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CLAIMS 

1. A method of assessing the appropriate therapeutic dose of 1-{411-(4- 	clohexy1-3- 

trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzy1)-azetidine-3-car. exylic acid to 

administer to a patient in need thereof, comprising the steps of: 

(i)  testing whether or not the patient has the poor metabo 	er genotype; and 

(ii)  if the patient does not have the poor metaboliser y notype, administering 

1-{441-(4-cyclohexy1-3-trifluoromethyl-benzyloxy 	ino)-ethyl]-2-ethyl- 

benzy1)-azetidine-3-carboxylic acid, or a pha' 	aceutically acceptable salt 

thereof, to the patient at the standard therapeutic dose; or 

(Hi) if the patient does have the poor metabs ser genotype, either 

(a) administering 	1-{4-[1-(4-cycloh: 	l-3-trifluoromethyl-benzyloxyimino)- 

ethyl]-2-ethyl-benzylyazetidin 	-carboxylic acid, or a pharmaceutically 

acceptable salt thereof, to 	e patient at a therapeutic dose below that 

of the standard therapeu 	dose; or 

(b) not 	administer 	g 	1-(4-[1-(4-cyclohexyl-3-trifluoromethyl- 

benzyloxyimino)-e 	]-2-ethyl-benzyI)-azetidine-3-carboxylic acid, or a 

pharmaceutical 	acceptable salt thereof, to the patient. 

2. A method of treatin., . patient in need with 1-{4-[1-(4-cyclohexyl-3-trifluoromethyl- 

benzyloxyimino)-e 	yl]-2-ethyl-benzyl}-azetidine-3-carboxylic acid, 	comprising 	the 

steps of: 

(i) test 	g whether or not the patient has the poor metabolizer genotype; and 

(H) i 	e patient does not have the poor metaboliser genotype, administering 

1-{441-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyll-2-ethyl-

benzylyazetidine-3-carboxylic acid, or a pharmaceutically acceptable salt 

thereof, to the patient at the standard therapeutic dose; or 

(Hi) if the patient does have the poor metaboliser genotype, administering 1-{4- 

[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzyll-

azetidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof, 
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to the patient at the standard therapeutic dose in combination with a 

CYP2C9 metabolic activity promoter. 

3. 	A method of treating a patient in need with 1-{4-[1-(4-cyclohexyl-3-trifluoro' ethyl- 

benzyloxyimino)-ethy1]-2-ethyl-benzylyazetidine-3-carboxylic 	acid, 	or 	a 

pharmaceutically acceptable salt thereof, comprising the steps of: 

(I) 	testing whether or not the patient has the poor metabolizer . -notype; and 

(H) 	if the patient does not have the poor metaboliser geno • .e, administering 

1-{441-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino ethyl]-2-ethyl- 

benzyl}-azetidine-3-carboxylic acid, or a pharmac= 	tically acceptable salt 

thereof, to the patient at the standard therapeut 	dose with a certain level 

of patient monitoring by a medical practitioner 

Or 

(Hi) 	if the patient does have the poor metab• iser genotype, administering 1-{4- 

[1-(4-cyclohexy1-3-trifluoromethyl-ben 	loxyimino)-ethyl]-2-ethyl-benzyl}-

azetidine-3-carboxylic acid, or a . armaceutically acceptable salt thereof, 

to the patient at the standard 	r -rapeutic dose, with an increased level of 

patient monitoring by a medi ..; I practitioner. 

4. 	A method of initiating use of 	drug recommended not to be used with 1-{4-[1-(4- 

cyclohexyl-3-trifluoromethyl-ben 	loxyimino)-ethyl]-2-ethyl-benzyl}-azetidine-3-carboxylic 

acid, or a pharmaceutically a. eptable salt thereof, comprising the steps of: 

