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CLAIMS 

A combination of : 

5 component A: 	one or more 	omega-carboxyaryl-substituted diphenyl urea 

compou as of general formula (I) : 

A - D - B 

(I) 

io wherein 

D is 	-N1-1-C(0)- 	,-, 

A is 	a substituted 	a oiety of up to 40 carbon atoms of the formula: -L- 

(M-L1  )q , where L is a 5 or 6 	embered cyclic structure bound directly to D, 

L1  comprises a substituted cyc 	moiety having at least 5 members, M is a 

15 bridging group having at least one a om, q is an integer of from 1-3; and each 

cyclic structure of L and L1  contains ,-4 members of the group consisting of 

nitrogen, oxygen and sulfur, and 

B is 	a substituted or unsubstitutea 	up to tricyclic aryl or heteroaryl 

moiety of up to 30 carbon atoms with at leas one 6-member cyclic structure 

20 bound directly to D containing 0-4 members If the group consisting of 

nitrogen, oxygen and sulfur, 

wherein L1  is substituted by at least one substiti -nt selected from the 

group consisting of -502Rx, -C(0)R. and -C(NRy) Rz, 

Ry  is hydrogen or a carbon based moiety of up to 	carbon atoms 

25 optionally containing heteroatoms selected from N, S and 0 . d optionally 

halosubstituted, up to per halo, 

12, is hydrogen or a carbon based moiety of up to 30 carbo 	atoms 

optionally containing heteroatoms selected from N, S and 0 and opti • ally 

substituted by halogen, hydroxy and carbon based substituents of up to 	4 
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carbon atoms, which optionally contain heteroatoms selected from N, S and 0 

and are optionally substituted by halogen; 

5 

R., is IR, or NRaRb where Ra  and Rb are 

a) independently hydrogen, 

a carbon based moiety of up to 30 carbon atoms optionally 

containi : heteroatoms selected from N, S and 0 and optionally substituted by 

halogen, 	droxy and carbon based substituents of up to 24 carbon atoms, 

which optio •ally contain heteroatoms selected from N, S and 0 and are 

optionally subs 'tuted by halogen, or 

10 -OS '03  where R1 is hydrogen or a carbon based moiety of up to 

24 carbon atoms op 	',natty containing heteroatoms selected from N, S and 0 

and optionally substit 	ed by halogen, hydroxy and carbon based substituents 

of up to 24 carbon atoms, which optionally contain heteroatoms selected from 

N, S and 0 and are optiona 	substituted by halogen; or 

15 b) Ra  and Rb togeth 	form a 5-7 member heterocyclic structure of 

1-3 heteroatoms selected fro 	N, S and 0, or a substituted 5-7 member 

heterocyclic 	structure 	of 	1-3 h -teroatoms selected from N, S and 0 

substituted by halogen, hydroxy or 	carbon based substituents of up to 24 

carbon atoms, which optionally contain 	eteroatoms selected from N, S and 0 

zo 	and are optionally substituted by halogen; or 

c) one of Ra  or Rb is -C(0)-, a C1 	5 divalent alkylene group or a 

substituted Ci-05  divalent alkylene group bou 	a to the moiety L to form a 

cyclic structure with at least 5 members, whe -in the substituents of the 

substituted C1-05 	divalent alkylene group are selected from the group 

25 	consisting of halogen, hydroxy, and 	carbon based 	bstituents of up to 24 

carbon atoms, which optionally contain heteroatoms sel• ted from N, S and 0 

and are optionally substituted by halogen; 
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where B is substituted, L is substituted or L1  is additionally substituted, 

the substituents are selected from the group consisting of halogen, up to per-

Jai°, and Wn, where n is 0-3; 

wherein each W is independently selected from the group consisting of 

5 -CN, 	02R7, 	-C(0)NR7R7, 	-C(0)-1(7, 	-NO2, 	-0127, 	-SR', 	-NR7R7, 	-NR7C(0)0R7, 	- 

NR7C(0)' , -Q-Ar, and 	carbon based moieties of up to 24 carbon atoms, 

optionally 	ontaining heteroatoms selected from N, S and 0 and optionally 

substituted b 	one or more substituents independently selected from the group 

consisting of -t 	, 	-0O2R7, 	-C(0)R7, 	-C(0)NR7R7, 	-OW, 	-S127, 	-NR7127, 	-N0z, 	- 

