
- 39- THE .CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS: 1.   New
trifluoromethylketone derivatives of the following formula [err] 



wherein [err] is lower alkyl which has one or two substituents selected
from carboxy, esterified carboxy and di-lower alkylcarbamoyl;
phenyl(lower)alkyl, the phenyl moiety of which may have halogen or nitro 



or amino and the alkyl moiety of which may have carboxy or esterified
carboxy; halo-phenyl; morpholino; or morpholino(lower)alkyl, [err] and
[err] are each lower alkyl, X is -NH-, 



n is 0 or 1, and Y  is [err]     or [err] and pharmaceutically acceptable
salt thereof. 2.   New trifluoromethylketone derivatives according to 



claim 1 which are represented by the following formula : [err]   



wherein [err] is lower alkyl which has one or two substituents selected
from carboxy, esterified carboxy and di-lower alkylcarbamoyl;
phenyl(lower)alkyl, the 



phenyl moiety of which may have halogen or nitro or amino and the alkyl
moiety of which may have carboxy or esterified carboxy; halo-phenyl;
morpholino; or morpholino(lower)alkyl, and [err] and [err] are each lower
alkyl, 



and pharmaceutically acceptable salt thereof. 3.   New
trifluoromethylketone derivatives according to claim 2, wherein [err] is
lower alkyl which has carboxy or esterified carboxy, and 



[err] and [err] are each lower alkyl. 4.   New trifluoromethylketone
derivatives according to claim 3, wherein [err] is carboxymethyl, and [err]
and [err]  are each isopropyl. 



5.   New trifluoromethylketone derivatives according to claim 4 which are
3(RS)-[[4-(carboxymethylamino-
carbonyl)phenylcarbonyl]-L-valyl-L-prolyl]amino-
1,1,1-trifluoro-4-methyl-2-oxopentane. 6.   New trifluoromethylketone
derivatives according to 



claim 4 which are a sodium salt of 3(RS)-[[4-
carboxymethylaminocarbonyl)phenylcarbonyl]-L- valyl-L-prolyl] amino-l,
1,1-trifluoro-4-methyl-2- oxopentane. 7.   A process for preparation of
trifluoromethylketone 



derivatives of the following formula or their salt    - 41 - 



[err] wherein [err] is lower alkyl which has one or two substituents
selected from carboxy, esterified carboxy and di-lower alkylcarbamoyl;
phenyl (lower) alkyl, the 



phenyl moiety of which may have halogen or nitro or amino and the alkyl
moiety of which may have carboxy or esterified carboxy; halo-phenyl;
morpholino; or morpholino(lower)alkyl, R2 and R3 are each lower alkyl, 



X is -NH-, n is 0 or 1, and Y  is -  [err]     or [err] which comprises
reacting a compound of the following 



formula or its salt [err] with a compound of the formula    [err] or its
salt, or oxidizing a compound of the following formula or its salt: 



[err] , or subjecting a compound of the following formula or its salt to
de-esterification reaction  



[err] reducing a compound of the following formula or its salt 



[err] or reacting a compound of the following formula or its salt: [err] 



with a compound of the formula [err] or its salt. In the above formulae,
[err] is mono- or di- esterified carboxy(lower)alkyl, [err] is lower
alkylene, [err] is lower alkyl, and [err] to [err], X, Y and n are each as
defined above. 



8.   A process according to claim 7, wherein [err] is lower alkyl which has
carboxy or  esterified carboxy, [err] and [err] are each lower alkyl, n is
O and Y is [err] 



9.   A process according to claim 7, wherein [err] is carboxymethyl, [err]
and [err] are each isopropyl, n is O and Y is   [err]  



- 43 10.  A process according to claim 7, wherein the object compound is
3(RS)-[[4-(carboxymethylaminocarbonyl)- 



phenylcarbonyl]-L-valyl-L-prolyl]amino-1,1,1-
trifluoro-4-methyl-2-oxopentane. 11.  A process according to claim 7,
wherein the object compound is a sodium salt of 3(Rs)-[[4-
carboxymethylaminocarbonyl) phenylcarbonyl]-L-valyl- 



