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ABSTRACT 

lmidaZoquinoline and tetrahydroimidaZoquinoline com 
pounds that contain sulfonamide or sulfonamide function 
ality at the 1-position are useful as immune response modi 
?ers. The compounds and compositions of the invention can 
induce the biosynthesis of various cytokines and are useful 
in the treatment of a variety of conditions including viral 
diseases and neoplastic diseases. 
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METHOD OF USING SULFONAMIDE 
SUBSTITUTED IMIDAZOQUINOLINES 

FIELD OF THE INVENTION 

[0001] This invention relates to imidaZoquinoline com 
pounds that have sulfonamide or sulfamide substitution at 
the 1-position and to pharmaceutical compositions contain 
ing the compounds. A further aspect of this invention relates 
to the use of these compounds as immunomodulators, for 
inducing cytokine biosynthesis in animals and in the treat 
ment of diseases including viral and neoplastic diseases. 

BACKGROUND OF THE INVENTION 

[0002] The ?rst reliable report on the 1H-imidaZo[4,5-c] 
quinoline ring system, Backman et al., J. Org. Chem. 15, 
1278-1284 (1950) describes the synthesis of 1-(6-methoxy 
8-quinolinyl)-2-methyl-1H-imidaZo[4,5 -c ]quinoline for 
possible use as an antimalarial agent. Subsequently, synthe 
ses of various substituted 1H-imidaZo[4,5-c]quinolines Were 
reported. For example, Jain et al., J. Med. Chem. 11, pp. 
87-92 (1968), synthesiZed the compound 1-[2-(4-piperidyl 
)ethyl]-1H-imidaZo[4,5-c]quinoline as a possible anticon 
vulsant and cardiovascular agent. Also, Baranov et al., 
Chem. Abs. 85, 94362 (1976), have reported several 2-ox 
oimidaZo[4,5-c]quinolines, and Berenyi et al., J. Helerocy 
clic Chem. 18, 1537-1540 (1981), have reported certain 
2-oxoimidaZo[4,5-c]quinolines. 
[0003] Certain 1H-imidaZo[4,5-c]quinolin-4-amines and 
1- and 2-substituted derivatives thereof Were later found to 
be useful as antiviral agents, bronchodilators and immuno 
modulators. These are described in, inter alia, US. Pat. Nos. 
4,689,338; 4,698,348; 4,929,624; 5,037,986; 5,268,376; 
5,346,905; and 5,389,640, all of Which are incorporated 
herein by reference. 

[0004] There continues to be interest in the imidaZoquino 
line ring system, as seen for example in WO 98/30562, EP 
894 797 and WO 00/09506. EP 894 797 discloses amide 
substituted imidaZoquinoline compounds that are disclosed 
to be useful as immune response modifying compounds, 
While W0 00/ 09506 discloses imidaZoquinoline compounds 
that contain a sulfonamide substituent Wherein the sulfona 
mide nitrogen is part of a saturated heterocyclic ring. 
Despite these efforts, hoWever, there is a continuing need for 
compounds that have the ability to modulate the immune 
response, by induction of cytokine biosynthesis or other 
mechanisms. 

SUMMARY OF THE INVENTION 

[0005] We have found a neW class of compounds that are 
useful in inducing cytokine biosynthesis in animals. Accord 
ingly, this invention provides compounds of Formula I: 

(I) 

Wherein R, R1 and R2 are as de?ned herein. 
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[0006] The compounds of Formula I are useful as immune 
response modi?ers due to their ability to induce cytokine 
biosynthesis and otherWise modulate the immune reponse 
When administered to animals. This makes the compounds 
useful in the treatment of a variety of conditions such as viral 
diseases and tumors that are responsive to such changes in 
the immune response. 

[0007] The invention further provides phar'maceutial com 
positions containing a therapeutically effective amount of a 
compound of Formula I and methods of inducing cytokine 
biosynthesis in an animal, treating a viral infection and/or 
treating a neoplastic disease in an animal by administering 
a effective amount of a compound of Formula I to the 
animal. 

[0008] In addition, methods of synthesiZing compounds of 
Formula I and intermediates useful in the synthesis of these 
compounds are provided. 

DETAILED DESCRIPTION OF THE 
INVENTION 

[0009] As mentioned earlier, the invention provides com 
pounds of Formula I: 

(I) 

Wherein 

[0010] R1 is -alkyl-NR3iSO2iXiR4 or -alkenyl 
NR3iSO2iXiR4; 
[0011] X is a bond or iNRSi; 

[0012] R4 is aryl, heteroaryl, heterocyclyl, alkyl or alk 
enyl, each of Which may be unsubstituted or substituted by 
one or more substituents selected from the group consisting 
of: 

[0013] -alkyl; 

[0014] -alkenyl; 

[0015] -aryl; 

[001 6] -heteroaryl; 

[0017] -heterocyclyl; 

[0018] -substituted aryl; 

[0019] -substituted heteroaryl; 

[0020] -substituted heterocyclyl; 

[0021] 4O-alkyl; 

[0023] 4O-(alkyl)O_1-substitutedaryl; 
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[0024] 

[0025] 

[0026] 

[0027] 

[0028] 

[0029] 

[0030] 

[0031] 

[0032] 

[0033] 

[0034] 

[0035] 

[0036] 

[0037] 

[0038] 

[0039] 

[0040] 

[0041] 

[0042] 
[0043] 

[0044] 

[0045] 

[0046] 

[0047] 

[0048] 

[0049] 

[0050] 

[0051] 

[0052] 

[0053] 

4O-(alkyl)O_l-heteroaryl; 

4O- (alkyl)o_ 1 - sub stituted hetero aryl; 

4O-(alkyl)o_ 1 -heterocyclyl; 

4O-(alkyl)o_ 1 -sub stituted heterocyclyl; 

%OOH; 

4CO-alkyl; 

isma-alkyl; 

iS (O)O_2-(alkyl)O_ 1 -sub stituted aryl; 

iS (O)O_2-(alkyl)O_ 1 -heteroaryl; 

iS (O)O_2-(alkyl)O_ 1 -sub stituted heteroaryl; 

iS (O)O_2-(alkyl)O_ 1 -heterocyclyl; 

iS (O)O_2-(alkyl)O_ 1 -sub stituted heterocyclyl; 

-(alkyl)O_l-NR3R3; 

-(alkyl)o_ 1 -NR34CO-substituted aryl; 

-(alkyl)o_ l -NR34CO-heteroaryl; 

-(alkyl)o_ 1 -NR34CO-substituted heteroaryl; 

i103; 
-halogen; 

-haloalkyl; 

-haloalkoxy; 

4CO-haloalkoxy; 

iNOZ; 

iSH; and in the case of alkyl, alkenyl, or 
heterocyclyl, oxo; 

[0054] R2 is selected from the group consisting of: 

[0055] 

[0056] 

[0057] 

[0058] 

[0059] 

[0060] 

[0061] 

[0062] 

[0063] 

-hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-substituted aryl; 

-heteroaryl; 

-substituted heteroaryl; 

-alkyl iO-alkyl; 

-alkyl-Oi alkenyl; and 
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[0064] -alkyl or alkenyl substituted by one or more 
substituents selected from the group consisting of: 

[0065] ADH; 

[0066] 
[00671 *MRQZ; 
[0068] %OiN(R3)2; 
[0069] %oicl_1O alkyl; 
[0070] %oio%l_lo alkyl; 

-halogen; 

[0071] iN3; 
[0072] -aryl; 
[0073] -substituted aryl; 

[0074] -heteroaryl; 
[0075] -substituted heteroaryl; 

[0076] -heterocyclyl; 
[0077] -substituted heterocyclyl; 

[0079] ‘CO-(substituted aryl); 
[0080] 4CO-heteroaryl; and 

[0081] ‘CO-(substituted heteroaryl); 
[0082] each R3 is independently selected from the group 
consisting of hydrogen and Cl_1O alkyl; 

[0083] R5 is selected from the group consisting of hydro 
gen and C1_ 10 alkyl, or R4 and R5 can combine to form a 3 
to 7 membered heterocyclic or substituted heterocyclic ring; 

[0084] n is 0 to 4 and each R present is independently 
selected from the group consisting of Cl_1O alkyl, Cl_1O 
alkoxy, halogen and tri?uoromethyl, 

or a pharmaceutically acceptable salt thereof. 

Preparation of the Compounds 

[0085] lmidaZoquinolines of the invention can be prepared 
according to Reaction Scheme 1 Where R, R1, R2 and n are 
as de?ned above. 

[0086] In step (1) of Reaction Scheme 1 a 4-chloro-3 
nitroquinoline of Formula II is reacted With an amine of 
Formula RlNH2 Where R1 is as de?ned above to provide a 
3-nitroquinolin-4-amine of Formula Ill. The reaction can be 
carried out by adding amine to a solution of a compound of 
Formula II in a suitable solvent such as chloroform or 
dichloromethane and optionally heating. Many quinolines of 
Formula II are knoWn compounds (see for example, US. 
Pat. No. 4,689,338 and references cited therein). 