10 NR7C(0)R7, 	-NR' 	0)0R7 	and 	halogen 	up 	to 	per-halo; 	with 	each 	R7  

independently sele 	ed from H or a carbon based moiety of up to 24 carbon 

atoms, optionally co taining heteroatoms selected from N, S and 0 and 

optionally substituted by , alogen, 

wherein Q is -0-, -5-, -N(R7)-, -(CH2)m-, -C(0)-, -CH(OH)-, -(CH2)m0-, - 

15 (CH2)mS-, -(CH2)mH(R7)-, -0(CH 	- CHXa-, -CXa2-, -S-(CH2)m- and -N(R7)(CH2)nr, 

where m= 1-3, and Xa is halogen; 	nd 

Ar is a 5- or 6-member aro • atic structure containing 0-2 members 

selected from the group consisting o' 	itrogen, oxygen and sulfur, which is 

optionally substituted by halogen, up to p r-halo, and optionally substituted by 

20 Zrfl, wherein n1 is 0 to 3 and each Z is inde. -ndently selected from the group 

consisting of -CN, 	-0O2127, 	-C(0)127, 	-C(0)NR ' 7, 	-NO2, 	-OW, 	- SR' -NR7R7, 	- 

NR7C(0)0R7, -NR7C(0)R7, and a carbon based mo - y of up to 24 carbon atoms, 

optionally containing heteroatoms selected from 	S and 0 and 	optionally 

substituted by one or more substituents selected fro i the group consisting of 

25 -CN, -CO2R7, -00127, -C(0)N127127, -OW, -SW, -NO2, -NR •7, -NR7C(0)R7, and - 

NR7C(0)0R7, with R7  as defined above, 

with the proviso that said compound of general formula (I) is 	.t : 
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CF3  

CI 0  

. 

H 
I ..........:5-N 

H 	H 

or a ph 	iologically acceptable salt, solvate, hydrate or stereoisomer thereof ; 

optionall 	in the form of a pharmaceutical formulation which is ready for use 

5 	to be admin .tered simultaneously, concurrently, separately or sequentially ; 

and 

component B: one • 	more N-(2-arylamino) aryl sulfonamide compounds of 

10 	general formula (II) : 

o 
8 

c:i 	NH 
R°

0 

 NH 

(B) 

15 

where G is Ria, Rib, R1 c, Rid, Rie, Art , Are or Ara 	R° is El, halogen, C1-C6  alkyl, 

Cl-C4 	alkoxy, C3-C6 	cycloalkyl, 	C2-C6 	alkenyl, 	C2-C6 	alkynyl, said alkyl, 

cycloalkyl, 	alkenyl, 	and 	alkynyl 	groups 	optiona 	substituted 	with 	1-3 

substituents selected independently from halogen, •H, CN, cyanomethyl, 

20 	nitro, phenyl, and trifluoromethyl, and said C1-C6  alkyl a • C1-C4  alkoxy groups 

also optionally substituted with OCH3  or OCH2CH3; X is F, 	or methyl; Y is I, 

Br, Cl, 	CF3, 	C1-C3 alkyl, 	C2-C3 alkenyl, 	C2-C3  alkynyl, cyclopropyl, phenyl, 

pyridyl, pyrazolyl, OMe, OEt, or SMe, where all said methyl, eth l, C1-C3  alkyl, 

and cyclopropyl groups of X and Y are optionally substituted with 0H, all said 
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phenyl, pyridyl, pyrazolyl groups of Y are optionally substituted with halogen, 

acetyl, methyl, and trifluoromethyl, and alt said methyl groups of X and Y are 

5 

optionally substituted with one, two, or three F atoms; and Z is H or F, 

where Ria  is methyl, optionally substituted with 1-3 fluorine atoms or 1-3 

chlorine :toms, or with OH, cyclopropoxy, or Cl- C4  alkoxy, where the C1- C4 

alkyl moiet -s of said C1- C4  alkoxy groups are optionally substituted with one 

hydroxy or m -  hoxy group, and where all C2- C4  alkyl groups within said C1- C4 

alkoxy are optio illy further substituted with a second OH group; 

