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ReMndicaciones 

1. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-pipendin-2,6-diona 

cnstalina que tiene un patrOn de difracciOn de polvo de Rayos-X que comprende 

picos a aproximadamente 8, 14.5y 16 grados 20. 

2. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina de la reivindicaciOn 1, donde el patrOn comprende picos a 

aproximadamente 7.9, 14.4 y 15.9 grados 20. 

3. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-pipendin-2,6-diona 

cnstalina de la reivindicaciOn 1, donde el patrOn comprende ademÆs picos a 

aproximadamente 17.5, 20.5, 24 y26 grados 20. 

4. La 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cnstalina de la reivindicaciOn 1, donde el patrOn comprende picos a 17.6, 20.6, 

24.1 y 26.0 grados 20. 

5. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina de las reivindicaciones 1-4, que tiene un termograma por calorimetrIa 

diferencial de bamdo que comprende un endotermo con maxima de 

aproximadamente 270°C. 

6. 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cnstalina, que tiene un patrOn de difracciOn de polvo de Rayos-X correspondiente 

al patrOn de difracciOn de polvo de Rayos-X de la Figura 1. 

7. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cnstalina, que tiene un espectro infrarrojo correspondiente al espectro infrarrojo 

representativo de la Figura 2. 

8. 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cnstalina, que tiene un espectro Raman correspondiente al espectro Rama 

representativo de la Figura 3. 

9. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina de cualquiera de las reivindicaciones 1-8 que no es solvatada. 



10. La 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina que tiene un patron de difracciOn de polvo de rayos-X que comprende 

picos a aproximadamente 16, 22y27 grados 20. 

11. La 3-(4-amino-1-oxo-I ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina de la reivindicaciOn 10, donde el patrOn comprende picos a 15.8, 22.2y 

26.7 grados2o. 

12. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina de la reivindicaciOn 10, donde el patrOn comprende ademÆs picos a 

aproximadamente 18 grados 20. 

13. La 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina de la reivindicaciOn 12, donde el patrOn comprende un pico a 18.2 

grados 20. 

14. 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina que tiene un termograma de calorimetria diferencial de bamdo que 

comprende endotermos con mÆximas a aproximadamente 146°C y 268°C. 

15. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cnstalina que pierde cerca del 3.1 % de volÆtiles en una base de peso cuando se 

calienta a aproximadamente 175°C. 

16. 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-il)-pipendin-2,6-diona 

cristalina que tiene un patron de difracciOn de polvo de Rayos-X correspondiente 

a los patrones de difracciOn de polvo de rayos X representativos de las Figuras 

6, 32, 33 y 34. 

17. 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cnstalina que tiene un espectro infrarrojo correspondiente al espectro infrarrojo 

representativo de la Figura 7. 

18. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-pipendin-2,6-diona 

cristalina que tiene un espectro Raman correspondiente al espectro Raman 

representativo de la Figura 8. 

19. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-pipendin-2,6-diona 

cnstalina que tiene aproximadamente 0.46 moles de agua por mole de de 3-(4-

amino-I -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-I ,6-diona. 
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20. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-pipendin-2,6-diona 

cristalina de cualquiera de las reivindicaciones 10-19, que es hemihidratada. 

21. 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina que tiene un patron de difracciOn de polvo de Rayos-X que comprende 

picos a aproximadamente 8, 15.5 y25 grados 29. 

22. La La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina de la reivindicaciOn 21, donde el patrOn comprende picos a 7.9, 15.8 y 

24.9 grados 20. 

23. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina de la reivindicaciOn 21 022 que tiene un termograma por calonmetrIa 

diferencial de bamdo que comprende endotermos con mÆximas 

aproximadamente a 150°C y 269°C 

24. 3-(4-amino.-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cnstalina que tiene un patron de difracciOn de polvo de rayos-X correspondiente 

al patrOn de difracciOn de polvo de rayos-X representativo de la Figura 12. 

25. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-pipendin-2,6-diona 

cristalina que tiene un espectro infrarrojo correspondiente al espectro infrarrojo 

representativo de la Figura 13. 

26. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina que tiene un espectro Raman correspondiente al espectro Raman 

representativo de la Figura 14. 

27. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina de cualquiera de las reivindicaciones 21-26 que es solvatada. 

28. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 
cristalina que tiene un patrOn de difracciOn de rayos-x que comprende picos a 

aproximadamente 12, 27 y28 grados 20. 

29. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-djona 
cnstalina de la reivindicaciOn 28, donde el patrOn comprende picos a 11.9, 26.5 y 
27.8 grados 20. 

30. La 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-iI)-piperidjn-2,6-djona 
cristalina de la reivindicaciOn 28 029 que tiene un termograma por calorimetrIa 
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diferencial de bamdo que comprende endotermos con mÆximas entre 122°C y 

270°C. 

31. 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina que tiene un patron de difracciOn de polvo de rayos-x correspondiente 

al patrOn de difracciOn de polvo representativo de la Figura 18. 

32. 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina que tiene un espectro infrarrojo correspondiente al espectro infrarrojo 

representativo de la Figura 19. 

33. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina que tiene un espectro Raman correspondiente al espectro Raman 

representativo de la Figura 20. 

34. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina de cualquiera de las reivindicaciones 28-33, que es solvatada. 

35. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina que tiene un patron de difracciOn de polvo de rayos-x que comprende 

picos a aproximadamente 20, 24.5 y29 grados 20 

36. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

c,istalina de (a reivindicaciOn 35, donde el patron comprende picos a 20.0 24.7 y 

28.6 grados 20 

37. La 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-iI)-pipendin-2,6-diona 

cristalina de las reivindicaciones 35 0 36 que tiene un termograma por 

calorimetria diferencial de bamdo que comprende endotermos con mÆximas 

entre 99°C y 269°C 

38. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina que tiene un patrOn de difracciOn de polvo de rayos-x correspondiente a 

los patrones de difracciOn de polvo de rayos-x representativos de las Figuras 23 

y 35. 

39. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-dioria 

cristalina de cualquiera de las reivindicaciones 35-38 que es dihidratada. 

40. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina que tiene un patrOn de difracciOn de polvo de rayos-x que comprende 

picos a aproximadamente 19, 19.5 y25 grados 20 
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41. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina de la reivindicapión 40, donde el patron comprende picos a 18.9, 19.7 y 

24.9 grados 20 

42. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina de la reivindicación 40 ô 41, que tiene un termograma por calorimetria 

diferencial de barrido que comprende un endotermo con un mÆximo de 

aproximadamente 269°C. 

43. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina que tiene un patrOn de difracciOn de polvo de rayos-x correspondiente 

al patrOn de difracciOn de polvo de rayos-x representativo de la Figura 26. 

44. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-djona 

cristalina de cualquiera de las reivindicaciones 40-43, que no es solvatada. 

45. 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina que tiene un patrOn de difracciOn de polvo de rayos-x que comprende 

picos a aproximadamente 21, 23y 24.5 grados 20. 

46. La 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina de la reivindicaciOn 45, donde el patron comprende picos a 21.3, 22.5 y 

24.3 grados 20. 

47. La 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina de la reivindicación 45 ó 46 que tiene un termograma por calorimetria 

diferencial de barrido que comprende un endotermo a aproximadamente 248°C. 

48. 3-(4-amino-1-oxo-1 ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona 

cristalina que tiene un patrOn de difracciOn de polvo de rayos-x correspondiente 

al patrOn de difracciOn de polvo de rayos-x representativo de la Figura 28 

49. La 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina de cualquiera de las reivindicaciones 45-48 que no es solvatada. 