[0087] In step (2) of Reaction Scheme 1 a 3-nitroquinolin 
4-amine of Formula 111 is reduced to provide a quinoline 
3,4-diamine of Formula IV. Preferably, the reduction is 
carried out using a conventional heterogeneous hydrogena 
tion catalyst such as platinum on carbon or palladium on 
carbon. The reaction can conveniently be carried out on a 
Parr apparatus in a suitable solvent such as isopropyl alcohol 
or toluene. 

[0088] In step (3) of Reaction Scheme 1 a quinoline-3,4 
diamine of Formula IV is reacted With a carboxylic acid or 
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an equivalent thereof to provide a lH-imidaZo[4,5-c]quino 
line of Formula V. Suitable equivalents to carboxylic acid 
include acid halides, orthoesters, and l,l-dialkoxyalkyl 
alkanoates. The carboxylic acid or equivalent is selected 
such that it Will provide the desired R2 substituent in a 
compound of Formula V. For example, triethyl orthoformate 
Will provide a compound Where R2 is hydrogen and triethyl 
orthoacetate Will provide a compound Where R2 is methyl. 
The reaction can be run in the absence of solvent or in an 
inert solvent such as toluene. The reaction is run With 
su?icient heating to drive off any alcohol or Water formed as 
a byproduct of the reaction. 

[0089] In step (4) of Reaction Scheme I a lH-imidaZo[4, 
5-c]quinoline of Formula V is oxidiZed to provide a lH-imi 
daZo[4,5-c]quinoline-5N-oxide of Formula VI using a con 
ventional oxidiZing agent that is capable of forming 
N-oxides. Preferred reaction conditions involve reacting a 
solution of a compound of Formula V in chloroform With 
3-chloroperoxybenZoic acid at ambient conditions. 

[0090] In step (5) of Reaction Scheme I a lH-imidaZo[4, 
5-c]quinoline-5N-oxide of Formula VI is aminated to pro 

vide a lH-imidaZo[4,5-c]quinolin-4-amine of Formula VII 
Which is a subgenus of Formula I. Step (5) involves (i) 
reacting a compound of Formula VI With an acylating agent 
and then (ii) reacting the product With an aminating agent. 
Part (i) of step (5) involves reacting an N-oxide of Formula 
VI With an acylating agent. Suitable acylating agents include 
alkyl- or arylsulfonyl chlorides (e.g., beneZenesulfonyl chlo 
ride, methanesulfonyl chloride, p-toluenesulfonyl chloride). 
Arylsulfonyl chlorides are preferred. Para-toluenesulfonyl 
chloride is most preferred. Part (ii) of step (5) involves 
reacting the product of part (i) With an excess of an ami 
nating agent. Suitable aminating agents include ammonia 
(e.g., in the form of ammonium hydroxide) and ammonium 
salts (e.g., ammonium carbonate, ammonium bicarbonate, 
ammonium phosphate). Ammonium hydroxide is preferred. 
The reaction is preferably carried out by dissolving the 
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N-oxide of Formula VI in an inert solvent such as dichlo 

romethane, adding the aminating agent to the solution, and 
then sloWly adding the acylating agent. The product or a 
pharmaceutically acceptable salt thereof can be isolated 
using conventional methods. 

[0091] Alternatively, step (5) may be carried out by (i) 
reacting an N-oxide of Formula VI With an isocyanate and 
then (ii) hydrolyZing the resulting product. Part (i) involves 
reacting the N-oxide With an isocyanate Wherein the isocy 
anato group is bonded to a carbonyl group. Preferred iso 
cyanates include trichloroacetyl isocyanate and aroyl isocy 
anates such as benZoyl isocyanate. The reaction of the 
isocyanate With the N-oxide is carried out under substan 
tially anhydrous conditions by adding the isocyanate to a 
solution of the N-oxide in an inert solvent such as chloro 
form or dichloromethane. Part (ii) involves hydrolysis of the 
product from part (i). The hydrolysis can be carried out by 
conventional methods such as heating in the presence of 
Water or a loWer alkanol optionally in the presence of a 
catalyst such as an alkali metal hydroxide or loWer alkoxide. 

No2 NH2 
NI \ NI \ 

I / NH (2) I / NH 

Rn/| 1|, Rn/| 1|, 
/ l / 1 

III IV 

VI V 

[0092] Compounds of the invention Where the R1 substitu 
ent contains a sulfonamide can also be prepared according to 
Reaction Scheme II Where R, R2, R4 and n are as de?ned 
above and m is 1-20. 

[0093] In Reaction Scheme II an aminoalkyl substituted 
lH-imidaZo[4,5-c]quinolin-4-amine of Formula VIII is 
reacted With a sulfonyl chloride of Formula IX to provide a 
compound of Formula X Which is a subgenus of Formula I. 
The reaction can be run at ambient temperature in an inert 
solvent such as dichloromethane in the presence of a base 
such as pyridine or N,N-diisopropylethylamine. Many 
lH-imidaZo[4,5-c]quinolin-4-amines of Formula VIII are 
knoWn compounds, see for example US. Pat. No. 6,069,149 
(Namba); others can be readily prepared using knoWn syn 
thetic methods. Many sulfonyl chlorides of Formula IX are 
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commercially available; others can be readily prepared using 
known synthetic methods. The product or a pharmaceuti 
cally acceptable salt thereof can be isolated using conven 
tional methods. 

[0094] Compounds of the invention Where the R1 substitu 
ent contains a sulfonamide can also be prepared according to 
Reaction Scheme III Where R, R2, R4 and n are as de?ned 
above and m is 1-20. 

[0095] In Reaction Scheme III an aminoalkyl substituted 
1H-imidaZo[4,5-c]quinolin-4-amine of Formula VIII is 
reacted With a sulfonic anhydride of Formula XI to provide 
a compound of Formula X Which is a subgenus of Formula 
I. The reaction can be run at ambient temperature in an inert 
solvent such as dichloromethane in the presence of a base 
such as pyridine or N,N-diisopropylethylamine. Alterna 
tively, the reaction can be run at ambient temperature in 
acetonitrile. Many sulfonic anhydrides of Formula XI are 
commercially available; others can be readily prepared using 
knoWn synthetic methods. The product or a pharmaceuti 
cally acceptable salt thereof can be isolated using conven 
tional methods. 

VIII 
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-continued 

[0096] Tertiary sulfonamides of the invention can be pre 
pared according to Reaction Scheme IV Where R, R2, R3, R4 
and n are as de?ned above and m is 1-20. 

[0097] In Reaction Scheme IV a 1H-imidaZo[4,5-c]quino 
linyl sulfonamide of Formula X is reacted With a halide of 
Formula XII to provide a compound of Formula XIII Which 
is a subgenus of Formula I. The reaction can be carried out 
at ambient temperature by adding sodium hydride to a 
solution of a compound of Formula X in N,N-dimethylfor 
mamide and then adding the halide. Many halides of For 
mula XII are commercially available; others can be readily 
prepared using knoWn synthetic methods. The product or a 
pharmaceutically acceptable salt thereof can be isolated 
using conventional methods. 
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-continued 

N 

/' I 
R“ l / (from 

O/ \ 
R4 

XIII 

[0098] Compounds of the invention Where Rl contains a 
sulfamide group can be prepared according to Reaction 
Scheme V Wherein R, R2, R4, R5 and n are as de?ned above 
and m is 1-20. 

[0099] In step (1) of Reaction Scheme V an aminoalkyl 
substituted 1H-imidaZo[4,5-c]quinolin-4-amine of Formula 
VIII is reacted With sulfuryl chloride to generate in situ a 
sulfamoyl chloride of Formula XIV. The reaction can be 
carried out by adding a solution of sulfuryl chloride in 
dichloromethane to a solution of a compound of Formula 

VIII in dichloromethane in the presence of one equivalent of 
4-(dimethylamino)pyridine. The reaction is preferably car 
ried out at a reduced temperature (—780 C.). Optionally, after 
the addition is complete the reaction mixture can be alloWed 
to Warm to ambient temperature. 

[0100] In step (2) of Reaction Scheme V an amine of 
Formula R5R4NH is reacted With the sulfamoyl chloride of 
Formula XIV to provide a 1H-imidaZo[4,5-c]quinolinyl sul 
famide of Formula XV Which is a subgenus of Formula I. 
The reaction can be carried out by adding a solution con 

taining 2 equivalents of the amine and 2 equivalents of 
triethylamine in dichloromethane to the reaction mixture 
from step (1). The addition is preferably carried out at a 
reduced temperature (—780 C.). After the addition is com 
plete the reaction mixture can be alloWed to Warm to 
ambient temperature. The product or a pharmaceutically 
acceptable salt thereof can be isolated using conventional 
methods. 
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[0101] TetrahydroimidaZoquinolines of the invention can 
be prepared according to Reaction Scheme VI Where R2, R3, 
R4, and R5 are as de?ned above and m is 1-20. 

[0102] In step (1) of Reaction Scheme VI an aminoalkyl 
substituted 1H-imidaZo[4,5-c]quinolin-4-amine of Formula 
XVI is reduced to provide an aminoalkyl substituted 6,7,8, 
9-tetrahydro-lH-imidaZo[4,5-c]quinolin-4-amine of For 
mula XVII. Preferably the reduction is carried out by 
suspending or dissolving the compound of Formula XVI in 
tri?uoroacetic acid, adding a catalytic amount of platinum 
(IV) oxide, and then subjecting the mixture to hydrogen 
pressure. The reaction can conveniently be carried out on a 
Parr apparatus. The product or a salt thereof can be isolated 
using conventional methods. 