10 

Rib is CH(CH3)-C1-3  alk l or C3-C6  cycloalkyl, said methyl, alkyl, and cycloalkyl 

groups optionally substi uted with 1-3 substituents selected independently 

from F, Cl, Br, I, OH, Cl- C4  • tkoxy, and CN; 

15 R1c  is (CH2)nOmR', where m is 0 • 	1; where, when m is 1, n is 2 or 3, and when 

m is 0, n is 1 or 2; and where RI i 	C1 -C6  alkyl, optionally substituted with 1-3 

substituents selected independently 	•m F, Cl, OH, OCH3, OCH2CH3, and C3-05 

cycloalkyl; 

20 Ri d  is C(A)(A)(8)- where B, A, and A' are, 	ndependently, H or C1 _ 4  alkyl, 

optionally substituted with one or two OH gro is or halogen atoms, or A and 

N, together with the carbon atom to which they a e attached, form a 3- to 6- 

member saturated ring, said ring optionally containin: one or two heteroatoms 

selected, independently, from 0, N, and S and optiona 	substituted with one 

25 or two groups selected independently from methyl, ethyl, . d halo; 

Rie  is benzyl or 2-phenyl ethyl, in which the phenyl grou. is optionally 

substituted 

R2_6..,,,,....., „...... 	(CH2)q— 

-111 

IN 
\,....-)...0 

1 
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5 

where q is 1 or 2, R2, R3  and R4  are, independently, H, F, Cl, Br, CH3, CH2F, 

HF2, CF3, OCH3, OCH2F, OCHF2, OCF3, ethyl, n-propyl, isopropyl, cyclopropyl, 

isolutyl, sec-butyl, tert-butyl, and methylsulfonyl, and R4  may also be nitro, 

acet. 	ido, amidinyl, cyano, carbamoyl, methylcarbamoyl, dimethylcarbamoyl, 

1,3,4-o 	diazol-2-yl, 5-methyl-1,3,4-oxadiazolyl, 1,3,4-thiadiazolyl, 5-methyl- 

1,3,4-thia ciazol-1H-t et razolyl, 	N-morpholinyl 	carbonylamino, 	N- 

morpholinyl 	lfonyl, 	and 	N-pyrrolidinylcarbonylamino; 	R5 	and 	R6 	are, 

independently, 	F, Cl, or methyl; 

10 

An is 

R 
,\/ 

15 

11 
li,,.pi 

where U and V are, indepen. -ntly, N, CR2  or CR3; 	R2, 	R3  and 	R4  are, 

independently, H, F, Cl, Br, CH3, 	2F, CHF2, CF3  , OCH3, OCH2F, OCHF2, OCF3, 

ethyl, 	n-propyl, isopropyl, cyclopro. 	l, isobutyl, 	sec-butyl, 	tert-butyl, and 

methylsulfonyl, 	and 	R4 	may also be , itro, acetamido, amidinyl, cyano, 

carbamoyl, 	methylcarbamoyl, 	dimethyl 'rbamoyl, 	1,3,4-oxadiazol-2-yl, 	5- 

methyl-1,3,4-oxadiazol, 	1,3,4-thiadiazol, 	5-methyl-1,3,4-thiadiazol 	1H- 

26 tetrazolyl, 	N-morpholinylcarbonylamino, 	N 	orpholinylsulfonyl 	and 	N- 

pyrrolidinylcarbonylamino; R5  and R6  are, indeperkently, H, F, Cl or methyl; 

Are is 

R7.8 
V/ 

; 
O--....9-..,.... 

