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Claims 

I. 	The use of a pharmaceutical composition for administration by intramuscular or 

subcutaneous injection, comprising a therapeutically effective amount of 4-[ A 

[[4-(2-cyanoetheny1)-2,15-dimethylphenyl]amino]-2-pyrimidinylk 

5 aminoThenzonitrile, a salt, a stereoisomer or a stereoisomeric mixture tl 	eof, in 

the form of a suspension of micro- or nanoparticles comprising: 

(a) 44[4-[[4-(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyr 	idinyl]-

amino]benzonitrile , a salt, a stereoisomer or a stereoisome' c mixture 

thereof, in micro- or nanoparticle form, having a surface 	odifier adsorbed 
10 to the surface thereof; and 

15 

(b) a pharmaceutically acceptable aqueous carrier; wh• ein the 44[44[442-

cyanoetheny1)-2,6-dimethylphenyl]amino1-2-py midinyflamino]benzonitrile 

active ingredient is suspended; 

for the manufacture of a medicament for the Ion :-teen treatment of HIV infection, 

or for the long-term prevention of HIV infect 	1 in a subject at risk of being 

infected by HIV, wherein the medicament . for administration by intramuscular or 

subcutaneous injection intermittently at 	time interval of one week to two years. 

2.  The use of a composition actor. ng to claim I wherein 4-[[4-[[4-(2- 

20 	cyanoethenyl)-2,6-dimethylphenyl]a 	ino]-2-pyrimidinyl]amino]benzonitrile is present 
in the composition in the base for, . 

3.  The use of a compositio 	according to claim 2 wherein 44[44[4-(2-cyanoetheny1)- 

2,6-dimethylphenyl]. tino]-2-pyrimidinyl]aminoThenzonitrile is present in the 

25 composition as th- 	-isomer of the base form. 

4.  The use of a ' imposition according to any one of claims 1 to 3, wherein the 

surface m• iifier in the composition is selected from the group of poloxamers, a- 

tocoph. 	I polyethylene glycol succinates, polyoxyethylene sorbitan fatty acid 

30 ester, and salts of negatively charged phospholipids. 

S. he use of a composition according to any one of claims I to 3, wherein the 

surface modifier in the composition is selected from poloxamer 338, a-tocopheryl 

polyethylene glycol 1000 succinate, polysorbate 80, and egg phosphatidyl glycerol 

3 sodium. 
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6. The use of a composition according to any one of claims 1 to 4 wherein the 

surface modifier in the composition is a poloxamer. 

7. The use of a composition according to claim 6 wherein the surface modifi 	in 

5 the composition is poloxamer 338. 

8. The use of a composition according to any one of claims 1 to 7 when n in the 

composition the relative amount (w/w) of 4-[[4-[[4-(2-cyanoethenyl 	6-

dimethylphenyl]amino]-2-pyrimidinyl]aminoThenzonitrile to therface modifier is 

10 in the range of 1:1 to 	10:1. 

9. The use of a composition according to any one of clai 	1 to 8, wherein in the 

composition the average effective particle size of 4- 	4[4-(2-cyanoetheny1)-2,6- 

dimethylphenyl]amino]-2-pyriinidinyl]aminojben i 	itrile micro- or nanoparticles 

15 is below 	50 um. 

10. The use of a composition according to 	y one of claims 1 to 9, wherein in the 

composition the average effective particl -  .ize of 41[41[4-(2-cyanoetheny1)-2,6- 

dimethylphenyl]amino]-2-pyrimidinyl 	nino]benzonitrile micro- or nanoparticles is 

20 below 	200 nm. 

11. The use of a composition ac 	ding to any one of claims 1 to 10, wherein in the 

composition the average e' ective particle size of 44[44[4-(2-cyanoetheny1)-2,6- 

dimethylphenyl]amino 	-pyrimidinyl]amino]benzonitrile micro- or nanoparticles 

25 is 	130 nm. 

12. The use of a co 	•osition according to any one of claims 1 to 8, wherein in the 

composition tr - average effective particle size of 44[44[4-(2-cyanoetheny1)-2,6- 

dimethylp 	wl]amino]-2-pyrimidinyllaminoThenzonitrile micro- or nanoparticles 

30 is in the • nge of 50 nm to 1000 nm. 