(i) testing whet. -r or not the patient has the poor metaboliser genotype; and 

(ii) if the pati• 	t does not have the poor metaboliser genotype, inititiating use 

of the . ug within a set period after the last dose of 1-(4-[1-(4-cyclohexy1-3- 

trifl 	,romethyl-benzyloxyimino)-ethy1]-2-ethyl-benzyl}-azetidine-3-carboxylic 

a ,  d or a pharmaceutically acceptable salt thereof, has been administered 

o the patient; or 

III 	if the patient does have the poor metaboliser genotype genotype, inititiating 

use of the drug within a period longer than the set period of step (H) above 

after 	the 	last 	dose 	of 	1-{4-[1-(4-cyclohexy1-3-trifluoromethyl- 

benzyloxyimino)-ethy1]-2-ethyl-benzy1}-azetidine-3-carboxylic 	acid, 	or 	a 
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pharmaceutically acceptable salt thereof, has been administered to the 

patient. 

5. The method of any one of claims 1 to 4, wherein the poor metabolizer ge 	ype is 

the CYP2C9*3*3 and CYP2C9*2*3 genotypes. 

6. The method 	of claim 	5, 	wherein the the 	poor metaboliser 	otype 	is the 

CYP2C9*3*3 genotype. 

7. The method of any one of claims 1 to 3 or 5-6, wherein the • : ly standard therapeutic 

dose is in the range from 1.5 to 2.5 mg. 

8. The method of claim 7, wherein the daily standard t,  -rapeutic dose is 2mg. 

9. The method according to any one of claims 	to 8, wherein the patient is suffering 

from multiple sclerosis. 

10. The method according to claim 9, 	herein the multiple sclerosis is secondary 

progressive multiple sclerosis wi 	relapses (rSPMS) or secondary progressive 

multiple sclerosis without relaps 	(SPMS). 

11. The method according t. claim 4, wherein the set period of step (ii) is in the range 

from 3-14 days. 

12. A method for th- 	reatment of an autoimmune condition in a patient in need thereof, 

said patient h. 	ing the poor metabolizer genotype, comprising administering 1-{4-[1- 

(4-cyclohe 	-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzylpazetidine-3- 

carboxyl' 	acid, or a pharmaceutically acceptable salt thereof, to the patient in a daily 

amou 	in the range from 0.25 — 0.75mg. 

13. e method of claim 12, wherein the poor metaboliser genotype is the CYP2C9*3*3 

genotype. 
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14.  The method of claim 12 or 13, wherein the daily amount is a therapeutic dosage o 

0.5mg. 

15.  The method of any one of claims 12 to 14, wherein the autoimmune co,  dition is 

multiple sclerosis. 

16.  The method of claim 15, wherein the multiple sclerosis is multi. - sclerosis with 

relapses (rSPMS) or secondary progressive multiple scleros . without relapses 

(SPMS). 

17.  A pharmaceutical combination comprising (a) 1-{4-[1- • -cyclohexy1-3-trifluoromethyl- 

benzyloxyiminoyethyl]-2-ethyl-benzylbazetidine-3-c. soxylic 	acid, 	or 	a 

pharmaceutically acceptable salt thereof; 	and 	.) a CYP2C9 metabolic activity 

promoter for simultaneous, separate or segue 	al use. 

18.  A method of optimizing the daily dos..e of 1-{441-(4-cyclohexy1-3-trifluoromethyl- 

benzyloxyimino)-ethyl]-2-ethyl-benzy -azetid ine-3-ca rboxylic 	acid, 	or 	a 

pharmaceutically acceptable salt 	ereof to patient in need, said method comprising 

the steps of: 

(I) 	measuring th- patient blood lymphocyte level following administration 

of 	1-{4 	-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2- 

ethyl-b- 	zyl}-azetidine-3-carboxylic 	acid, 	or 	a 	pharmaceutically 

acce , able salt thereof at a dose of about 2mg per day; and 

(ii) 	in 	ases where the blood lymphocyte level is reduced below a level of 

4.2x10e9/L following daily administration of 1-{441-(4-cyclohexy1-3-

trifluoromethyl-benzyloxyim ino)-ethyl]-2-ethyl-benzy1}-azetid in e-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof at the 

therapeutic dosage, reducing the the daily dosage to about 1mg per 

day. 
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19.  144-[1 -(4-cycloh exy1-3-trifl u orom ethyl-be nzyloxyimi no)-ethyl]-2-ethyl-benzyly 

azetidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof, for use 

a method of treating an autoimmune disease, said method being according to a 	of 

claims 1-18. 