50. 3-(4-amino-1 -oxo-1 ,3-dihidro-isoindol-2-it)-piperidin-2,6-diona 

cristalina que tiene un patron de difracciOn de polvo de rayos-x que comprende 

picos a aproximadamente 15, 26y31 grados 20 

51. La 3-(4-amino- I -oxo-1 , 3-dihidro-isoindol-2-iI)-piperidin-2,6-diona 

cristalina de la reivindicaciôn 50 donde el patron comprende picos a I 5.2, 25.6 y 

30.7 grados 29. 



62. La cantidad terapØutica o profilacticamente efectiva de la 

reivindicación 61 donde el cancer es un tumor sólido 0 un tumor Ilevado por la 

sangre. 

63. Una cantidad terapØutica o profilÆcticamente efectiva de la 3-(4-

amino-I -oxo-I ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona cristalina de cualquiera 

de las reivindicaciones 1-55 en la preparacion de una composiciôn farmacØutica 

para el tratamiento o prevenciôn de angiogenesis no deseada, una enfermedad 

inflamatoria, enfermedad autoinmune o enfermedad inmune. 

64 Una cantidad terapØutica o profilÆcticamente efectiva de la 3-(4-

amino-I -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona cristalina de cualquiera 

de las reivindicaciones 1-55 en la preparación de una composición farmacØutica 

para el tratamiento o prevención de un sindrome mielodisplÆstico. 

65. Una cantidad terapŒutica o profilÆcticamente efectiva de la 3-(4-

amino-I -oxo-I ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona cristalina de cualquiera 

de las reivindicaciones 1-55 en la preparaciôn de una composición farmacØutica 

para el tratamiento o prevenciOn de una enfermedad mieloproliferativa. 

66. Una cantidad terapeutica o profilÆcticamente efectiva de la 3-(4-

amino-I -oxo-1 ,3-dihidro-isoindol-2-iI)-piperidin-2,6-diona cristalina de cualquiera 

de las reivindicaciones 1-55 en la preparaciôn de una composiciôn farmacØutica 

para el tratamiento o prevenciOn del dolor. 

67. Una cantidad terapØutica o profilÆcticamente efectiva de la 3-(4-

amino-I -oxo-I ,3-dihidro-isoindol-2-il)-piperidin-2,6-diona cristalina de cualquiera 

de las reivindicaciones 1-55 en la preparacion de una composiciôn farmacØutica 

para el tratamiento o prevenciôn de una generacion macular. 

68. Las cantidades terapØuticas o profilÆcticamente efectivas de las 

reivindicaciones 61, 62, 63, 64, 65, 66 ó 67 donde la 3-(4-amino-I-oxo-I ,3-

dihidro-isoindol-2-il)-piperidin-2,6-diona cristalina es administrada por via oral, 

parenteral, transdermal, mucosal, nasal, tOpica o subllingual. 

69. Las cantidades terapØuticas 0 profilÆcticamente efectivas de la 

reivindicación 68 donde la 3-(4-amino-1 -oxo-I ,3-dihidro-isoindol-2-iI)-piperidin-

2,6-diona cristalina es administrada por via oral. 
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in a mammal. ’Typical embodiments are 1-oxo-2.(2, - 
dioxopiperidin3-yl)-4-aminoisoincloline and 1-oxo-2-(2, 
dioxo-3-methylpiperidin-3- 1 

26 Claims, No Drawings 
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a1 

R2 

H2 

R? 
,0-. 

a4 

Amino compounds can be prepared through catalytic 
hydrogenation of the corresponding nitro compoun– 

EA 

The nitro intermediates of Formula IA are known or can 
be obtained though conventional processes. For example, a 
nitrophthalic anhydride is allowed to react with 
a-aniinoglutarimide hydrochloride {alternatively named as 
2,6-dioxopiperidin-3-ylarmmonium chloride} in the pres-
ence of sodium acetate and glacial acetic acid to yield an 
intermediate of Formula LA in which X and Y are both 
c=O. 