13. Th; use of a composition according to any one of claims 1 to 8, wherein in the 

, imposition the average effective particle size of 44[44[4-(2-cyanoetheny1)-2,6-

dimethylphenyljamino]-2-pyrimidinyliaminoThenzonitrile micro- or nanoparticles 

35 is in the range of 50 nm to 400 nm. 

14. The use of a composition according to any one of claims ] to 8, wherein in the 

composition the average effective particle size of 44[44[4-(2-cyanoetheny1)-2,6- 
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dimethylphenyljamino]-2-pyrimidinyl]aminoThenzonitrile micro- or nanoparticles 

is in the range of 150 nm to 220 nm. 

15. The use of a composition according to any one of claims 1 to 8, wherein the 

5 composition comprises 4-[[44[4-(2-cyanoetheny1)-2,6-dimethylphenyl]am 	o]-2- 

pyrimidinyl]aminojbenzonitrile, a salt, a stereoisomer or a stereoisomer 	mixture 
thereof, in nanoparticle form. 

16. The use ofa composition according to any one of claims 1 to 15 or the long-term 

10 prevention of HIV infection in a subject at risk of being infec 	d, wherein the 

composition comprises a therapeutically effective amount .r the long-term 

prevention of HIV infection in a subject at risk of being' fected. 

17. The use ofa composition according to claim 16, w erein the therapeutically 

15 effective amount of 44[44[4-(2-cyanoetheny1)- 	6-dimethylphenyl]amino]-2- 

pyrimidinyl]aminoThenzonitrile is calculated s 	a basis of a dose of 4-[[4-[[4-(2- 

cyanoetheny1)-2,6-dimethylphenyl]amino 	-pyrimidinyl]amino]benzonitrile 

ranging from 0.5 mg/day to 50 mg/day. 

20 	18. The use ofa composition accordin: to claim 17, wherein the therapeutically 

effective amount is calculated o• 	basis of a dose of 4-[[4-[[4-(2-cyanoethenyI)- 

2,6-dimethylphenyl]amino] 	.yrimidinyl]amino]benzonitrile ranging from 	I 
mg/day to 	10 mg/da . 

25 	19. The use ofa compos 	on according to claim 16 wherein the therapeutically 

effective amount 	4-[[44[4-(2-cyanoetheny1)-2,6-dimethylphenyl]aminc+2-

pyrimidinyl]ani oThenzonitrile corresponds with a monthly dose of from 15 mg to 

1,500 mg. 

30 	20. The us- 4f a composition according to claim 19 wherein the therapeutically 

effec 	e amount corresponds with a monthly dose of from 	30 mg to 
3 I ; mg of 4-[[44[4-(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyrimidinyli- 

minolbenzonitrile. 

35 	21. The use ofa composition according to claim 20 wherein the therapeutically 

effective amount corresponds with a monthly dose of from 	60 mg to 

150 mg of 4-[[41[4-(2-cyanoetheny1)-2,6-dimethylphenyl]aininoj-2-pyrimidinyl]- 

aminoThenzonitrile. 
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22. The use of a composition according to any one of claims 1 to 15 for the long-term 

treatment of HIV infection, wherein the composition comprises a therapeuticall 

effective amount for the long-term treatment of HIV infection. 

5 

23. The use of a composition according to claim 22, wherein the therapeuti 	ly 

effective amount of 44[41[4-(2-cyanoetheny1)-2,6-dimethylphenyfla 	ino]-2- 

pyrimidinyl]amino]benzonitrile is calculated on a basis of a dose o ' 	-1[41[4-(2- 

cyanoethenyI)-2,6-d imethylphenyl]amino]-2-pyrimidinyllam in • • enzonitrile 

10 ranging from 	5 mg/day to 	50 mg/day. 

24. The use ofa composition according to claim 23, where! 	the therapeutically 

effective amount is calculated on a basis of a dose of 4[44[4-(2-cyanoetheny1)- 

2,6-dimethylphenyl]amino]-2-pyrimidinyl]aminol 	zonitri le ranging from 

15 10 mg/day to 	25 mg/day. 