20.  1-1441-(4-cyclohexyl-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-be yl}- 

azetidine-3-carboxylic acid, or a pharmaceutically acceptable salt ereof, 	in the 

manufacture of a medicament for the treatment of an autoimm 	e 

method being according to any of claims 1-18. 

disease, said 
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CLAIMS 

1. 	1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzylpazetidine-3- 

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use in the treatment of an 

autoimmune disease, wherein: 

if the patient to be treated does have a poor metaboliser genotype selected 

from the subtypes of the CYP2C9 poor metabolizer genotype, either 

(a) 1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzyly 

azetidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof, is to 

be administered to the patient at a therapeutic dose below that of the standard 

therapeutic dose; or 

(b) 1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxylmino)-ethy1]-2-ethyl-benzy1}-

azetidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof, is not 

to be administered to the patient 

2. 	1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzylpazetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use in the 

treatment of an autoimmune disease, wherein: if the patient to be treated does 

have a poor metaboliser genotype selected from the subtypes of the CYP2C9 poor 

metabolizer 	genotype, 	1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)- 

ethyl]-2-ethyl-benzyll-azetidine-3-carboxylic acid, or a pharmaceutically acceptable 

salt thereof, is to be administered to the patient at the standard therapeutic dose in 

combination with a CYP2C9 metabolic activity promoter. 

3. 	1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzy1}-azetidine-3- 

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use in the treatment of an 

autoimmune disease, wherein: 

if the patient to be treated does have a poor metaboliser genotype selected from 

the subtypes of the CYP2C9 poor metabolizer genotype, 1-{411-(4-cyclohexy1-3- 

trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzylpazetidine-3-carboxylic 	acid, 

or a pharmaceutically acceptable salt thereof, is to be administered to the patient at 

the standard therapeutic dose, with an increased level of patient monitoring by a 

medical practitioner. 
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4. 	1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethy1]-2-ethyl-benzylyazetidine-3- 

carboxylic acid, or a pharmaceutically acceptable salt thereof, and a drug recommended not 

to be used with 1-{411-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethy1]-2-ethyl-benzyl}-

azetidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof, for use in the 

treatment of an autoimmune disease, wherein: 

(0 	if the patient to be treated does not have the poor metaboliser genotype, the drug 

recommended 	not 	to 	be 	used 	with 	1-{4-[1-(4-cyclohexy1-3-trifluoromethyl- 

benzyloxyimino)-ethy1]-2-ethyl-benzylyazetidine-3-carboxylic 	acid, 	or 	a 

pharmaceutically acceptable salt thereof, is to be administered within a set period 

after the last dose of 1-{441-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]- 

2-ethyl-benzyl}-azetidine-3-carboxylic acid or a pharmaceutically acceptable salt 

thereof, has been administered to the patient; or 

(H) 	if the patient to be treated does have the poor metaboliser genotype, the drug 

recommended 	not 	to 	be 	used 	with 	1-{441-(4-cyclohexy1-3-trifluoromethyl- 

benzyloxyimino)-ethyll-2-ethyl-benzylpazetidine-3-carboxylic 	acid, 	or 	a 

pharmaceutically acceptable salt thereof, is to be administered within a period 

longer than the set period of step (ii) above after the last dose of 1-{441-(4-

cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethy1]-2-ethyl-benzy1}-azetidine-3- 

carboxylic 	acid, 	or 	a 	pharmaceutically 	acceptable 	salt 	thereof, 	has 	been 

administered to the patient; and 

wherein the poor metabolizer genotype is selected from the subtypes of the 

CYP2C9 poor metabolizer genotype 

5.  1-{441-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzylpazetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to any one 

of claims 	1 	to 4, wherein the poor metabolizer genotype is the CYP2C9*3*3 and 

CYP2C9*2*3 genotypes. 

6.  1-{441-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzyl}-azetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to claim 5, 

wherein the poor metaboliser genotype is the CYP2C9*3*3 genotype. 