25 Art  

where the dashed line represents a double bond which may be locat,d formally 

either between V and the carbon between U and V, or between U .nd the 
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carbon between U and V; where U is -S-, -0- or -N = and where, when U is -0- 

or -S-, V is -CH=, -CCI= or -N =; and when U is -N =, V CH=, or -NCH3-; 	R7 and R3  

. re, independently, H, methoxycarbonyl, methylcarbamoyl, acetamido, acetyl, 

-thyl, ethyl, trifluoromethyl, or halogen. 

5 

Ar3  is 

U 

R8  

Ar3  

10 

where U is -NH-, - 	i 	3- or 

methyl ; 

-0-; and R7 and R8 are, independently, H, F, Cl, or 

or a physiologically acce. able salt, solvate, hydrate or stereoisomer thereof ; 

optionally in the form of a tharmaceutical formulation which is ready for use 

to be administered simultane. sly, concurrently, separately or sequentially ; 

and, optionally, 

15 component C : one or more furthe 	!pharmaceutical agents. 

2. The combination according to claim 	wherein : 

said component A is one or more omega-ca 	oxyaryl-substituted diphenyl urea 

20 compounds of general formula (I) according to 	laim 1, which is selected from 

the list consisting of : 

25 

R, I 40 
N 	N 
H 	H 
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11 
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NH 
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17 0 
CI 	 NH  

Me 
. 0 \ /iN 

18 o 
4.00 Me 	NH2  

0 	\ /N 

19 0 
NH 

Et 
100 o--C\ 	4N 

20 0 
CI 	\ 	NH 

Me 
41. 0 \ //N 

21 
9 ° a 0 ili S:: 

Me 
22 0 

NH2  

41 0 11 
23 44I 	lik 	0  0 

NH 
0 

24 o Me 
N.  _ 	Me 

/ \ O_` 4N  
25 \ 	o o . 

NH 
26 Me0, 

/N 
® 0 ® Me 

27 0 
NH 

Me 
41 s \ /71 

28 
ii‘  • It 

NMe 
0 
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NH a 	Me 
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or a physiologically acceptable salt, solvate, hydrate or ereoisomer thereof, 

optionally in the form of a pharmaceutical formulation whic is ready for use 

io 	to be administered simultaneously, concurrently, separately or s quentially. 

3. The combination according to claim 1 or 2, wherein : 
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said component B is one or more N-(2-arylamino) aryl sulfonamide compounds 

of general formula (II) according to claim 1, which is selected from the list 

insisting of : 

5 Ex a 	p le 	1 	: 	N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)- 

methan 	ulfonamide: 

• E 	x 	a 	m 	p 	le 	2 	 N-(3,4-diftuoro-2-(2-fluoro-4- . 

iodophenylami •)phenyl)cyclopropanesulfonamide: 

Example 3 : N- 3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)propane-2- 

to sulfonamide: 

Example 4: 	N-(3, • difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)butane-1- 

sulfonamide: 

Example 	5 	: 	N-(3,4-. 	luoro-2-(2-fluoro-4-iodophenylamino)phenyl)-2,2,2- 

trifluoro ethane sulfonamide. 

is Example 	6 	: 	N-(3,4-difluoro- 	(2-fluoro-4-iodophenylamino)phenyl)butane-2- 

sulfonamide: 

Example 7 : N-(3,4-difluoro-2-(2- 	oro-4-iodophenylamino)phenyl)-N-methyl 

cyclopropane sulfonamide: 

Example 	8 	: 	1-Chloro-N-(3,4-difluoro- 	2-fluoro-4-iodophenylamino)phenyl) 

20 methane sulfonamide: 

Example 	9 	: 	N-(3,4-difluoro-2-(2-fluo 1-4-iodophenylamino)phenyl)-2- 

methylpropane-2-sulfonamide: 

• 3,4-difluoro-2-(2-fluoro-4- Example 	 10 	 N-  . 

iodophenylamino)phenyl)cyclopentanesulfonamide: 

25 Example 	 11 	 N-(3,4-,•ifluoro-2-(2-fluoro-4- 

iodophenylamino)phenyl)cyclohexanesulfonamide: 

Example 	12 	: 	N-(3,4-difluoro-2-(2-fluoro-4-iodophenyl. 	ino)phenyl)-1- 

methylcyclopropane-1-sulfonamide: 