In a second route, a lower alkyl ester of nitro-ortho-toluic 
acid is brominated with N-bromosuccinimide under the 
influence of light to yield a lower aikyl 2-(bromomethyl) 
nitrobenzoate. This is allowed to react with 2,6-
dioxopiperidiu-3-ammonium chloride in, for example, dim-
ethylformamide in the presence of triethylamine to yield an 
intermediate of Formula II in which one of X is 0=0 and 
the other is Cl!,. 

Alternatively, if one of R1, R2, R3, and 1(4 is protected 
amino, the protecting group can be cleaved to yield the 
corresponding compound in which one of R1, R2, R3, and 1(4 

is amino. Protecting groups utilized herein denote groups 
which generally are not found in the final therapeutic 
compounds but which are intentionally introduced at some 
stage of the synthesis in order to protect groups which 
otherwise might be altered in the course of chemical 
manipulations. Such protecting groups are removed at a later 
stage of the synthesis and compounds bearing such protect-
ing groups thus are of importance primarily as chemical 
intermediates (although some derivatives also exhibit bio-
logical activity). Accordingly the precise structure of the 
protecting group is not critical. Numerous reactions for the 
formation and removal of such protecting groups are 
described in a number’ of standard works including, for 
example, "Protective Groups in Organic Chemistry", Ple-
num Press, London and N.Y., 1973; Greene, Th. W. "Pro-
tective Groups in Organic Synthesis", Wiley, New York, 
1981; "The Peptides", Vol 1, Scbr&ler and Lubke, Academic 
Press, London and New York, 1965; "Methoden der alga-
nisehen Chemie", Houben-Weyl, 4th Edition. %bl.15/I, 
Georg Theme Verlag, Stuttgart 1974, the disclosures of 
which are incorporated herein by reference. An amino group 
can be protected as an amide utilizing an acyl group which 
is selectively removable under mild conditions, especially 
benzyloxycarbonyl, formyl, or a lower alkanoyl group 
which is branched in 1-or a position to the carbenyl group, 
particularly tertiary alkanoyl such as pivaloyl, a lower 
alkanoyl group which is substituted in the position a to the 
carbonyl group, as for example trifluoroacetyl. 

The compounds of the present invention possess a center 
of chirality and can exist as optical isomers. Both the 
racemates of these isomers and the individual isomers 
themselves, as well as diastereomers when there are two 
chiral centers, are within the scope of the present invention. 
The racemates can be used as such or can be separated into 
their individual isomers mechanically as by chromatography 
using a chiral adsorbent Alternatively, the individual iso-
mers can be prepared in chiral form or separated chemically 

10 from a mixture by forming salts with a chiral acid, such as 
the individual enantiomers of lO-camphorsulfonic acid, 
camphoric acid, 4x-bromocanlphoric acid, methoxyacetic 
acid, tartaric acid, diacetyltartaric acid, malic acid, 
pyrrolidone-5-carboxylic acid, and the like, and then freeing 

15 one or both of the resolved bases, optionally repeating the 
process, so as obtain either or both substantially free of the 
other, i.e., in a form having an optical purity of >95%. 

The present invention also pertains to the physiologically 
acceptable non-toxic acid addition salts of the compounds of 

o Formula I. Such salts include those derived from organic and 
inorganic acids such as, without limitation, hydrochloric 
acid, hydrobromic acid, phosphoric acid, sulfuric acid, 
methanesuiphonic acid, acetic acid, tartaric acid, lactic acid, 
succinic acid, citric acid, maleic acid, maleic acid, sorbic 

25 acid, aconitic acid, salicylic acid, phthalic acid, enibonic 
acid, enanthic acid, and the like. 