[0103] In step (2a) of Reaction Scheme VI an aminoalkyl 
substituted 6,7,8,9-tetrahydro-lH-imidaZo[4,5-c]quinolin 
4-amine of Formula XVII is reacted to provide a compound 
of Formula XVIII Which is a subgenus of Formula I. When 
R3 is hydrogen, the reaction can be carried out in one step 
according to the methods described in Reaction Schemes II 
and III above using a tetrahydroimidaZoquinoline of For 
mula XVII in place of the imidaZoquinoline of Formula 
VIII. When R3 is other than hydrogen, the reaction can be 
carried out in tWo steps With step one being carried out 
according to the methods of Reaction Schemes II and III and 
step tWo being carried out according to the method of 
Reaction IV using the tetrahydroimidaZoquinoline analog of 
the imidaZoquinoline. The product or a pharmaceutically 
acceptable salt thereof can be isolated using conventional 
methods. 

[0104] In step (2b) of Reaction Scheme VI an aminoalkyl 
substituted 6,7,8,9-tetrahydro-lH-imidaZo[4,5-c]quinolin 
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4-amine of Formula XVII is reacted to provide a compound 
of Formula XIX Which is a subgenus of Formula I. The 
reaction can be carried out according to the method 
described in Reaction Scheme V using a tetrahydroimida 
Zoquinoline of Formula XVII in place of the imidaZoquino 
line of Formula VIII. The product or a pharmaceutically 
acceptable salt thereof can be isolated using conventional 
methods. 

[0105] TetrahydroimidaZoquinolines of the invention can 
also be prepared according to Reaction Scheme VII Where 
R, R2, R3, R4, R5 and n are as de?ned above and m is 1-20. 

[0106] In step (1) of Reaction Scheme VII a 6,7,8,9 
tetrahydro- l H-imidaZo[4, 5-c]quinolinyl tert-butylcarbam 
ate of Formula XX is hydrolyzed to provide an aminoalkyl 
substituted 6,7,8,9-tetrahydro-lH-imidaZo[4,5-c]quinolin 
4-amine of Formula XXI. The reaction can be carried out 
dissolving the compound of Formula XX in a miXture of 
tri?uoroacetic acid and acetonitrile and stirring at ambient 
temperature. Alternatively, the compound of Formula XX 
can be combined With dilute hydrochloric acid and heated on 
a steam bath. Tetrahydro-lH-imidaZo[4,5-c]quinolinyl tert 
butylcarbamates of Formula XX can be prepared using the 
synthetic route disclosed in US. Pat. No. 5,352,784 
(Nikolaides). The product or a salt thereof can be isolated 
using conventional methods. 
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[0107] Steps (2a) and (2b) can be carried out in the same 
manner as in Reaction Scheme VI. 

[0108] Some compounds of Formula I can be readily 
prepared from other compounds of Formula I. For eXample, 
compounds Wherein the R4 substituent contains a chloro 
alkyl group can be reacted With an amine to provide an R4 
substituent substituted by a secondary or teriary amino 
group; compounds Wherein the R4 substituent contains a 
nitro group can be reduced to provide a compound Wherein 
the R4 substituent contains a primary amine. 

[0109] As used herein, the terms “alkyl”, “alkenyl”, “alky 
nyl” and the pre?X “-alk” are inclusive of both straight chain 
and branched chain groups and of cyclic groups, i.e. 
cycloalkyl and cycloalkenyl. Unless otherWise speci?ed, 
these groups contain from 1 to 20 carbon atoms, With 
alkenyl and alkynyl groups containing from 2 to 20 carbon 
atoms. Preferred groups have a total of up to 10 carbon 
atoms. Cyclic groups can be monocyclic or polycyclic and 
preferably have from 3 to 10 ring carbon atoms. Exemplary 
cyclic groups include cyclopropyl, cyclopentyl, cycloheXyl 
and adamantyl. 

[0110] The term “haloalkyl” is inclusive of groups that are 
substituted by one or more halogen atoms, including groups 
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wherein all of the available hydrogen atoms are replaced by 
halogen atoms. This is also true of groups that include the 
pre?x “haloalk-”. Examples of suitable haloalkyl groups are 
chloromethyl, tri?uoromethyl, and the like. 

[0111] The term “aryl” as used herein includes carbocyclic 
aromatic rings or ring systems. Examples of aryl groups 
include phenyl, naphthyl, biphenyl, ?uorenyl and indenyl. 
The term “heteroaryl” includes aromatic rings or ring sys 
tems that contain at least one ring hetero atom (e. g., 0, S, N). 
Suitable heteroaryl groups include furyl, thienyl, pyridyl, 
quinolinyl, tetraZolyl, imidaZo, pyraZolo, thiaZolo, oxaZolo, 
and the like. 

[0112] “Heterocyclyl” includes non-aromatic rings or ring 
systems that contain at least one ring hetero atom (e.g., O, 
S, N). Exemplary heterocyclic groups include pyrrolidinyl, 
tetrahydrofuranyl, morpholinyl, thiomorpholinyl, piperidi 
nyl, piperaZinyl, thiaZolidinyl, imidaZolidinyl, and the like. 

[0113] Unless otherWise speci?ed, the terms “substituted 
cycloalkyl”, “substituted aryl”, “substituted heteroaryl” and 
“substituted heterocyclyl” indicate that the rings or ring 
systems in question are further substituted by one or more 
substituents independently selected from the group consist 
ing of alkyl, alkoxy, alkylthio, hydroxy, halogen, haloalkyl, 
haloalkylcarbonyl, haloalkoxy (e.g., tri?uoromethoxy), 
nitro, alkylcarbonyl, alkenylcarbonyl, arylcarbonyl, het 
eroarylcarbonyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, 
heterocyclyl, heterocycloalkyl, nitrile, alkoxycarbonyl, 
alkanoyloxy, alkanoylthio, and in the case of cycloalkyl and 
heterocyclyl, oxo. 

[0114] In structural formulas representing compounds of 
the invention certain bonds are represented by dashed lines. 
These lines mean that the bonds represented by the dashed 
line can be present or absent. Accordingly, compounds of 
Formula I can be either imidaZoquinoline compounds or 
tetrahydroimidaZoquinoline compounds. 
[0115] The invention is inclusive of the compounds 
described herein in any of their pharmaceutically acceptable 
forms, including isomers such as diastereomers and enanti 
omers, salts, solvates, polymorphs, and the like. 

Pharmaceutical Compositions and Biological Activity 

[0116] Pharmaceutical compositions of the invention con 
tain a therapeutically effective amount of a compound of 
Formula I in combination With a pharmaceutically accept 
able carrier. 

[0117] As used herein, the term “a therapeutically effec 
tive amount” means an amount of the compound suf?cient 
to induce a therapeutic effect, such as cytokine induction, 
antitumor activity and/or antiviral activity. Although the 
exact amount of active compound used in a pharmaceutical 
composition of the invention Will vary according to factors 
knoWn to those of skill in the art, such as the physical and 
chemical nature of the compound as Well as the nature of the 
carrier and the intended dosing regimen, it is anticipated that 
the compositions of the invention Will contain suf?cient 
active ingredient to provide a dose of about 100 ng/kg to 
about 50 mg/kg, preferably about 10 ug/kg to about 5 mg/kg 
of the compound to the subject. Any of the conventional 
dosage forms may be used, such as tablets, loZenges, 
parenteral formulations, syrups, creams, ointments, aerosol 
formulations, transdermal patches, transmucosal patches 
and the like. 
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[0118] The compounds of the invention have been shoWn 
to induce the production of certain cytokines in experiments 
performed according to the tests set forth beloW. These 
results indicate that the compounds are useful as immune 
response modi?ers that can modulate the immune response 
in a number of different Ways, rendering them useful in the 
treatment of a variety of disorders. 

[0119] Cytokines that may be induced by the administra 
tion of compounds according to the invention generally 
include interferon-0t (IFN-ot) and tumor necrosis factor-0t 
(TNF-ot) as Well as certain interleukins (IL). Cytokines 
Whose biosynthesis may be induced by compounds of the 
invention include IFN-ot, TNF-ot, IL-l, 6, l0 and 12, and a 
variety of other cytokines. Among other effects, cytokines 
inhibit virus production and tumor cell groWth, making the 
compounds useful in the treatment of viral diseases and 
tumors. 

[0120] In addition to the ability to induce the production of 
cytokines, the compounds of the invention affect other 
aspects of the innate immune response. For example, natural 
killer cell activity may be stimulated, an effect that may be 
due to cytokine induction. The compounds may also activate 
macrophages, Which in turn stimulates secretion of nitric 
oxide and the production of additional cytokines. Further, 
the compounds may cause proliferation and differentiation 
of B-lymphocytes. 