Example 	13 	: 	N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)ph- ly0-1-(2,3- 

30 dihydroxypropyl) cyclopropane-1-sulfonamide: 

Example 14 : (S)-N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)- -(2,3- 

dihydroxypropyl)cyclopropane-1-sulfonamide: 
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Example 15 : (R)-N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)-1- (2,3-

a ihydroxypropyl)cyclopropane-1 -sulfonamide: 

xample 	1 6 	: 	N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)-1-(2- 

hyd oxyethyl)cyclopropane-1-sulfonamide: 

5 Example 	17 	: 	N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)pheny1)-3- 

hydroxyp 'pane-I-sulfonamide: 

Example 	: : N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)-2-methyl- 

5-(trifluorom - thyl)fu ran-3-sulfonamide: 

Ex 	a 	m 	. 	le 	1 	9 	: 	N-(5-(N-(3,4-difluoro-2-(2-fluoro-4- 

10 iodophenylamino)henyl)sulfamoyl)- methylthiazol-2-yl)acetamide: 

Example 20 : 5-( 	Chloro-1,2,4-thiadiazol-3-y0-N-(3,4-difluoro-2-(2-fluoro-4- 

iodophenylamino) phe 	l) thiophene-2-sulfonamide: 

Example 	21 	: 	-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)- 

3,5dimethylisoxazole-4-sul e amide: 

15 Example 22 : 5-Chloro-N-(3, 	difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)- 

1,3-dimethyl-1H-pyrazole-4-sulf H-pyrazole-4-sulf. amide: 

E x a m p le 	2 3 	: 	N-(3,4-difluon 2-(2-fluoro-4-iodophenylamino)pheny0-2,5- 

dimethylfuran-3-sulfonamide: 

Example 24 : N-(3,4-difluoro-2-(2-fluo . -4-iodophenylamino)phenyl)-1-methyl- 

zo 3-(trifluoromethyl)-1H-pyrazole-4-sulfona 	ide: 

Example 	25 	: 	N-(3,4-difluoro-2-(2-fluo .-4-iodophenylamino)pheny0-2,4- 

dimethylthiazole-5-sulfonamide: 

Example 	26 	: 	N-(3,4-difluoro-2-(2-fluoro-4- •dophenylamino)phenyl)-1,2- 

dimethyl-1H-imidazole-4-sulfonamide: 

25 Example 27 : N-(3,4-difluoro-2-(2-fluoro-4-iodopheny . 	ino)phenyl)thiophene- 

3-sulfonamide: 

Example 28 : N-(3,4-difluoro-2-(2-fluoro-4-iodophenyla 	o)phenyl)furan-2- 

sulfonamide: 

Example 	29 	: 	N-(3,4-difluoro-2-(2-fluoro-4-iodophenyla o)phenyl)-5- 

30 methylthiophene-2-sulfonamide: 

Ex 	a 	m 	p 	le 	3 	0 	: 	5-Chloro-N-(3,4-difluoro-2-(2 	luoro-4- 

iodophenylamino)phenyl)thiophene-2-sulfonamide: 
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Exam 	p 	le 	3 	1 	: 	5-Bromo-N-(3,4-difluoro-2-(2-fluoro-4- 

iodophenylamino)phenyt)thiophene-2-sulfonamide: 

ample 	32 	 4-Bromo-N-(3,4-difluoro-2-(2-fluoro-4- 

iod ..henylamino)phenyl)thiophene-3-sulfonamide: 

5 Exam. e 	33 	 4-Bromo-5-chloro-N-(3,4-difluoro-2-(2-fluoro-4- 

iodophe 	lamino)phenyl)thiophene-2-sulfonamide: 

Example 3 ,  : 3-Bromo-5-chloro-N-(3,4-diftuoro-2-(2-fluoro-4-iodophenylamino) 

phenyt)thioph 	e-2-sulfonamide: 

Exam p le 	35 	: 	N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)-2,5- 

10 dimethylthiophene- -sulfonamide: 