Oral dosage forms include tablets, capsules, dragees, and 
similar shaped, compressed pharmaceutical forms contain-
ing from 1 to 100 mg of drug per unit dosage. Isotonic saline 

30 solutions containing from 20 to 100 mg/niL can be used for 
parenteral administration which includes intramuscular, 
inirathecal, intravenous and intra-arterial routes of admin-
istration.. Rectal administration can be effected through the 
use of suppositories formulated from conventional carriers 

35 such as cocoa butter. 
Pharmaceutical compositions thus comprise one or more 

compounds of the present invention associated with at least 
one pharmaceutically acceptable carrier, diluent or excipi-
ent. In preparing such compositions the active ingredients 

40 are usually mixed with or diluted by an excipient or enclosed 
within such a carrier which can be in the form of a capsule 
or sachet When the excipient serves as a diluent, it may be 
a solid, semi-solid, or liquid material which acts as a vehicle, 
carrier, or medium for the active ingredient Thus, the 

45 compositions can be in the form of tablets, pills, powders, 
elixirs, suspensions, emulsions, solutions, syrups, soft and 
hard gelatin capsules, suppositories, sterile injectable solu-
tions and sterile packaged powders. Examples of suitable 
excipients include lactose, dextrose, sucrose, sorbitol, 

so mannitol, starch, gum acacia, calcium silicate, microcrys-
talline cellulose, polyvinylpyrrolidinone, cellulose, water, 
syrup, and methyl cellulose, the formulations can addition-
ally include lubricating agents such as talc, magnesium 
stearate and mineral oil, wetting agents, emulsifying and 

ss suspending agents, preserving agents such as methyl- and 
propylhydroxybenzoates, sweetening agents or flavoring 
agents. 

The following examples will serve to further typify the 
nature of this invention but should not be construed as a 

60 limitation in the scope thereof, which scope is defined solely 
by the appended claims. 

EXAMPLE 1 

1,3-Dioxo-2-(2,6-dioxopiperidin-3-yl)-5-

65 
aminoisoindoline 

A mixture of 1,3dioxo-2-(2,6-dioxopiperidin-3-yl)-5-
nitroisoindoline {alternatively named as N-(2.6-
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tetrafluoroisoindoline through a sieve of 0.2 mm mesh width 
and the two components are intimately mixed for 10 min-
utes. The microcrystalline cellulose is then added through a 
sieve of 0.9 mm mesh width and the whole is again 
intimately mixed for 10 minutes. Finally, the magnesium 
stearate is added through a sieve of 0.8 nun width and, after 
mixing for a further 3 minutes, the mixture is introduced in 
portions of 140 mg each into size 0 (elongated) gelatin 
dry-fill capsules. 

EXAMPLE 36 

A0.2% injection or infusion solution can be prepared, for 
example, in the following manner 

- 15 
1.o-2-(2,6.doxo-3-methyI 5.0 g 
pipeiirite-3-yl).4,5,6,7-telxaftuoxo-
fsoiudoline 
sodium cbtorids 2S g 
phosphate buffer pH 7.4 300.0 g 
demineralized water to 25(10.0 mL 20 

1-Oxo-2-(2,6-dioxo-3.methylpiperldin-3-yl)-4,5,6,7-
tetrafluoroisoindoline is dissolved in 100 mL of water and 
filtered through a microfilter. The buffer solution is added 
and the whole is made up to 2500 mLwith water. To prepare 
dosage unit forms, portions of 1.0 or 23 mL each are 
introduced into glass ampoules (each containing respec-
tively 2.0 or 5.0 mg of imide). 

What is claimed is: 
1. A method of treating inflammation, Inflammatory dis-

ease or autoimmune disease in a mammal which comprises 
administering thereto an effective amount of a compound of 
the formula: 

NK rnrk,A,-?. 