25. 	The use ofa composition according to an 	one of claims I to 3, wherein the 

composition comprises by weight base 	on the total volume of the composition: 

(a) from 3% to 50% , or from 10% • 40% , or from 10% to 30%, of 4-[[4-[[4-(2- 

20 cyanoethenyl)-2,6-dimethyl • enyl]amino)-2-pyrimidinyflaminoThenzonitrile ; 

(b) from 0.5% to 10 %, or fit 	0.5% to 2% of a surface modifier; 

(c) from 0% to 10%, or fro 	0% to 5%, or from 0% to 2%, or from 0% to 1% of 

one or more bufferin 	agents; 

(d) from 0% to 10 %, Jr from 0% to 6% of a isotonizing agent 

25 (e) from 0% to 2% preservatives; and 

(0 	water for inj. Lion q.s. ad 100%. 

30 26. The us- •fa composition according to any one of claims Ito 25 wherein the 

me. cament is for administration by intramuscular or subcutaneous injection 

i , ermittently at a time interval of one month to one year. 

. The use of a composition according to any one of claims 1 to 25, wherein the 

35 medicament is for administration by intramuscular or subcutaneous injection 

intermittently at a time interval that is in the range of one week to one month, or 

in the range of one month to three months, or in the range of three months to six 
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months, or in the range of six months to twelve months, or in the range of 12 

months to 24 months. 

28. The use of a composition according to any one of claims 1 to 25, wherein the 

5 	medicament is for administration by intramuscular or subcutaneous inje 	on 

intermittently once every two weeks, or once every month, or once ev 	y three 

months. 

29. The use of a composition according to claim 28 wherein the me icament is for 

10 	administration by intramuscular or subcutaneous injection inter 	ently once every 

month. 

30. The use of a composition according to claim 28 whe 	in the medicament is for 

administration by intramuscular or subcutaneous inje 	on intermittently once every 

15 	three months. 

31. The use of a composition according to cla' 1 27 wherein the medicament is for 

administration by intramuscular or subcuta• -ous injection intermittently once every 

two months 

20 

32. The use of a composition accor ing to any one of claims Ito 25 wherein the 

medicament is for administratio, 11 intramuscular or subcutaneous injection 

intermittently at a time intery 	that is in the range of 2, 3 or 4 weeks. 

25 

33. The use of a comp osition according to any one of claims Ito 25 wherein the 

effective amou 	of 4-[[4-[[4-(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2- 

pyrimidiny 	•mino]benzonitrile in the composition is selected such that the blood 

plasma ce centration of 4-[[4-[[4-(2-cyanoethenyl)-2,6-dimethylphenyl]amino]-2- 

30 pyrim , nyliaminoThenzonitrile is kept during a prolonged period of time at a level 

ran. • tg from 20 ng/ml to 90 ng/ml. 

34 he use of a composition according to any one of claims I to 33 wherein the 

edicament is for administration by intramuscular injection. 

35 



-28- 

Claims 

1. The use of a pharmaceutical composition, comprising a therapeutically effective 

amount of 44[4-[[4-(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyrimidinyl]-

aminoThenzonitrile, a salt, a stereoisomer or a stereoisomeric mixture thereof, in 

5 the form of a suspension of micro- or nanoparticles comprising: 

(a) 44[4-[[4-(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyrimidinyl]-

aminoThenzonitrile , a salt, a stereoisomer or a stereoisomeric mixture 

thereof, in micro- or nanoparticle form, having a surface modifier adsorbed 

to the surface thereof; and 

10 (b) a pharmaceutically acceptable aqueous carrier; wherein the 4-[[44[4-(2-

cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyrimidinyljaminoThenzonitrile 

active ingredient is suspended; 

in the manufacture of a medicament for the long-term treatment of HIV infection, 

or for the long-term prevention of HIV infection in a subject at risk of being 

15 infected by HIV, wherein the medicament is for administration by intramuscular or 

subcutaneous injection intermittently at a time interval that is in the range of one 

week to three months. 

2. The use according to claim 1 wherein 4-[[4-[[4-(2-cyanoethenyl)-2,6- 

20 	dimethylphenyl]amino]-2-pyrimidinyl]aminoThenzonitrile is present in the composition 

in the base form. 