[0121] Compounds of the invention also have an effect on 
the acquired immune response. For example, although there 
is not believed to be any direct effect on T cells or direct 
induction of T cell cytokines, the production of the T helper 
type 1 (Th1) cytokine IFN-y is induced indirectly and the 
production of the T helper type 2 (Th2) cytokines IL-4, IL-5 
and IL-l3 are inhibited upon administration of the com 
pounds. This activity means that the compounds are useful 
in the treatment of diseases Where upregulation of the Th1 
response and/or doWnregulation of the Th2 response is 
desired. In vieW of the ability of compounds of Formula Ia 
to inhibit the Th2 immune response, the compounds are 
expected to be useful in the treatment of atopic diseases, e. g., 
atopic dermatitis, asthma, allergy, and allergic rhinitis; and 
systemic lupus erythematosis; as a vaccine adjuvant for cell 
mediated immunity; and possibly as a treatment for recur 
rent fungal diseases and chlamydia. 

[0122] The immune response modifying effects of the 
compounds make them useful in the treatment of a Wide 
variety of conditions. Because of their ability to induce the 
production of cytokines such as IFN-ot and/or TNF-ot, the 
compounds are particularly useful in the treatment of viral 
diseases and tumors. This immunomodulating activity sug 
gests that compounds of the invention are useful in treating 
diseases such as, but not limited to, viral diseases including 
genital Warts; common Warts; plantar Warts; Hepatitis B; 
Hepatitis C; Herpes Simplex Virus Type I and Type II; 
molluscum contagiosum; HIV; CMV; VZV; intraepithelial 
neoplasias such as cervical intraepithelial neoplasia; human 
papillomavirus (HPV) and associated neoplasias; fungal 
diseases, eg candida, aspergillus, and cryptococcal menin 
gitis; neoplastic diseases, e.g., basal cell carcinoma, hairy 
cell leukemia, Kaposi’s sarcoma, renal cell carcinoma, squa 
mous cell carcinoma, myelogenous leukemia, multiple 
myeloma, melanoma, non-Hodgkin’s lymphoma, cutaneous 
T-cell lymphoma, and other cancers; parasitic diseases, eg 
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pneumocyslis carnii, cryptosporidiosis, histoplasmosis, 
toxoplasmosis, trypanosome infection, leishmaniasis; and 
bacterial infections, e.g., tuberculosis, mycobaclerium 
avium. Additional diseases or conditions that can be treated 
using the compounds of the invention include eczema; 
eosinophilia; essential thrombocythaemia; leprosy; multiple 
sclerosis; Ommen’s syndrome; discoid lupus; BoWen’s dis 
ease; BoWenoid papulosis; and to enhance or stimulate the 
healing of Wounds, including chronic Wounds. 

[0123] Accordingly, the invention provides a method of 
inducing cytokine biosynthesis in an animal comprising 
administering an effective amount of a compound of For 
mula I to the animal. An amount of a compound effective to 
induce cytokine biosynthesis is an amount suf?cient to cause 
one or more cell types, such as monocytes, macrophages, 
dendritic cells and B-cells to produce an amount of one or 
more cytokines such as, for example, lFN-(, TNF-(, lL-1,6, 
10 and 12 that is increased over the background level of such 
cytokines. The precise amount Will vary according to factors 
knoWn in the art but is expected to be a dose of about 100 
ng/kg to about 50 mg/kg, preferably about 10 ug/kg to about 
5 mg/kg. The invention also provides a method of treating a 
viral infection in an animal, and a method of treating a 
neoplastic disease in an animal, comprising administering an 
effective amount of a compound of Formula I to the animal. 
An amount effective to treat or inhibit a viral infection is an 
amount that Will cause a reduction in one or more of the 
manifestations of viral infection, such as viral lesions, viral 
load, rate of virus production, and mortality as compared to 
untreated control animals. The precise amount Will vary 
according to factors knoWn in the art but is expected to be 
a dose of 100 ng/kg to about 50 mg/kg, preferably about 10 
ug/kg to about 5 mg/kg. An amount of a compound effective 
to treat a neoplastic condition is an amount that Will cause 
a reduction in tumor size or in the number of tumor foci. 
Again, the precise amount Will vary according to factors 
knoWn in the art but is expected to be a dose of about 100 
ng/kg to about 50 mg/kg, preferably about 10 kg/kg to about 
5 mg/kg. 

[0124] The invention is further described by the folloWing 
examples, Which are provided for illustration only and are 
not intended to be limiting in any Way. 

EXAMPLE 1 

N1 -[4-(4-Amino-2-butyl-1H-imidazo[4,5 -c ]quinolin 
1 -yl)butyl]-5-(dimethylamino)- 1 -naphthalene 

sulfonamide 

[0125] 
NH2 

N PW 
/ N 

m2 
O: 

Z\ 
/ 
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[0126] 5 -Dimethylamino- 1 -naphthalenesulfonyl chloride 
(1.82 g, 6.74 mmol) Was added to a mixture of N,N 

diisopropylethylamine (1.23 mL, 7.06 mmol), dichlo 
romethane (15 mL) and 1-(4-aminobutyl)-2-butyl-lH-imi 
dazo[4,5-c]quinolin-4-amine (2.0 g, 6.42 mmol). The 
reaction mixture Was alloWed to stir at ambient temperature 

overnight. Methanol Was added to the reaction mixture until 

a clear solution Was obtained. Silica gel Was added to the 

reaction mixture and then the solvents Were removed. The 

silica gel Was placed in a column and then eluted With 

chloroform in a stepWise gradient to 9:1 chloroformzmetha 

nol. The resulting product Was recrystallized from N,N 
dimethylformamide and deionized Water to provide 2.5 g of 

N1 -[4-(4-amino-2-butyl-1H-imidazo[4,5 -c]quinolin-1-yl 
)butyl]-5 -(dimethylamino)-1 -naphthalenesulfonamide as a 
yelloW crystalline solid, mp. 223-2240 C. Analysis: Calcu 
lated for C3OH36N6O2S: % C, 66.15; % H, 6.66; % N, 15.43; 
Found: % C, 66.36; % H, 6.34; % N, 15.23. 

EXAMPLE 2 

N1 -[4-(4-Amino-1H-imidazo[4,5-c]quinolin-1-yl)bu 
tyl]-5 -(dimethylamino)-1 -naphthalenesulfonamide 

[0127] 

[0128] A suspension of 1-(4-aminobutyl)-1H-imidazo[4, 
5-c]quinolin-4-amine (0.5 g, 2.0 mmol) in pyridine (250 
mL) Was Warmed to 600 C. to dissolve the amine. The 
solution Was alloWed to cool to about 300 C. and then 
5-dimethylamino-1-naphthalenesulfonyl chloride (0.5 g, 1.8 
mmol) Was sloWly added. After 1 hour 0.3 g of 5-dimethy 
lamino-1-naphthalenesulfonyl chloride Was added. The 
reaction mixture Was Warmed to 600 C. and maintained at 
that temperature overnight. The reaction mixture Was con 
centrated under vacuum. The residue Was recrystallized 

from propyl acetate to provide Nl-[4-(4-amino-1H-imidazo 
[4,5 -c]quinolin-1-yl)butyl]-5-(dimethylamino)-1-naphthale 
nesulfonamide as a solid, mp. 200-2010 C. 



US 2006/0106052 A1 

EXAMPLE 3 

N2-[4-(4-Amino-2-butyl-1H-imidaZo[4,5 -c ]quinolin 
1 -yl)butyl]-2-thiophenesulfonamide 

[0129] 

[0130] 2-Thiophenesulfonyl chloride (0.3 g in 10 ml 
dichloromethane, 1.6 mmol) Was added dropWise to a stir 
ring solution of 1-(4-aminobutyl)-2-butyl-1H-imidaZo[4,5 
c]quinoline-4-amine (0.5 g, 1.6 mmol), dichloromethane (40 
ml), and pyridine (0.8 ml). The reaction Was maintained at 
room temperature for a feW hours and then an additional 

portion of 2-thiophenesulfonyl chloride (0.1 g, 0.6 mmol) 
Was added. The reaction Was maintained overnight and then 

concentrated in Vacuo. The resulting residue Was puri?ed by 

chromatography (silica gel, 9:1 
dichloromethane\methanol) and the fractions containing 
?ash column 

product Were Washed With saturated aqueous sodium bicar 

bonate. The organic layer Was dried (MgSO4), ?ltered, and 
concentrated to provide 0.2 g of N2-[4-(4-amino-2-butyl 
1H-imidaZo[4,5 -c]quinolin-1-yl)butyl]-2-thiophenesulfona 
mide as an o?‘White poWder, m.p. 1375-14150 C. 1H NMR 

(300 MHZ, DMSO-d6) 6 8.00 (d, J=8.0 HZ, 1H), 7.89 (dd, 
J=5.0, 1.3 HZ, 1H), 7.83 (broad s, 1H), 7.61 (dd, J=8.3, 1.1 
HZ, 1H), 7.54 (dd, J=3.7, 1.3 HZ, 1H), 7.42 (t, J=7.2 HZ, 1H), 
7.25 (m, 1H), 7.15 (m, 1H), 6.44 (broad s, 2H), 4.47 (t, J=7.4 
HZ, 2H), 2.87 (m, 4H), 1.80 (m, 4H), 1.58-1.38 (m, 4H), 0.96 
(t, J=7.4 HZ, 3H); IR (KBr) 3467, 3361, 3167, 3091, 2957, 
2933, 2870, 1644, 1617, 1585, 1533, 1478, 1405, 1336, 
1154, 1095, 1014, 854, 761, 733 cm“; MS (E1) m/e 
457.1606 (457.1606 calcd for C22H27N5O2S2); Anal calcd 
for C22H27N5O2S2: C, 57.74; H, 5.95; N, 15.30. Found: C, 
57.50; H, 5.98; N, 15.15. 

