T cell-Acute lymphoblastic leukemia (T-ALL), chronic myeloid 
leukemia (CML), chronic lymphocytic leukemia (CLL), Mantle cell lymphoma (MCL), 
breast 	cancer, 	pancreatic 	cancer, 	prostate 	cancer, 	melanoma, 	brain 	tumors, 	tumor 
angiogenesis, and colorectal cancer. 

43. 	The 	 14. 	the Notch dependent compounkl-useof anyone of claims 	X7._2 wherein 	 cancer 
is resistant to y-secretase inhibitor treatment. 

4. The use of any one of claims I to 3. wherein the Notch si2nalling pathway inhibition 
properties in cancer cells is determined by an in vitro y-secretase complex activity assay. 

5. Use of a compound in the manufacture of a _pharmaceutical composition for the 
treatment and/or prevention of a Notch dependent cancer wherein said compound havinia 
Notch si2nalline pathway inhibition propertiesA 	pharmaceutical composition comprising a 

1 1 is 	from the compound-a-f-anyon-c-of elaims 	selected 	Qr0111) consisting of: 

6-(4-Tert-Butvlphenoxv)Pyridin-3-Amine (13) of fonnula 1 

o vi 

1101 	 Nliz 

Formula I 

4-(4-cyclohexylphenoxy)aniline of formula Illa, 

o  -VW 111°1 	* NH2  

, 	• .---------- 
.Vinffia 	- 
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6-(4-( ( 3 r...5r,70-adamantan- I -vflphenoxy)pyridin-3-amine of formula IVa. 

N 

Formula IV a 

6-(3-(tert-butyl)phenoxy)pyridin-3-amine of formula IIe 

hi'----- H2  

Formula II e 

4444 tern-buiyl)phenoxv)- 7-fluoroaniline of formula Ilf 

F 
---,  

iNH2  

Formula II f 

6(4-(tert-Penlyl)phenoxy)pyridin-3 -amine of formula lig, 

I 	N NH2  

Formula II g 

6-(4-Butviplienoxy)pyridin-3--amine of formula Ilh, 

W 

	

----, 	cl., -  
I 

	

' 	" 	NH2  

Formula II 11 

3-Fluoro-,4-(4-(tert-pentvI)pIlenoxy)aniline of formula II i, 

NH2  

Formula Formula II i 
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444-Cvelohexylphenoxv 	.3- fluoroaniline of formula III b 

F 

(-C- 

-.% 7 	 N H2 

Formula ill b 

-I-(4-a3r.5r,7r)-Adam antan- I -yl)phenoxy)aniline of formula IVb 

- 	o -,.. 
, _,--) 	NH2 

Formula IV b 

)- , -cyciohexylphenoxybylidin-3-amine of formula Mc 

NIr'  
N

.,.....r...
1,...„

NH, 
 

Formula Ill c 

or pharmaceutically acceptable salts, solvates, tautomers, isomers thereof, and wherein  the 
)11armaceutical composition further compri',c < a pharmaceutically acceptable carrier. 

The use of any one of the preceding elain-i. wherein said treatment and/or prevention 
,.-,fa Notch dependent cancer further comprises at least one conventional cancer treatment. 

a 
7. 	The use of claim 6 wherein the conventional cancer treatment is administered before, 
simultaneously or after the administration of a therapeutically effective amount of 
medicament of any one of claims I to 4. or the pharmaceutical composition of claim 5. 

of  

is 

S. 	The use of claim 6 or 7, wherein the conventional cancer treatment consists 
radiotherapy and/or chemotherapy. 

9. The use of anyone of the preceding claims, wherein said Notch dependent cancer 
associated with constitutive activation of the Notch sighalling pathway. 

10. The use of any one of the weeding claims, for inhibiting in vitro the Notch 
signalling pathway in cells. 

11. The use of claim 10 wherein the cells are cancer cells. 
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j 2. 	A kit for use In the treatment and/or prevention of a Notch dependent cancer. the kit 
comprising one or more doses of a compound-medicament orsharmaceutical composition 
of any_one of claims 1 to:41 I., optionally with reagents and/or instructions for use. 

-7 1 3,. 	The kit of claim 31_', further comprising one or more doses of a chemotherapeutic 
agent. 

Use 	 the Notch ,-- 	-e-f a 	 -anyone-ofc4eitwA--4;--feinhibiting-in vitro 
signalling patliwipt-141-eells, 

.;). 	The-use of 6(th-114-wherein the Mls afe-c-affeeF-ce11,2. 
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1-4,—for inhibiting if/ 	the Noteh .1-0. 	-1-_4ise of a compound -4 anyone of claims- 	 vivo 
i,4-na-llinit 	in path\-vay 	eellf. 

The 	 10 	the t-13-e of chum 	wherein 	celh: are cancer-e-ells 

12. 	A 	treating 	for Notch 	--euncer,  method of 	a subject 	-dependent 	cempfising 

i determining in 	 fn>m 	 - 	'said ) 	 cancer t.T-146-ebtai-ned- 	 — 	: 	subject wheti-fe-f-t-he 

is deperidecit-i  cancer 	-Notch signalling pathway 

44trt-,-atine 	ba.;eK-1- 	 the 	Notch dcpendeitt-cancer by -and 	said -subject 	Upon-whether 	cancer -i-,; 
-the 	-- - 	 i. 	i 	1 	'1, administering a 	- 	 amount or a cOMp01-111d of allY011-e-0 CI a ra S 	or 

a 

- 	 5. 131  • 	• 	- 	' 	 of claim 

i 3. 	The 	t 	 12 	the-Netch-signalling 	de1)endency -of reati ngof claim 	wherein 	 pathway 
in 	is determined by 	ill cancer cells 	 an 	-vitro y-secretase complex ae4ivity assay. 

1 Ll-. 	The 	treating-ef-elaim--12--er-14 further 	 least method of 	 comprising- administering at 
treatment. one convention:Ike-alto:3: 

The 	 wherein the 	 1 	treat-mei-It is -1-5. 	me 	 ciai-m-43 	 conventi-eni 	cancer 
adm-inis-t-efed--betbre, 	simultaneously---ar- after 	 of the—administFation 	the----thefapeut-iea-1-1y 

1 	-1, 	the =.41cetive amount -of- a compound of anyone of clainu 	or 	pharmaceutical 
5. e‘-31-niaositien-ei-daim 

The 	tre:.zting-ef 	1415 	the -1-6. 	method of 	claim 	-or 	wherein 	conventional caneer treatment 
in 00f1SiStS 	1-;:d-i-otherapy and/or-ch-cwaotherapy. 

17. 	 ireatmotit- 	disease- 	 Notch --A- ----methiA-01 	of a 	associated with an- up regulated 
.:igiliilling 	-ay 	 1 	1, path-wactivity,e-omprit- ing admiaistrating a-cempeand of anyone of claims 

the 	 5 to 	in 	thereof. or 	pharmaceutical eemposi-tion-of claim 	a subject 	need 