3. The use according to claim 2 wherein 44[44[4-(2-cyanoetheny0-2,6-

dimethylphenyl]amino]-2-pyrimidinyliaminoThenzonitrile is present in the 

25 composition as the E-isomer of the base form. 

4. The use according to any one of claims 1 to 3, wherein the surface modifier in the 

composition is selected from the group of poloxamers, a-tocopheryl polyethylene 

glycol succinates, polyoxyethylene sorbitan fatty acid esters, and salts of 

30 negatively charged phospholipids. 

5. The use according to any one of claims 1 to 3, wherein the surface modifier in the 

composition is selected from poloxamer 338, a-tocopheryl polyethylene glycol 

1000 succinate, polysorbate 80, and egg phosphatidyl glycerol sodium. 
35 

6. The use according to any one of claims 1 to 4 wherein the surface modifier in the 

composition is a poloxamer. 
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7. The use according to claim 6 wherein the surface modifier in the composition is 

poloxamer 338. 

5 8. The use according to any one of claims 1 to 7 wherein in the composition the 

relative amount (w/w) of 44[44[4-(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-

pyrimidinyl]aminoThenzonitrile to the surface modifier is in the range of 1:1 to about 

10:1. 

10 9. The use according to any one of claims 1 to 8, wherein in the composition the 

average effective particle size of 41[44[4-(2-cyanoetheny1)-2,6-

dimethylphenyl]amino]-2-pyrimidinyllaminoThenzonitrile micro- or nanoparticles 

is below about 50 gm. 

15 10. The use according to any one of claims 1 to 9, wherein in the composition the 

average effective particle size of 41[44[4-(2-cyanoetheny1)-2,6-

dimethylphenyl]amino]-2-pyrimidinyfiaminoThenzonitrile micro- or nanoparticles is 

below about 200 nm. 

20 11. The use according to any one of claims 1 to 10, wherein in the composition 

the average effective particle size of 44[44[4-(2-cyanoetheny1)-2,6-

dimethylphenyl]amino]-2-pyrimidinyl]aminoThenzonitrile micro- or nanoparticles 

is about 130 nm. 

25 12. The use according to any one of claims 1 to 8, wherein in the composition the 

average effective particle size of 4-[[44[4-(2-cyanoetheny1)-2,6-

dimethylphenyl]amino]-2-pyrimidinyl]aminoThenzonitrile micro- or nanoparticles 

is in the range of 50 nm to 1000 nm. 

30 13. The use according to any one of claims 1 to 8, wherein in the composition the 

average effective particle size of 44[4-[[4-(2-cyanoetheny1)-2,6-

dimethylphenyl]amino]-2-pyrimidinyl]aminoThenzonitrile micro- or nanoparticles 

is in the range of 50 nm to 400 nm. 

35 14. The use according to any one of claims 1 to 8, wherein in the composition the 

average effective particle size of 44[4-[[4-(2-cyanoetheny1)-2,6-

dimethylphenyl]amino]-2-pyrimidinyl]aminoThenzonitrile micro- or nanoparticles 

is in the range of 150 nm to 220 nm. 
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15. The use according to any one of claims 1 to 8, wherein the composition 

comprises 44[44[4-(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyrimidiny1]-

aminoThenzonitrile, a salt, a stereoisomer or a stereoisomeric mixture thereof, in 

5 nanoparticle form. 

16. The use according to any one of claims 1 to 15 for the long-term prevention of 

HIV infection in a subject at risk of being infected, wherein the composition 

comprises a therapeutically effective amount for the long-term prevention of HIV 

10 infection in a subject at risk of being infected. 

17. The use according to claim 16, wherein the therapeutically effective amount of 

4-[[4-[[4-(2-cyanoetheny1)-2,6-dimethylpheny]lamino]-2-pyrimidinylk 

aminoThenzonitrile is calculated on a basis of a dose of 4-[[4-[[4-(2-cyanoethenyl)- 

15 2,6-dimethylphenyl]amino]-2-pyrimidinyl]aminoThenzonitrile ranging from 0.5 

mg/day to 50 mg/day. 