Example 	6 	: 	2 	, 	5-Dichloro-N-(3,4-difluoro-2-(2-fluoro-4- 

iodophenytamino)phenyt 	hiophene-3-sulfonamide: 

Example 37 : Methyl 3-(N- 3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl) 

sulfamoyl)thiophene-2-carbo 	late: 

15 Example 	38 	 Methyl 	5-(N-(3,4-difluoro-2-(2-fluoro-4- 

iodophenytamino)phenyt)sulfamoyl 	1-methyl-1H-pyrrole-2-carboxylate: 

Example 	3 9 	: 	N-(3,4-difluoro 	-(2-fluoro-4-iodophenytamino)phenyl)-5- 

methylisoxazole-4-sulfonamide: 

Example 	40 	 3 	hloro-N-(3,4-diftuoro-2-(2-fluoro-4- 

zo iodophenylamino)phenyl)propane-1-sulfonam se: 

Ex a m p l e 	41 	: 	N-(2-(4-chloro-2-fluorop 	-nylamino)-3,4-difluorophenyl) 

cyclopropanesulfonamide: 

Example 	 42 	 (3,4-difluoro-2-(4-iodo-2• 	 - . 

methylphenytamino)phenyt)cyclopropanesulfonamide: 

25 Example 	43 	: 	N-(2-(4-tert-butyl-2-chlorophenylamins -3,4-difluorophenyl) 

cyclopropanesulfonamide: 

Ex 	a 	m 	p 	l 	e 	4 	4 	: 	N-(2-(2,4-dichlorop -nylamino)-3,4- 

difluorophenyt)cyclopropanesulfonamide: 

Example 	45 	: 	3-Chloro-11-(3,4-difluoro-2-(2-fluoro-4-trifluoromethyt) 

30 phenytamino)phenyl)propane-1-sulfonamide: 

• - . Example 	4 	6 	 N-(3,4-difluoro-2-(2-cht. o- 

trifluoromethyl)phenytamino)methanesulfonamide: 
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Ex a m p I e 	4 7 	: 	3-Chloro-N-(3,4-difluoro-2-(2-chloro-4-trifluoromethyl) 

phenylamino)phenyl)propane-1-sulfonamide: 

48 	3-Chloro-N-(3,4-difluoro-2-(2-bromo-4-trifluoromethyl) ample 	: 

phe ‘ lamino)phenyl)propane-l-sulfonamide: 

5 Examp - 	49 	: 	Cyclopropanesulfonic 	acid 	(3,4,6-trifluoro-2-(2-fluoro-4-iodo- 

phenyla 	no)-phenyl)-amide: 

Example 5 	: 	N-(3,4-difluoro-2-(4-fluoro-2-iodophenylamino)-6-ethoxyphenyl) 

cyclopropane 	lfonamide: 

Example 	51 	: 	Met hylsu if on ic acid 	( 3 , 4-difluoro-2-(2-fluoro-4-iodo- 

10 phenylamino)-6-me 	oxy-phenyl)-amide: 

Ex ample 52 : 	1-(2, -Dihydroxy-propyl)-cyclopropanesulfonic 	acid 	[3,4,6- 

trifluoro-2-(4-fluoro-2-io• • phenylamino)-phenyl]-amide: 

Example 	53 	: 	(S)-1-(2, 	-dihydroxypropyl)-N-(3,4,6-trifluoro-2-(2-fluoro-4- 

iodophenylamino) phenyl)cycl. • ropane-1 -sulfonamide: 

is Example 	54 	: 	(R)-1-(2,3-dih droxypropyl)-N-(3,4,6-trifluoro-2-(2-fluoro-4- 

iodophenylamino) phenyl)cycloprop. e-1-sulfonamide: 

Example 55 	: 	N-(3,4-difluoro-2-(2- 	oro-4-iodophenylamino)phenyl)-1-(2,3- 

dihyd roxypropyl) cyclopropane-1-sulfona 'ide: 

Example 	56 	: 	(S)-N-(3,4-difluor• -2-(2-fluoro-4-iodophenylamino)-6- 

20 methoxyphenyl)-1-(2,3-dihydroxypropyl)cyclop •pane-1 -sulfonamide: 