May 18, 2006 

EXAMPLE 4 

N-[4-(4 -Amino -2 -butyl- 1 H-imidaZo[4, 5 -c ]quinolin 
1-yl)butyl] phenylmethanesulfonamide 

NH 

0:8: 

[0132] ot-Toluenesulfonyl chloride (0.5 g in 10 ml dichlo 

romethane, 2.7 mmol) Was added dropWise to a stirring 

solution of 1-(4-aminobutyl)-2-butyl-1H-imidaZo[4,5-c] 

quinoline-4-amine (0.75 g, 2.4 mmol), dichloromethane 
(115 ml), and pyridine (1 ml). The reaction Was maintained 
at room temperature for 4 hours and then concentrated in 

Vacuo. The residue Was puri?ed by ?ash column chroma 

tography (silica gel, 9:1 dichloromethane\methanol, Rf 
0.16). The fractions containing product Were combined and 

Washed With saturated aqueous bicarbonate. The organic 

layer Was dried (MgSO4), ?ltered, and concentrated. A ?nal 

recrystallization from dichloromethane\diethyl ether pro 

Vided 0.65 g of N-[4-(4-amino-2-butyl-1H-imidaZo[4,5-c] 

quinolin-l-yl)butyl]phenylmethanesulfonamide as a White 

crystalline solid, mp. 1970-19950 C. 1H NMR (300 MHZ, 

DMSO-d6) 6 8.02 (d, J=7.6 HZ, 1H), 7.62 (dd, J=8.3, 1.1 HZ, 
1H), 7.42 (dt, J=7.5, 1.1 HZ, 1H), 7.35-7.23 (m, 7H), 7.12 (t, 
J=5.4 HZ, 1H), 6.46 (broad s, 2H), 4.49 (t, J=7.5 HZ, 2H), 
4.29 (s, 2H), 2.91 (m, 4H), 1.83-1.42 (m, 8H), 0.96 (t, J=7.4 
HZ, 3H); IR (KBr) 3460, 3293, 3226, 3158, 2955, 2931, 
2867, 1632, 1586, 1534, 1482, 1437, 1389, 1331, 1152, 
1094, 752, 700 cm_l; MS (E1) m/e 465.2204 (465.2198 
calcd for C25H3lN5O2S); Anal calcd for C25H31N5O2S: C, 
64.49; H, 6.71; N, 15.04. Found: C, 64.15; H, 6.71; N, 15.00. 
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EXAMPLE 5 

N1 -[4-(4-Amino-2-butyl-1H-imidaZo[4,5 -c ]quinolin 
1-yl)butyl]-1 -benZenesulfonamide 

NH 

0:8: 

[0134] BenZenesulfonyl chloride (0.45 ml in 10 ml dichlo 
romethane, 3.5 mmol) Was added dropWise to a stirring 
solution of 1 -(4-aminobutyl)-2-butyl-1H-imidaZo[4,5-c] 
quinoline-4-amine (1.0 g, 3.2 mmol), dichloromethane (140 
ml), and pyridine (0.8 ml). The reaction Was maintained at 
room temperature for four hours and then concentrated in 
vacuo. The residue Was puri?ed by ?ash column chroma 
tography (silica gel, 9:1 dichloromethane\methanol, Rf0.28) 
followed by recrystallization from dichloromethane\diethyl 
ether to provide 1.14 g of Nl-[4-(4-amino-2-butyl-1H-imi 
daZo[4,5-c]quinolin-1-yl)butyl]-1-benZenesulfonamide as a 
White poWder, m.p. 75.5-79.0o C. 1H NMR (500 MHZ, 
DMSO-d6) 6 7.99 (d, J=7.7 HZ, 1H), 7.76 (d, J=7.2, 2H), 
7.63-7.53 (m, 5H), 7.42 (m, 1H), 7.25 (m, 1H), 6.43 (broad 
s, 2H), 4.45 (t, J=7.6 HZ, 2H), 2.87 (t, J=7.7 HZ, 2H), 2.78 
(m, 2H), 1.79 (m, 4H), 1.55-1.40 (m, 4H), 0.95 (t, J=7.4 HZ, 
3H); MS (E1) m/e 451.2036 (451.2042 calcd for 
C24H29N5O2S); Anal calcd for C24H29N5O2S: C, 63.83; H, 
6.47; N, 15.51. Found: C, 63.89; H, 6.42; N, 15.30. 

EXAMPLE 6 

N-[4-(4-Amino-2-butyl-1H-imidaZo[4,5 -c ]quinolin 
1 -yl)butyl]methanesulfonamide 

May 18, 2006 

[0136] Methanesulfonic anhydride (0.6 g, 3.4 mmol) Was 
added dropWise to a stirring solution of 1-(4-aminobutyl) 
2-butyl-1H-imidaZo[4,5-c]quinoline-4-amine (1.0 g, 3.2 
mmol) and acetonitrile (200 ml). Aprecipitate formed Within 
a feW minutes. The solvent Was removed in vacuo and the 

residue Was partitioned betWeen dichloromethane and satu 

rated aqueous sodium bicarbonate. The fractions Were sepa 

rated and the organic fraction Was dried (MgSO4), ?ltered 
and concentrated to yield the crude product as a White solid. 

Recrystallization from methyl acetate provided N-[4-(4 
amino-2-butyl-1H-imidaZo[4,5-c]quinolin-1-yl)butyl]meth 
anesulfonamide as a White crystalline solid, mp. 195.1 

196.00 C. 1H NMR (300 MHZ, DMSO-d6) 6 8.04 (d, J=7.4 
HZ, 1H), 7.61 (dd, J=8.3, 1.2 HZ, 1H), 7.50 (dt, J=7.5, 1.1 
HZ, 1H), 7.26 (dt, J=7.5, 1.2 HZ, 1H), 6.99 (t, J=5.7 HZ, 1H), 
6.44 (broad s, 2H), 4.52 (t, J=7.5 HZ, 2H), 3.02-2.86 (m, 
7H), 1.82 (m, 4H), 1.62 (m, 2H), 1.46 (q, J=7.4 HZ, 2H), 
0.96 (t, J=7.4 HZ, 3H); IR (KBr) 3348, 3299, 3152, 2952, 
2931, 2869, 1642, 1584, 1530, 1480, 1323, 1155, 1142, 
1094, 982, 765 cm“; MS (E1) m/e 389.1889 (389.1885 
calcd for Cl9H27N5O2S); Anal calcd for Cl9H27N5O2S: C, 
58.59; H, 6.99; N, 17.98. Found: C, 58.26; H, 6.64; N, 17.69 

EXAMPLE 7 

N1 -[4-(4-Amino-2-butyl-1H-imidaZo[4,5 -c ]quinolin 
1 -yl)butyl]-3-nitro- 1 -benZenesulfonamide Hydro 

chloride 

[0137] 

NH2 

NI \ N\ 
/ N 

NH 

O = S = O 

[0138] According to the general method of Example 5,3 
nitrobenZenesulfonyl chloride and 1-(4-aminobutyl)-2-bu 
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tyl-1H-imidaZo[4,5-c]quinoline-4-amine Were combined. 
Nl -[4-(4-Amino-2-butyl-1H-imidaZo[4,5-c]quinolin-1-yl 
)butyl]-3-nitro-1-benZenesulfonamide Was isolated as the 

hydrochloride salt (White solid), mp. 1760-17820 C. 1H 
NMR (300 MHZ, DMSO-d6) 6 8.70 (very broad s, 2H), 
8.49-8.42 (m, 2H), 8.21-8.17 (m, 2H), 8.06 (t, J=5.7 HZ, 
1H), 7.88-7.81 (m, 2H), 7.71 (t, J=7.7 HZ, 1H), 7.57 (t, J=7.7 
HZ, 1H), 4.56 (t, J=7.3 HZ, 2H), 2.94 (t, J=7.7 HZ, 2H), 2.86 
(m, 2H), 1.81 (m, 4H), 1.60-1.42 (m, 4H), 0.96 (t, J=7.3 HZ, 
3H); IR (KBr) 3096, 2954, 2869, 2771, 1671, 1607, 1528, 
1351, 1335, 1163, 1128, 1083, 879, 758, 735, 672, 661 cm_l; 
MS (E1) m/e 496.1897 (496.1893 calcd for C24H28N6O4S). 
Anal calcd for C24H28N6O4S*HCl*H2O: C, 52.31; H, 5.67; 
N, 15.25. Found: C, 52.26; H, 5.46; N, 15.09. 