L-prolyl]amino-1,1,1-trifluoro-4-methyl-2-oxopentane. 12.  A pharmaceutical
composition comprising as an effective ingredient new trifluoromethylketone
derivatives as defined in claims 1 to 6 or their pharmaceutically
acceptable salt in association with 



a pharmaceutically acceptable carrier or excipient. 13.  A human leukocyte
elastase inhibitor comprising as an effective ingredient new
trifluoromethylketone derivatives as defined in claims 1 to 6 or their
pharmaceutically acceptable salt in association with 



a pharmaceutically acceptable carrier or excipient. 14.  A pharmaceutical
composition for treatment or prevention of degenerative diseases such as
pulmonary emphysema, atherosclerosis, rheumatoid arthritis,
arthrosclerosis, osteoarthritis, psoriasis, 



pancreatitis, periodontosis, pulmonary fibrosis, cystic fibrosis, chronic
bronchitis, bronchiectasia, diffuse panbronchiolitis, respiratory injury,
and adult respiratory distress syndrome comprising as an effective
ingredient new trifluoromethylketone 



derivatives as defined in claims 1 to 6 or their pharmaceutically
acceptable salt in association with a pharmaceutically acceptable carrier
or excipient.   



-44- 15. A pharmaceutical composition for treatment or prevention of graft
rejection comprising as an effective ingredient new trifluoromethylketone 



derivatives as defined in claims 1 to 6 or their pharmaceutically
acceptable salt in association with a pharmaceutically acceptable carrier
or excipient. 16.  A pharmaceutical composition for treatment or prevention
of nephritis, sepsis, hydroa, disseminated 



intravascular coagulation, shock, systemic lupus erythematosus, clone
disease, ischemia-reperfusion injury, chronic obstructive pulmonary disease
(COPD), premature rupture of the membrane (PROM), corneal sarring or
fibroblast proliferation (ocular 



coagulation, burns, mechanical and chemical injury, kerato-conjunctivitis,
etc.), or asthma comprising as an effective ingredient. new
trifluoromethylketone derivatives as defined in claims 1 to 6 or their
pharmaceutically acceptable salt in association with 



a pharmaceutically acceptable carrier or excipient. 17.  A method of
treating or preventing degenerative diseases such as pulmonary emphysema,
atherosclerosis, rheumatoid arthritis, arthrosclerosis, osteoarthritis,
psoriasis, 



pancreatitis, periodontosis, pulmonary fibrosis, cystic fibrosis, chronic
bronchitis, bronchiectasia, diffuse panbronchiolitis, respiratory injury,
and adult respiratory distress syndrome in a subject in need thereof which
comprises administering to the 



subject an effective amount of new trifluoromethylketone derivatives as
defined in claims 1 to 6 or their pharmaceutically acceptable salt.  



- 45 - 18.A method of treating or preventing graft rejection in a subject
in need thereof which comprises 



administering to the subject an effective amount of new
trifluoromethylketone derivatives as defined in claims 1 to 6 or their
pharmaceutically acceptable salt. 19.A method of treating or preventing
nephritis, sepsis, 



hydroa, disseminated intravascular coagulation, shock, systemic lupus
erythematosus, clone disease, ischemia-reperfusion injury, chronic
obstructive pulmonary disease (COPD), premature rupture of the membrane
(PROM), corneal sarring or fibroblast 



proliferation (ocular coagulation, burns, mechanical and chemical injury,
kerato-conjunctivitis, etc.), or asthma in a subject in need thereof which
comprises administering to the subject an effective amount of new
trifluoromethylketone derivatives as defined in 



claims 1 to 6 or their pharmaceutically acceptable salt. 20.  Use of a
compound of any of claims 1 to 6 and their pharmaceutically acceptable
salts for the manufacture of a medicament for therapeutic treatment or 



prevention of degenerative diseases such as pulmonary emphysema, chronic
bronchitis, atherosclerosis, rheumatoid arthritis, osteoarthritis,
psoriasis, pancreatitis and adult respiratory distress syndrome, and
nephritis, sepsis, asthma or graft rejection. 



-46- 21. Compounds of formula (I), processes for their preparation 



or pharmaceutical compositions or methods of treatment involving them,
substantially as hereinbefore described with reference to the Examples.   






