Example 	5 7 	: 	(R )-N-(3,4-difluoro-2-( 	luoro-4-iodophenylamino)-6- 

methoxyphenyl)-1-(2,3-dihydroxypropyl)cyclopropa --1-sulfonamide: 

Example 	58 	: 	1-(2-hydroxyethyl)-N-(3,4, 	-t rifluoro-2-(2-fluoro-4- 

iodophenylamino)phenyl) cyclopropane-1-sulfonamide: 

25 Example 	59 	: 	N-(3,4-difluoro-2-(2-fluoro-4 i• • ophenylamino)-6- 

methoxyphenyl)-1-(2-hydroxyethyl)cyclopropane-1-sulfonamid - • 

Exam p le 	6 0 	: 	N-(3,4-difluoro-2-(2-fluoro-4-iodop - ylamino)-6- 

methoxyphenyl)-1 -(3-hydroxy-2-(hydroxymethyl)propyl)cyclopropan - -1-

sulfonamide: 

30 Example 61 : N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)-6-methoxyp enyl) 

cyclobutane sulfonamide: 
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Example 62 : N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)-6-methylphenyl)- 

1 - (2, 3-dihyd roxypropyl)cyclopropane- 1 -sulfonami de: 

' 	ample 63 	: 	1 -(2,3-Dihydroxypropyl)-14-(6-ethyl-3,4-difluoro-2-(2-fluoro-4- 

io . 	. henylamino) phenyl) cyclopropane-1-sulfonamide: 

5 Exam le 	64 	N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)-6-(2- 

methox -thoxy)phenyl)-1 - (2, 3-dihydroxypropyl)cyclopropane-1 -sulfonamide: 

Example 	6 	5 	: 	2, 	4-dichloro-N-(3,4-difluoro-2-(2-fluoro-4- 

iodophenyla 	ino)phenyl) benzene sulfonamide: 

Example 66 : 	1 -chloro-N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)- 

10 4-(trifluoromethy 	benzenesulfonamide: 

Example 	67 	: 	N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)phenyl)-2- 

(trifluoromethoxy) benzene sulfonamide: 

Example 	 68 	 4-(N-(3,4-difluoro-2-(2-fluoro-4- 

iodophenylamino)phenyl)su amoyl)benzoic acid: 

15 Example 	 69 	 N-(3,4-difluoro-2-(2-fluoro-4- 

iodophenylamino)phenyl)benzen sulfonamide: 

Example 	70 	: 	N-(3,4-difluo o-2-(2-fluoro-4-iodophenylamino)phenyl)-2- 

fluorobenzene sulfonamide: 

Example 	 71 	 N-(3,4-difluoro-2-(2-fluoro-4- 

20 methylphenylamino)phenyl)cyclopropanes. lfonamide ; 

or a physiologically acceptable salt, solvate, h orate or stereoisomer thereof ; 

optionally in the form of a pharmaceutical form lation which is ready for use 

to be administered simultaneously, concurrently, s- oarately or sequentially. 

25 

4. The combination according to any one of claims 	to 3, wherein said 

component A is : 
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CF, 

CI 0  

• 1 	---- 	H 
..........7- N 	

N 

F 

5. The c• I bination according to any one of claims 1 	to 4, wherein said 

component 	B 	is 	(5)-N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)-6- 

5 	methoxyphenyl 	1-(2,3-dihydroxypropyl)cyclopropane-1-sulfonamide. 

6. The combinatio 	according to any one of claims 1 to 5, wherein said 

component A is : 

CF3  

CI N 0  

. 
H 

10 
and 

component B is : 

-6-methoxyphenyl)-1-(2,3- (S)-N-(3,4-difluoro-2-(2-fluoro-4-iodophenylarnino 

15 	dihydroxypropyl)cyclopropane-1-sulfonamide. 