EXAMPLE 8 

N1 -[4-(4-Amino-2-butyl-1H-imidaZo[4,5 -c ]quinolin 
1-yl)butyl] -3 -amino -1 -benZenesulfonamide Hydro 

chloride 

[0139] 

NH2 

NI \ N\ 
/ N 

NH 

O=S=O 

NH2 

[0140] A solution of Nl-[4-(4-amino-2-butyl-lH-imidaZo 
[4,5-c]quinolin-1-yl)butyl]-3-nitro-1-benZenesulfonamide 
hydrochloride (0.4 g) in methanol (250 ml) Was charged 
With a catalytic amount of 10% palladium on carbon (0.085 
g). The reaction Was placed under an atmosphere of hydro 
gen (50 psi; 3.44><105 Pa) and shaken on a Parr apparatus for 
2 hours. The reaction mixture Was ?ltered and the solvent 
removed in vacuo. The solid product Was recrystallized from 
2-propanol to provide 0.18 g ofNl-[4-(4-amino-2-butyl-1H 
imidaZo[4,5 -c]quinolin-1-yl)butyl]-3 -amino-1-benZene 
sulfonamide hydrochloride as an olT White crystalline solid, 
mp. 110.20 C. (decomposition). 1H NMR (300 MHZ, 
DMSO-d6) 6 8.70 (very broad s, 2H), 8.22 (d, J=8.2 HZ, 1H), 
7.83 (d, J=7.8 HZ, 1H), 7.72 (t, J=7.6 HZ, 1H), 7.59 (t, J=7.7 
HZ, 1H), 7.43 (t, J=5.9 HZ, 1H), 7.15 (t, J=7.9 HZ, 1H), 6.95 
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(t, J=1.9 HZ, 1H), 6.84 (d, J=7.7 HZ, 1H), 6.73 (dd, J=8.0, 1.5 
HZ, 1H), 5.63 (broad s, 2H), 4.56 (t, J=7.5 HZ, 2H), 2.96 (t, 
J=7.7 HZ, 2H), 2.77 (q, J=6.3 HZ, 2H), 1.83 (m, 4H), 
1.60-1.40 (m, 4H), 0.97 (t, J=7.3 HZ, 3H); IR (KBr) 3313, 
3135, 2957, 2870, 2782, 1671, 1599, 1485, 1454, 1313, 
1155, 1084, 754, 686 cm“; MS (El) m/e 466.2150 
(466.2151 calcd for C24H3ON6O2S). Anal calcd for 
C24H3ON6O2S*HCl*0.25H2O: C, 56.79; H, 6.26; N, 16.56; 
Cl, 6.98. Found: C, 56.87; H, 6.22; N, 16.19; Cl, 7.22. 

EXAMPLE 9 

N1 -[4-(4-Amino-2-butyl-1H-imidaZo[4,5 -c ]quinolin 
1 -yl)butyl]-4-nitro- 1 -benZenesulfonamide Hydro 

chloride 

[0141] 

NH2 

NI \ N\ 
/ N 

NH 

O = S = O 

N. 
O / %O 

[0142] According to the general method of Example 5,4 
nitrobenZenesulfonyl chloride and 1-(4-aminobutyl)-2-bu 
tyl-1H-imidaZo[4,5-c]quinoline-4-amine Were combined. 
Nl -[4-(4-Amino-2-butyl-1H-imidaZo[4,5 -c]quinolin-1-yl 
)butyl]-4-nitro-1-benZenesulfonamide Was isolated as the 
hydrochloride salt (White solid), mp. 96.00 C. (decomposi 
tion). 1H NMR (300 MHZ, DMSO-d6) 6 8.70 (very broad s, 
2H), 8.38-8.34 (m, 2H), 8.19 (d, J=8.2 HZ, 1H), 8.09 (t, 
J=5.6 HZ, 1H), 8.03-7.99 (m, 2H), 7.80 (d, J=7.4 HZ, 1H), 
7.68 (t, J=7.4 HZ, 1H), 7.54 (t, J=7.2 HZ, 1H), 4.55 (t, J=7.4 
HZ, 2H), 2.94 (t, J=7.7 HZ, 2H), 2.86 (q, J=6.2 HZ, 2H), 1.80 
(m, 4H), 1.58 (m, 2H), 1.45 (q, J=7.5 HZ, 2H), 0.96 (t, J=7.3 
HZ, 3H); IR (KBr) 3283, 3100, 2957, 2870, 2782, 1670, 
1606, 1528, 1347, 1311, 1162, 1092, 854, 746, 737, 686 
cm“; MS (E1) m/e 496.1902 (496.1893 calcd for 
C24H28N6O4S). Anal calcd for 
C24H28N6O4S*HCl*0.85H2O: C, 52.57; H, 5.64; N, 15.33. 
Found: C, 52.57; H, 5.46; N, 15.33. 
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EXAMPLE 10 

Nl -[4-(4-Amino-2-butyl-1H-imidaZo[4,5 -c ]quinolin 
1-yl)butyl]-4 -amino-1 -benZenesulfonamide Hydro 

chloride 

[0143] 

NH2 

NI \ N\ 
/ N 

NH 

O = S = O 

NH2 

[0144] A solution of Nl-[4-(4-amino-2-butyl-1H-imidaZo 
[4, 5-c]quinolin-1 -yl)butyl]-4-nitro-1 -benZenesulfonamide 
hydrochloride (0.38 g) in methanol (250 ml) Was charged 
With a catalytic amount of 10% palladium on carbon (0.085 

g). The reaction Was placed under an atmosphere of hydro 

gen (50 psi; 3.44><105 Pa)) and shaken on a Parr apparatus 

for 2 hours. The reaction mixture Was ?ltered and the solvent 

removed in vacuo. The solid product Was recrystallized from 

2-propanol to provide 0.34 g ofNl-[4-(4-amino-2-butyl-1H 
imidaZo[4,5 -c]quinolin-1-yl)butyl]-4-amino-1-benZene 
sulfonamide hydrochloride as an oiT White poWder, m.p. 

203.1-205.0o C. 1H NMR (300 MHZ, DMSO-d6) 6 8.65 

(very broad s, 2H), 8.21(d, J=8.0 HZ, 1H), 7.82 (m, 1H), 7.71 
(t, J=7.7 HZ, 1H), 7.58 (t, J=7.7 HZ, 1H), 7.38 (d, J=8.7 HZ, 
2H), 7.13 (t, J=5.9 HZ, 1H), 6.60 (d, J=8.7 HZ, 2H), 5.92 
(broad s, 2H), 4.55 (t, J=7.6 HZ, 2H), 2.96 (t, J=7.6 HZ, 2H), 
2.70 (q, J=6.4 HZ, 2H), 1.81 (m, 4H), 1.58-1.43 (m, 4H), 
0.96 (t, J=7.4 HZ, 3H); IR (KBr) 3430, 3316, 3215, 3046, 
2955, 2868, 2679, 1671, 1594, 1334, 1157, 1091, 851, 776, 
759 cm_l; MS (E1) m/e 466.2145 (466.2151 calcd for 

C24H3ON6O2S). Anal calcd for C24H3ON6O2S*HCl: C, 
57.30; H, 6.21; N, 16.71. Found: C, 57.36; H, 6.31; N, 16.21. 

May 18, 2006 
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EXAMPLE 1 1 

N5-[4-(4-Amino-2-butyl-1H-imidaZo[4,5 -c ]quinolin 
1-yl)butyl]-5-isoquinolinesulfonamide 

[0145] 

NH2 

NI \ N\ 
/ N 

[0146] A suspension of isoquinoline-5-sulfonyl chloride 
hydrochloride (0.83 g in 50 ml of pyridine, 3.1 mmol) Was 
added dropWise to a stirring solution of 1-(4-aminobutyl) 
2-butyl-1H-imidaZo[4,5-c]quinoline-4-amine (1.0 g, 3.2 
mmol) and dichloromethane (175 ml). The solution turned a 
bright yelloW color and Was maintained at room temperature 

for 4 hours. An additional 0.18 g of isoquinoline-5-sulfonyl 
chloride hydrochloride Was added and the reaction Was 

maintained an additional 60 hours. The yelloW solution Was 

concentrated in vacuo, dissolved in dichloromethane, and 
Washed sequentially With saturated aqueous sodium bicar 
bonate and Water. The organic fraction Was dried (MgSO4), 

?ltered, and concentrated in vacuo. The residue Was puri?ed 

by ?ash column chromatography (silica gel, 9:1 
dichloromethane\methanol) to provide 0.7 g of N5-[4-(4 
amino-2-butyl-1H-imidaZo[4,5-c]quinolin-1-yl)butyl]-5 - 

isoquinolinesulfonamide as a White crystalline solid, mp. 