7.  1-{441-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzylpazetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to any one 
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of claims 1 to 3 or 5-6, wherein the daily standard therapeutic dose is in the range from 1.5 

to 2.5 mg. 

8.  1-{441 -(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethy1]-2-ethyl-benzyl}-azetidine-3- 

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to 	claim 7, 

wherein the daily standard therapeutic dose is 2mg. 

9.  1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzy1}-azetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to any one 

of claims 1 to 8, wherein the autoimmune disease is multiple sclerosis. 

10.  1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxylmino)-ethyl]-2-ethyl-benzyl}-azetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to claim 9, 

wherein the multiple sclerosis is secondary progressive multiple sclerosis with relapses 

(rSPMS) or secondary progressive multiple sclerosis without relapses (SPMS). 

11.  1-{441-(4-cyclohexyl-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzylyazetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to claim 4, 

wherein the set period of step (ii) is in the range from 3-14 days. 

12.  1-{411-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzy1}-azetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use in the treatment of an 

autoimmune disease in a patient having the poor metaboliser genotype selected from the 

subtypes of the CYP2C9 poor metabolizer genotype in a daily amount in the range from 0.25 

— 0.75mg. 

13.  1-{411-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzy1}-azetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to claim 12, 

wherein the poor metaboliser genotype is the CYP2C9*3"3 genotype. 

14.  1-{441-(4-cyclohexy1-3-trifluoromethyl-benzyloxylmino)-ethyl]-2-ethyl-benzylyazetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to claim 12 

or 13, wherein the daily amount is a therapeutic dosage of 0.5mg. 
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15. 1-{4-[1-(4-cyclohexy1-3-trifl uoromethyl-benzyloxyi m ino)-ethyl]-2-ethyl-benzy1}-azetid i ne-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to any one 

of claims 12 to 14, wherein the autoimmune condition is multiple sclerosis. 

16. 1-{4-[1-(4-cycl ohexy1-3-trifluoromethyl-benzyloxyi m ino)-ethyl]-2-ethyl-benzylpazetidine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof, for use according to claim 15, 

wherein the multiple sclerosis is multiple sclerosis with relapses (rSPMS) or secondary 

progressive multiple sclerosis without relapses (SPMS). 

17. A 	pharmaceutical 	combination 	comprising 	(a) 	1-{441-(4-cyclohexy1-3-trifluoromethyl- 

benzyloxyimino)-ethyl]-2-ethyl-benzylyazetidine-3-carboxylic 	acid, 	or 	a 	pharmaceutically 

acceptable salt thereof; and (b) a CYP2C9 metabolic activity promoter for simultaneous, 

separate or sequential use. 

18. 1-{441-(4-cyclohexy1-3-trifl uoromethyl-benzyloxyim i no)-ethyl]-2-ethyl-benzyI}-azetid ine-3-

carboxylic acid, or a pharmaceutically acceptable salt thereof for use in the treatment of an 

autoimmune disease, wherein: 

(i) 1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzy1}- 

azetidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof is to 

be administered at a dose of about 2mg per day if the blood lymphocyte level 

of the patient is above 0.2x10e9/L; and 

(ii) 1-{4-[1-(4-cyclohexy1-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-benzy1}-

azetidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof is to 

be administered at a daily dosage reduced to about 1mg per day, if the blood 

lymphocyte level of the patient is reduced below a level of 0.2x10e9/L 

following 	daily 	administration 	of 	1-{4-[1-(4-cyclohexy1-3-trifluoromethyl- 

benzyloxyimino)-ethyl]-2-ethyl-benzy1}-azetidine-3-carboxylic 	acid, 	or 	a 

pharmaceutically acceptable salt thereof at the therapeutic dosage. 

19. Use 	of 	1-(441-(4-cyclohexy1-3-trifluoromethyl-benzyloxylmino)-ethyl]-2-ethyl-benzy1}- 

azetidine-3-carboxylic acid, or a pharmaceutically acceptable salt thereof, in the manufacture 

of a medicament for the treatment of an autoimmune disease, said treatment being 

according to any of claims 1-18. 