28 
9. The method according to claim 2 wherein said disease 

is sepsis. 
10. The method according to claim 2 wherein said disease 

is lupus. 
S U. The method according to claim 2 wherein said disease 

is erythema nodosum leprosum. 
12. The method according to claim 2 wherein said com-

pound is administered orally or pareuterally. 
13. The method according to claim 2 wherein said corn-

10 pound is administered in combination with a therapeutic 
agent 

14. The method according to claim 2 in which said 
compound is administered in the form of a physiologically 
acceptable non-toxic acid addition salt 

15. The method according to claim 2 in which said 
compound has the R-configuration. 

16. The method according to claim 2 in which said 
compound has the S-configuration. 

17. The method according to claim 2 in which said 
compound is administered in a single or multiple dosage 
regimen as a pharmaceutical composition containing from 1 
to 100 mg. of said compound. 

18. A method of treating an oncogenic or cancerous 
condition in a mammal which comprises administering 

25 thereto an effective amount of a compound of the formula: 

0 0 

30 

NH2 0 

35 in which R6 is hydrogen or methyl. 
19. The method according to claim iS in which said 

compound has the formula: 

NH2 
’*zctt L,-L040 

CH_ N-&O NH 

in which R6 is hydrogen or methyl. 
2. The method according to claim 1 in which said com-

pound has the formula: 45 H2 

9 Ca N-&NH 0. 

Nil2 

3. The method according to claim 2 wherein said disease 
is rheumatoid arthritis. 

4. The method according to claim 2 wherein said disease 
is osteoarthritis. 

5. The method according to claim 2 wherein said disease 
is Inflammatory bowel disease. 

6. The method according to claim S wherein said inflam-
matory bowel disease is Crohn’s disease. 

7. The method according to claim 5 wherein said inflam-
matory bowel disease is ulcerative colitis. 

S. The method according to claim 2 wherein said disease 
is an arthritic condition. 

20. The method according to claim 19 wherein said 
compound is administered orally or parenterally. 

so 21. The method according to claim 19 in which said 
compound is administered in combination with a therapeutic 
agent 

22. The method according to claim 21 wherein said 
therapeutic agent is a steroid, neoplastic agent or antibiotic. 

ss 23. The method according to claim 19 in which said 
compound is administered in the form of a physiologically 
acceptable non-toxic acid addition salt 

24. The method according to claim 19 in which said 
compound has the R-conflguration. 

60 25. The method according to claim 19 in which said 
compound has the S-configuration. 

26. The method according to claim 1.9 in which said 
compound is administered in a single or multiple dosage 
regimen as a pharmaceutical composition containing from I 

as to 100 mg. of said compound. 
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ftnmulactdn y adents pttaremos considezicidu a 
algunos componentes especrales de Is fotmulwrdn 
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DIAMtJRO W 

(Waie cap. 37 sobre AbsiclØn, accióny  desffiw de 
to *agas). 

Cnociendo ci efecto do pamcxón y In constante do 
disociacæi se puede eslimar ci sflio do absorci6n do 
dna nueva entidad qulmica Presunnendo que en ci 
cstóinagoelpHesl  a3yenei mtestinodelgado5a8, 
e1amayotfade1oscasos1asdrasactdas(pIç3)se  
absoiberÆu mas pmw en ci estoinago y In ,nÆs bsz-
casfpK  8) lo hathn mis pmonto to ci tracto mtestmnal, 
pero existen excqxioms porque algunas drops tkw 
ma - coeficientes do partictón ylo se monizan 
mimucho en toda la ganma de pH fismol6gzcos, aunquc 
siemxe dcspbcgan nun buenabiodmsponibmhdad ape-
sar*esto 

Polim a 

El PORMO& csullafasccrisidisolidadeun 
oisuo dado qw se debra que pueden ocurw pot 
Ioincmmsdosordcnamientos thstuitos de Las moI6c1as 
doicnCsilidDbmciIaflüsma 

3, 

pue&serdedistintalformaenlospclirnóspemesto  
noes necesarroy, enefecto ciertos caminos deforms 
enlraæan La fminacidn de molØculas dismiss y, pot 
ende, no eonst*tuyen polunorfismo A Los isdmeros 
geomØtricos a Iautômcros, aunque scan interconverli-
bies y lo bagan en fomia reversible, nose los puedo 
denomrnarpohmnomfos, sibren pueden comportarse do 
msnema conftaumente similar. 