18. The use according to claim 17, wherein the therapeutically effective amount is 

calculated on a basis of a dose of 4-[[4-[[4-(2-cyanoethenyl)-2,6- 

20 dimethylphenyl]amino]-2-pyrimidinyliaminolbenzonitrile ranging from about 1 

mg/day to about 10 mg/day. 

19. The use according to claim 16 wherein the therapeutically effective amount of 

41[44[4-(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyrimidinylk 

25 amino]benzonitrile corresponds with a monthly dose of from 15 mg to 1,500 mg. 

20. The use according to claim 19 wherein the therapeutically effective amount 

corresponds with a monthly dose of from about 30 mg to about 300 mg of 44[44[4- 

(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyrimidinyl]aminoThenzonitrile. 

30 

21. The use according to claim 20 wherein the therapeutically effective amount 

corresponds with a monthly dose of from about 60 mg to about 150 mg of 44[444- 

(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyrimidinyliaminoThenzonitrile. 

35 22. The use according to any one of claims I to 15 for the long-term treatment of 

HIV infection, wherein the composition comprises a therapeutically effective 

amount for the long-term treatment of HIV infection. 
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23. 	The use according to claim 22, wherein the therapeutically effective amount 

of 44[444-(2-cyanoetheny1)-2,6-dimethylphenyliamino]-2-pyrimidiny1]-

aminoThenzonitrile is calculated on a basis of a dose of 44[44[4-(2-cyanoetheny1)- 

2,6-dimethylphenyl]amino]-2-pyrimidinyllaminoThenzonitrile ranging from about 5 

5 mg/day to about 50 mg/day. 

24. 	The use according to claim 23, wherein the therapeutically effective amount 

is calculated on a basis of a dose of 44[44[4-(2-cyanoetheny1)-2,6-

dimethylphenyl]amino]-2-pyrimidinyliaminolbenzonitrile ranging from about 10 

10 mg/day to about 25 mg/day. 

25. 	The use according to any one of claims 1 to 3, wherein the composition 

comprises by weight based on the total volume of the composition: 

(a) from 3% to 50% , or from 10% to 40% , or from 10% to 30% , of 4-[[4-[[4-(2- 

15 cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyrimidinyliaminojbenzonitrile ; 

(b) from 0.5% to 10 %, or from 0.5% to 2% of a surface modifier; 

(c) from 0% to 10%, or from 0% to 5%, or from 0% to 2%, or from 0% to I% of 

one or more buffering agents; 

(d) from 0% to 10 %, or from 0% to 6% of a isotonizing agent 

20 (e) from 0% to 2% preservatives; and 

(f) water for injection q.s. ad 100%. 

25 26. 	The use according to any one of claims 1 to 25, wherein the medicament is 

for administration by intramuscular or subcutaneous injection intermittently at a 

time interval that is in the range of one week to one month. 

27. 	The use according to any one of claims 1 to 25, wherein the medicament is 

30 for administration by intramuscular or subcutaneous injection intermittently once 

every two weeks, or once every month, or once every three months. 

28. 	The use according to claim 27 wherein the medicament is for administration 

by intramuscular or subcutaneous injection intermittently once every month. 

35 

29. The use according to claim 27 wherein the medicament is for administration by 

intramuscular or subcutaneous injection intermittently once every three months. 
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30. The use according to any one of claims 1 to 25 wherein the medicament is 

for administration by intramuscular or subcutaneous injection intermittently once 

every two months 

5 31. The use according to any one of claims 1 to 25 wherein the medicament is 

for administration by intramuscular or subcutaneous injection intermittently at a 

time interval that is in the range of 2, 3 or 4 weeks. 

32. The use according to claim 31 wherein the medicament is for administration 

10 by intramuscular or subcutaneous injection intermittently at a time interval of 4 

weeks. 

33. The use according to any one of claims 1 to 25 wherein the effective amount 

of 41[44[4-(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-pyrimidinylk 

15 amino]benzonitrile in the composition is selected such that the blood plasma 

concentration of 41[44[4-(2-cyanoetheny1)-2,6-dimethylphenyl]amino]-2-

pyrimidinyliaminoThenzonitrile is kept during a prolonged period of time at a level 

ranging from 20 ng/ml to 90 ng/ml. 

20 34. The use according to any one of claims 1 to 33 wherein the medicament is 

for administration by intramuscular injection. 