96.00 C. (decomposition). 1H NMR (300 MHZ, DMSO-d6) 
6 9.44 (d, J=0.7 HZ, 1H), 8.64(d, J=6.1 HZ, 1H), 8.41-8.35 
(m, 2H), 8.30 (dd, J=7.4, 1.2 HZ, 1H), 8.11 (t, J=5.6 HZ, 1H), 
7.92 (d, J=7.6 HZ, 1H), 7.75 (t, J=7.7 HZ, 1H), 7.61 (dd, 
J=8.3, 1.2 HZ, 1H), 7.41 (dt, J=7.7, 1.2 HZ, 1H), 7.22 (dt, 
J=7.6, 1.2 HZ, 1H), 6.47 (broad s, 2H), 4.38 (t, J=7.5 HZ, 
2H), 2.86-2.74 (m, 4H), 1.78-1.63 (m, 4H), 1.50-1.34 (m, 
4H), 0.94 (t, J=7.4 HZ, 3H); MS (E1) m/e 502.2151 
(502.2151 calcd for C27H3ON6O2S). Anal calcd for 
C27H3ON6O2S: C, 64.52; H, 6.02; N, 16.72. Found: C, 64.03; 
H, 6.03; N, 16.55. 
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EXAMPLE 12 

N-[4-(4-Amino-2-(4-methoxybenZyl)-1H-imidaZo[4, 
5 -c]quinolin-1 -yl]butyl ]methanesulfonamide 

[0147] 

[0148] Methanesulfonic anhydride (0.19 g, 1.1 mmol) Was 
added to a stirring solution of 1-(4-aminobutyl)-2-(4-meth 
oxybenZyl)-1H-imidaZo[4,5-c]quinolin-4-amine (0.4 g, 1.07 
mmol), dichloromethane (75 ml) and acetonitrile (100 ml). 
The reaction Was maintained at room temperature for 60 
hours. The solvent Was removed in vacuo and the residue 
Was puri?ed by ?ash column chromatography (silica gel, 9:1 
dichloromethane\methanol). The fractions containing prod 
uct Were combined, Washed With saturated aqueous sodium 
bicarbonate, dried (MgSO4), ?ltered, and concentrated to 
provide 0.3 g of N-[4-(4-amino-2-(4-methoxybenZyl)-1H 
imidaZo[4,5-c]quinolin-1-yl]butyl]methanesulfonamide as a 
White solid, mp. 78.1-79.5o C. 1H NMR (300 MHZ, DMSO 
d6) 6 7.99 (d, J=7.6 HZ, 1H), 7.62 (dd, J=8.3, 1.2 HZ, 1H), 
7.42 (m, 1H), 7.27-7.21 (m, 3H), 6.98 (t, J=5.7 HZ, 1H), 6.89 
(d, J=8.7 HZ, 2H), 6.58 (broad s, 2H), 4.45 (broad s, 2H), 
4.33 (s, 2H), 3.72 (s, 3H), 2.87 (m, 5H), 1.55 (broad s, 2H); 
MS (Cl) m/e 454 (M+H). 

EXAMPLE 13 

Nl -[4-(4-Amino-1H-imidaZo[4,5 -c]quinolin-1-y)bu 
tyl]-1 -butanesulfonamide 

|| 
0 

[0150] A solution of 1-(4-aminobutyl)-1H-imidaZo[4,5-c] 
quinolin-4-amine (9.3 mg, 36 umol) in 10 mL of dichlo 
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romethane in a screW-capped test tube Was cooled doWn to 
—50 C. Butanesulfonyl chloride (45 umol) Was added as a 0.3 
M solution in dichloromethane, With argon bubbling through 
the mixture during addition and for an additional 15 seconds. 
The mixture Was alloWed to stand at —50 C. overnight. 
Aminomethyl polystyrene resin (ca. 90 mg, 0.62 meq/g, 
100-200 mesh, Bachem) Was added and the mixture Was 
Warmed to re?ux and shaken at about 600 rpm for 3 hours. 
The mixture Was ?ltered through a Poly-Prep column (Bio 
Rad #731-1550) to remove resin. Solvent Was removed in 
vacuo and the residue Was puri?ed by semi-preparative hplc 
on a Gilson system (Rainin Microsorb C18 column, 21.4>< 
250 mm, 8 micron particle siZe, 60A pore, 10 mL/min., 
gradient elution from 2-95% B in 25 min., hold at 95% B for 
5 min., Where A=0.1% tri?uoroacetic acid/Water and 
B=0.1% tri?uoroacetic acid/acetonitrile, peak detection at 
254 nm for triggering fraction collection). The semi-prep 
hplc fractions Were analyZed by LC-APCl/MS and the 
appropriate fractions Were combined and lyophiliZed. The 
solid Was dissolved in ca. 3 mL of 2:1 dichloromethane 
methanol and shaken With ca. 80 mg (300 umol) of diiso 
propylaminomethyl-polystyrene resin (Argonaut PS-DlEA, 
3.86 mmol/ g) for ~2 h to liberate the free amine, and then 
?ltered and dried in vacuo to give the product as a solid. MS 
(APCl) m/e 376.16 (M+H). 

EXAMPLE 14 

Nl -{4—[4-Amino-2-(2-methoxyethyl)-6,7,8,9-tet 
rahydro-1H-imidaZo[4,5-c]quinolin-1-yl]butyl}-4 

?uoro- 1 -benZenesulfonamide 

[0151] 

[0152] According to the general method of Example 5,1 
(4-aminobutyl) -2-(2-methoxyethyl)-6,7, 8, 9-tetrahydro- 1 H 
imidaZo[4,5-c]quinolin-4-amine and 4-?uorobenZenesulfo 
nyl chloride Were combined. Recrystallization from 4:1 
n-propyl acetate\methanol provided Nl-{4-[4-amino-2-(2 
methoxyethyl)-6,7, 8, 9-tetrahydro- 1 H-imidaZo[4, 5-c]quino 
lin-1-yl]butyl}-4-?uoro-1-benZenesulfonamide as a White 
crystalline solid, mp. 1910-19300 C. 1H NMR (300 MHZ, 
DMSO-d6) 6 7.86-7.81 (m, 2H), 7.67 (broad s, 1H), 7.45 
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7.39 (m, 2H), 5.65 (broad s, 2H), 4.15 (m, 2H), 3.76 (t, J=6.7 
Hz, 2H), 3.27 (s, 3H), 3.00 (t, J=6.7 Hz, 2H), 2.90 (broad s, 
2H), 2.78 (m, 2H), 2.65 (broad s, 2H), 1.75 (broad s, 4H), 
1.61 (m, 2H), 1.43 (m, 2H); MS (Cl) m/e 476 (M+H). 
Analysis: Calculated for C23H3OFN5O3S: % C, 58.09; % H, 
6.36; % N, 14.73; Found: % C, 58.37; % H, 6.35; % N, 
14.60. 

EXAMPLE 15 

N-[4-(4-Amino-2-phenyl-1H-imidazo[4,5 -c ]quino 
lin-1 -yl)butyl]-4-?uoro- 1 -benzenesulfonamide 

[0153] 

NH2 

NP H3 / N 

1 ‘IT \s 
H 
0 

Part A 

[0154] A solution of benzoyl chloride (5.3 g, 37.7 mmol) 
in dichloromethane (100 mL) Was sloWly added to a solution 
of tert-butyl N-{4-[(3-aminoquinolin-4-yl)amino] 
butyl}carbamate (12.5 g, 37.7 mmol) in dichloromethane 
(250 mL) at ambient temperature. The reaction mixture Was 
maintained at ambient temperature overnight. The resulting 
precipitate Was isolated by ?ltration and dried to provide 
11.0 g of tert-butyl N-(4-{[3-(benzoylamino)quinolin-4-yl] 
amino}butyl)carbamate hydrochloride as a White solid. 

Part B 

[0155] Triethylamine (7.26 g, 71.7 mmol) Was added to a 
solution of the material from Part A in ethanol (200 mL) and 
heated at re?ux for 2 days. The reaction mixture Was 
concentrated to provide an orange syrup. HPLC mass spec 
analysis shoWed that the syrup contained the desired product 
and starting material. The syrup Was taken up in dichlo 
romethane (100 mL) and then cooled in an ice bath. Tri 
ethylamine (5 mL) and benzoyl chloride (1.9 mL) Were 
added. The reaction mixture Was maintained at ambient 
temperature for 2 days at Which time analysis by HPLC 
indicated that the reaction Was not complete. The reaction 
mixture Was concentrated under vacuum. The residue Was 

taken up in isopropyl alcohol (150 mL). Triethylamine (5 
mL) Was added and the reaction mixture Was heated at re?ux 
overnight. The reaction mixture Was concentrated under 
vacuum. The residue Was puri?ed by ?ash chromatography 
(silica gel; eluting With 10% methanol in dichloromethane). 
The fractions containing product Were combined and con 
centrated under vacuum. The residue Was recrystallized 
from acetonitrile to provide 6.7 g of tert-butyl N-[4-(2 
phenyl-1H-imidazo[4,5-c]quinolin-1-yl)butyl]carbamate as 
a solid, mp. 158-1590 C. 
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PartC 

[0156] 3-Chloroperoxybenzoic acid (1.05 eq of 65%) Was 
sloWly added in small portions to a solution of tert-butyl 
N-[4-(2-phenyl-1H-imidazo[4,5 -c]quinolin-1-yl)butyl]car 
bamate (6.56 g, 15.75 mmol) in dichloromethane (120 mL). 
After 3 hours the reaction Was quenched With 1% aqueous 
sodium bicarbonate (200 mL). The layers Were separated. 
The aqueous layer Was extracted With dichloromethane 
(2><50 mL). The organic fractions Were combined, dried over 
magnesium sulfate and then concentrated under vacuum to 
provide a pale orange syrup. The syrup Was triturated With 
diethyl ether to provide 6.8 g of 1-[4-(tert-butylcarbamyl 
)butyl]-2-phenyl-1H-imidazo[4,5-c]quinoline-5N-oxide as a 
pale tan solid, mp. 178-1810 C. 