7. Use of a combination according to any one of 	aims 1 to 6 for the 

preparation of a medicament for the treatment or prop ,  taxis of a cancer, 

particularly hepatocyte carcinoma, lung cancer, in particu .r non-small cell 

20 	lung carcinoma, colorectal cancer, melanoma, pancreatic c. cer or breast 

cancer. 
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8. A k 	comprising a combination of : 

componen • A : one or more omega-carboxyaryl-substituted diphenyl urea 

compounds o 	•eneral formula (I), or a physiologically acceptable salt, solvate, 

hydrate or stereoisomer thereof, according to any one of claims 1 to 6 ; 

10 

component B : one sr more N-(2-arylamino) aryl sulfonamide compounds of 

general formula (II), or . physiologically acceptable salt, solvate, hydrate or 

stereoisomer thereof, acc. ding to any one of claims 1 to 6 ; and, optionally, 

component C : one or more urther pharmaceutical agents, according to any 

15 one of claims 1 to 6 ; 

in which optionally both or either o 	aid components A and B are in the form 

of a pharmaceutical formulation whi 	is ready for use to be administered 

20 

simultaneously, concurrently, separately • 	sequentially. 

cl,. The kit according to claim 8, wherein said 	imponent A is : 

CF3  

c i is  

IP 
N 	

H 

and 

F 

25 component B is : 

(S)-N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)-6-methoxypheny0-1-( 	- 

di hyd roxypropyl)cyclop ropane-1 -sulfonamide. 
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CLAIMS 

1. A combination of : 

component A : 

CF3 	 0 

CI 0  
0 

C)WI FINZ  
......<".

,...--N 

H 	H 
F 

5 or a physiologically acceptable salt, solvate, hydrate or stereoisomer thereof ; 

optionally in the form of a pharmaceutical formulation which is ready for use to 

be administered simultaneously, concurrently, separately or sequentially ; 

and 

component B : 

10 (S)-N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)-6-methoxyphenyl)-1-(2,3- 

dihydroxypropyl)cyclopropane-1-sulfonamide 

or a physiologically acceptable salt, solvate, hydrate or stereoisomer thereof ; 

optionally in the form of a pharmaceutical formulation which is ready for use to 

be administered simultaneously, concurrently, separately or sequentially ; 

is and, optionally, 

component C : one or more further pharmaceutical agents. 

2. The combination according to claim 1, wherein said component A is : 

cF3 	 0 

CI 

° *Z
%' ) NZ  

. 

0 I 	
H 

-......
„.:#7

,...--N 

F 

 

20 and 

component B is : 

F 

(S)-N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)-6-methoxyphenyl)-1-(2,3- 

dihydroxypropyl)cyclopropane-1-sulfonamide. 

25 3. Use of a combination according to claim 1 or 2 for the preparation of a 

medicament for the treatment or prophylaxis of a cancer, particularly hepatocyte 
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carcinoma, lung cancer, in particular non-small cell lung carcinoma, colorectal 

cancer, melanoma, pancreatic cancer or breast cancer. 

4. A kit comprising a combination of : 

5 component A : 

CF3 	 0 

CI 

()-Z... C1 Nil  

. 

101 .....,...7.-.N 

F 	 , 	or 	a 	physiologically 

acceptable salt, solvate, hydrate or stereoisomer thereof ; 

component B : 

(S)-N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)-6-methoxypheny0-1-(2,3- 

10 dihydroxypropyl)cyclopropane-1-sulfonamide, or a physiologically acceptable salt, 

solvate, hydrate or stereoisomer thereof ; 

and, optionally, 

component C : one or more further pharmaceutical agents, according to claim 1 or 

2; 

15 in which optionally both or either of said components A and B are in the form of a 

pharmaceutical 	formulation 	which 	is 	ready 	for 	use 	to 	be 	administered 

simultaneously, concurrently, separately or sequentially. 

5. The kit according to claim 4, wherein said component A is : 

CF3 	 0 

CI 0 0  
0 

(C
N
Z 

H 
...„....7.--N 

H 	H 
20 

and 

component B is : 

(S)-N-(3,4-difluoro-2-(2-fluoro-4-iodophenylamino)-6-methoxyphenyl)-1-(2,3- 

dihydroxypropyl)cyclopropane-1-sulfonamide. 