Uncrfleuo segwnpara clasificarcomopohmórflco 
a tin sistema es ci siguiente dos poinnorfos saran do 
estructuiacnsmalmadisnnmapero idØnftcos en ci estado 
lfquido ode vapor Los isômerosdmimicos funden a 
lempemaluras dishntas, Jo niismo pie Jos pohmoifos, 
pew los productos fundidoa son do conmposicidn dis-
tanta Con ci tiempo cada uno de CStOs produclos 
fimdidosseconviemteen unamezclaequthbradadelos 
dos isdunmos y sits composicmones son termodepen-
iiintes. Es mdudablequeaigunoscasospublicadosdc 
pohnunfisma son isomensnros dinimicos porque Ins 
dos se compoztan do nmanera muy similar 

PoliznorfimoesIacapacidad de malquia elemer-



FORMA. I 
SUSPENSION INIcJAL 

PREFORMULACION 1913 

FORMA I 
SUSPENSION A LAS 6 HORAS 

Fig. 764 Miceofot s lei cambio do ’amafto de los t.tistalcs en um suspnsion de la fonna: I de una droga 

too compu sb para cnsta1iar en mªs dtUæ sistema 
cnMthnocomo sucede con ci carbono, qucŁn ci 
dramante cnstaiiza en ci sistemacdbio yen ci grafito 
en ci sisteina hexagonal En icueral, los distiutos 

estabi-
lidad etc. MIN Sc alim&{ica. En icomctido inicial del pifonnuladores detcnnna 
general, Sc tendrIague poder obtener crista es e for sjJadmgague emi evivando PXiSti en micdLL]lfl.a 
masdistintas de nun dro ilKaraMlaspropie- foimacæstalina. Por lo general pnraptoducirJacsta-
dadde deseinpcæo de me compuesto. Para hater tizaci6n dc una fortna metaestable e siguen lQ!_jl-
esti1l que cmom ci compoxtamiento de los poli- sjuinto procedimicntos: 
morfos. Sc ban publicado muchas rescUas sobre el 
tema do] polimorfismo. Ademas en In bibliograffa a) Fündase par completo ’inn peq’ieæa cantidad del corn-
aparecen machas indicacinnes do b impartancia dat puesto en ’in po.taobjeto y obsŒrvese la solidificación cntre 
pojjismo en productos fa ne&icos., Los tra- polares cruzadus. Si luego de Ia eongelacidn cspornÆnca se 
bajos dc Kubnert-Brandstauer y col., con esteroides, produce ’ma transforinación espoatlneao SI SC puede inducir 
barbittiricos y antihistanilnicos representaifan el std- ºsta mediate sembrado a raspado, es probable que LCiSt3II 
dio mâs intensivo qua Se ha hecho sobre poiimortismo Par to memos dos fonnas pohmóiiicas dcl compuesto. Es 

lmunc En lnuhte.i MIui, ’l F ’dose At esencial prcvcrnr la nucicacidn de la fornia estable rnducicn-
do un supercnfriamicrno El superenfriarniento puede indu-Ia espectroscopia inframja, describicron d polirnor- time con ’ma mucstrapequciIa, manteniendoel trozo fundido 

fismo de esterrndcs, barbituncos v suIfonamIdas.JL seguedos iinos It) par encima del porno de fusion, 
esjhns de wefn nulariin cufrn inchur .rigrosoa_ dejaruio cuj&joien ci compucsto do lade sin sacudidas 
trajpara dotrnuinnila JwPsenri de poIi’noafos an fisicas ames do obscrvarloy medianre enfriamierito rÆpidu 

tii: )im4nn,ca.pn inIcde ex- bahdnteseuha mwft dcl cflmpuestosobie uma On 
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Fg.76S c en zee eff 0 
tivo enfunción dcl iicmpo para on suspet-. 
snacuasade la fornial de una dxogaepen 
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