PartD 

[0157] A solution of 1-[4-(tert-butylcarbamyl)butyl]-2 
phenyl-1H-imidazo[4,5-c]quinoline-5N-oxide (6.8 g, 15.75 
mmol) in dichloromethane (100 mL) Was chilled in an ice 
bath. Concentrated ammonium hydroxide (30 mL) Was 
added. Tosyl chloride (3.0 g, 15.75 mmol) Was added in 
small portions over a period of 30 minutes. The reaction 
mixture Was alloWed to Warm to ambient temperature over 

night. The reaction Was quenched With Water (350 mL). The 
layers Were separated. The aqueous layer Was extracted With 
dichloromethane. The organic fractions Were combined, 
dried over magnesium sulfate and then concentrated under 
vacuum to provide a tan solid. This material Was puri?ed by 
?ash chromatography (silica gel eluting With 10% methanol 
in dichloromethane) to provide 4.8 g of product. The bulk of 
the material Was carried on to the next step. A small portion 
Was recrystallized from toluene to provide tert-butyl N-[4 
(4-amino-2-phenyl-1H-imidazo[4,5 -c]quinolin-1-yl)butyl] 
carbamate as a solid, mp. 182-1830 C. Analysis: Calculated 
for C25H29N5O2: % C, 69.58; % H, 6.77; % N, 16.22; 
Found: % C, 69.86; % H, 6.95; % N, 15.80. 

PartE 

[0158] The material from Part D Was dissolved in metha 
nol (15 mL) and 1 N hydrochloric acid (100 mL) and then 
heated at re?ux for 2 hours. The reaction mixture Was 
concentrated under vacuum to a volume of about 50 mL. 
Addition of concentrated ammonium hydroxide to pH 12 did 
not produce a precipitate. The pH Was adjusted to 7 With 1 
N hydrochloric acid. The mixture Was extracted With dichlo 
romethane and then With ethyl acetate. The aqueous layer 
Was concentrated to dryness. The residue Was dissolved in 
Water (50 mL) and then extracted continuously With re?ux 
ing chloroform for 36 hours. The chloroform extract Was 
concentrated under vacuum to provide a light tan solid. This 
material Was recrystallized from acetonitrile to provide 2.5 
g of 1-(4-aminobutyl)-2-phenyl-1H-imidazo[4,5-c]quinolin 
4-amine as an off White solid, mp. 175-1770 C. Analysis: 
Calculated for C2OH21N5: % C, 72.48; % H, 6.39; % N, 
21.13; Found: % C, 72.72; % H, 6.32; % N, 20.71. 

PartF 

[0159] 1-(4-Aminobutyl)-2-phenyl-1H-imidazo[4,5-c] 
quinolin-4-amine (0.331 g, 1.0 mmol) Was dissolved in 
anhydrous acetonitrile (35 mL) and the solution Was cooled 
to 40 C. A solution of 4-?uorobenzenesulfonyl chloride 
(0.194 g, 1.0 mmol) in anhydrous dichloromethane (10 mL) 
Was sloWly added. The reaction Was alloWed to sloWly Warm 
to ambient temperature over the Weekend. The reaction Was 
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quenched by the addition of aqueous saturated sodium 
bicarbonate solution. The layers Were separated and the 
organic layer Was concentrated to provide a pale yelloW 
solid. This material Was recrystallized from isopropyl alco 
hol and then further puri?ed by ?ash chromatography (silica 
gel eluting With 10% methanol in dichloromethane). The 
pure fractions Were combined and concentrated. The residue 
Was recrystallized from isopropyl alcohol to provide 0.2 g of 
N-[4-(4-amino-2-phenyl-1H-imidaZo[4,5-c]quinolin-1-yl 
)butyl]-4-?uoro-1-benZenesulfonamide as a pale yelloW 
solid, mp. 214-2160 C. Analysis: Calculated for 
C26H24FN5O2S: % C, 63.79; % H, 4.94; % N, 14.30; Found: 
% C, 63.19; % H, 4.85; % N, 13.90. Mass spec M+1=490.2 

EXAMPLE 16 

N-[4-(4-Amino-2-phenyl-1H-imidaZo[4,5 -c ]quino 
lin-1 -yl)butyl ]methanesulfonamide 

[0160] 

NH2 

N 

P H3 / N 

H O 

N\g 
||\ 
0 
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[0161] Using the general method of Example 15 Part E, 
1 -(4-aminobutyl)-2-phenyl-1H-imidaZo[4,5 -c ]quinolin-4 
amine (0.331 g, 1.0 mmol) Was reacted With methane 
sulfonic anhydride to provide 0.14 g of N-[4-(4-Amino-2 
phenyl-1H-imidaZo[4,5-c]quinolin-1-yl)butyl] 
methanesulfonamide as a White solid, mp. 234-2350 C. 

Mass spec M+1=410.2. 

EXAMPLES 17-33 

[0162] The compounds shoWn in the Table beloW Were 
prepared using the synthetic method described in Reaction 
Scheme 11 above. 

[0163] 1-(2-Aminoethyl)-2-butyl-1H-imidaZo[4,5-c] 
quinolin-4-amine (25 mg) Was placed in a 2 dram (7.4 mL) 
vial. Diisopropylethylamine (11 11L, 1.2 eq), dichlo 
romethane (1 mL) and the sulfonyl chloride (1.1 eq) Were 
added in order. The vial Was placed on a shaker for about 2 
hours and then on a sonicator for about 0.5 hours. The 

reaction mixture Was alloWed to stand at ambient tempera 
ture overnight and analyZed by LC/MS to con?rm the 
formation of the desired product. The solvent Was removed 
and the residue Was puri?ed by semi-preparative HPLC 
(Capcell Pak C18 column, 35 mm><20 mm, 5 micron particle 
siZe, 20 mL/min., gradient elution from 5-95% B in 10 min., 
hold at 95% B for 2 min., Where A=0.1% tri?uoroacetic 
acid/Water and B=0.1% tri?uoroacetic acid/acetonitrile, 
peak detection at 254 nm for triggering fraction collection). 
The semi-prep HPLC fractions Were analyZed by LC-APCI/ 
MS and the appropriate fractions Were combined and lyo 
philiZed to provide the tri?uoroacetate salt of the desired 
sulfonamide. 

Example # Structure of the Free Base Observed Mass 

17 NH2 390.2 

11 \ NW 
/ N 

R 0 
|| 
0 

18 460.2 NH2 

N 

NP W 
/ NR 
W 
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16 

-continued 

Structure of the Free Base Observed Mass Exalnple# 

19 NH; 430.1 

NI \ N\>_/—/ 
/ N 

S R 0Q \ 
§\s 

|| 
0 

20 NH2 424.1 

bi \ N\>_/—/ 
/ N 

R 111) 0* 
|| 
0 

21 NH2 504.0 

N| \ / N 

Br 

0U §\s 
|| 
0 

22 NH; 492.0 

N| \ / N 

Cl ‘?g 
§\s 01 

|| 
0 
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Example # 

23 

24 

25 

26 

Sttucture of the Free Base 

NH2 

-continued 

NW 

17 
May 18, 2006 

Observed Mass 

438.1 

534.0 

480.2 

466.2 
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-continued 

Example # Sttucture of the Free Base Observed Mass 

27 NH; 

N 

NP W 
/ N 

O\ 
O 

\u S 

454.1 

0 

28 NH; 438.1 

N| \ / N 

R (i 
§\s 

|| 
0 

29 NH; 450.1 

N| \ / N 

(T / §\s 
|| 
0 

30 NH; 475.1 

N| \ / N 

R ? 
§\s 

|| 
0 
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-continued 

Example # Structure of the Free Base Observed Mass 

31 NH2 474.2 

bi \ N\>—/_/ 
/ N 

R (5 
|| 
0 

32 NH2 474.1 

bi \ N\>—/_/ 
/ N 

R (i 
§\s 

|| 
0 

33 NH2 517.2 

\ N 
i \ 
/ N 

R O I §\g N\ 
H 
0 

EXAMPLE 34 EXAMPLE 35 

N_[2_(4_Ammo_2_butyl_1H?lmdazom’s_C]qu1n0hn_ N-[2-(4-Amino-2-buty1-1H-imidaZo[4,5-c]quino1in 
1-y1) ethy1]methanesu1fonam1de Tn?uoroacetate . . . 

1-y1)ethy1] trl?uoromethanesulfonamide Trl?uoro 
[0164] acetate 

NH2 

N NHZ 

ND \ 
/ N N| \ N\ 

R / N 
‘i R N 

H\S/ F 

o/kr I HN || 
0 \S F 

[0165] This compound Was prepared using the method of 0 
Examples 17-33 above except that 1.1 eq of methane 
sulfonic anhydride Was used in place of the sulfonyl chlo- [0167] This compound Was prepared using the method of 
ride. (Observed Mass=362.2) Examples 17-33 above except that 1.1 eq of tri?uo 
































































































































