Claims

We claim :
1. A compound of the Formula I:
R
\ AN
| .
F n R
l N N Ry
=
R3 N N w
H
D
wherein:
X is NH;
Wis O;

R is Cl and a 1,3 dioxoalkylene chain bound to the phenyl ring so as to form
1,3-dioxolane;

Ri, Ry, R3 each independently is H;

nis0;

or

a pharmaceutically acceptable salt, or tautomer thereof.

7 A pharmaceutical composition comprising a compound of Formula I

according to claim 1, and a physiologically acceptable carrier.

3. A composition of claim 2 wherein the compound is present in an amount of

from 0.1 — 1000 mg.

4. A composition of claim 3 wherein the compound is present in an amount from
0.1 — 500 mg.
5. A composition of claim 2 that is the form of a tablet, capsule, powder,

suspension, aerosol, spray, granulate, solution, or paste.
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6. A composition of claim 2 that is administered orally, parenterally,
intradermally, intranasally, subcutaneously, intrabuccally, intravenously,

intramuscularly, or iontophoretically.

7. Use of a compound of claim 1 for the preparation of a medicament for the

treatment of a proliferative, autoimmune, anti-inflammatory or infectious diseases.

8. The use of claim 7 wherein the disorder is selected from the group consisting
of angiogenesis, cancers, tumor formation, arteriosclerosis, ocular disease, arthritis,
thrombosis, fibrosis, glomerulonephritis, psoriasis, restenosis, transplant rejection,

cirrhosis, viral and bacterial infections, and autoimmune disease.

9. The use of claim 8 wherein the disease is a cancer.

10. The use of claim 7 wherein administration of the compound is simultaneous,

sequential or in alternation with administration of at least one other active drug agent.

11.  Akit comprising separate packets, the first having a therapeutically effective
amount of a pharmaceutical composition according to claim 2, and the second having
a therapeutically effective amount of a pharmaceutical composition comprising a

further pharmaceutically active ingredient.
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Claims

We claim: e S -

1. A compound of the Formula IIL, IV, or L:

7
_~Cy v. HN—T /
Q /
X R
R
727 XY X 2
)I\ Z
Ra N ﬁ w
(1In)
;-/I)J
)
,"/'.
wherein:  /
/
X is NHyNH-C(=0), (-C=0)NH, NH-C(=0)NH, O, S, SO,NH, CHy, -C=C-,
or-HC=CH /
Q j$ NH(C=Y) or (C=Y)NH;
¥ and-W-each-independently is O-SrorNH; — —
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R-is-H;-halo;-cyane; nitro;-alkyl; trifluoromethyl;-heteroalkyl;- OR’;-SR® angi-‘
NR’R¥, where R’ and R* each independently are H, alkyl, haloalkyl, alkylhalot,,dr
heteroalkyl; or R is an heteroalky! chain that optionally is bound at either en(_;l-%O
adjoining carbon atoms of the phenyl ring to which it is attached, thereby _f{‘j'lﬁning a
bicyclic ring structure;

R}, Rz, R; each independently is H, SH or an ether or oxidate_d; orm of
sulfur; halo, nitro, amino, alkyl, formyl, hydroxy, hydroxyalkyl, a,!ﬁbxy, cyano,
carboxy, carboxylic acid, a carboxylic acid ester, a carboxylic _g;c'id amide such as -
(C=0)-(NrxRy), acetic acid, acetic acid ester, acetic acid an}iﬂé including an acetic
acid amide having substitutions -(C=0)-N(RxRy), substi@_u’hd or unsubstituted aryl,
heterocyclic-alkoxy, substituted or unsubstituted hetcrgésrcle or heteroaryl,
alkylamino, dialkylamino, alkylaminoalkyl, dialkylz;rﬁinoalkyl, alkyldiamino,
alkylaminoalkoxy, alkyldiaminoalkoxy, heterocyelic-alkoxy, alkylamino amide,
dialkylamino amide carboxylic acid ester, hydpo.kyalky[-hydroxy, hydroxy-alkylamide
ester, dihydroxy-alkylamide ester, hydroxya‘fkylamide acetic acid; wherein Rx and
Ry each independently may be H, alkyl, a‘i;;.linoalkyl. dialkylaminoalkyl, aryl-
aminoalkyl, carbocycle-aminoalkyl, oc'ﬁeteroaryl-amino alkyl; and wherein the two
groups bonded to the N atom of an _aihinoalkyl group may, together with the N atom
to which they are bound, join to fohn a heterocyclic group;

nis 1,2,3 or 4, with the' proviso that n may = 0 when X is other than oxygen;

A is a 3-7 membered, -i:ing, saturated or unsaturated, optionally having 1 or
more heteroatoms aﬂd—mﬂmpﬂeﬁaﬂyﬂ*bs%&&wé

Cy is selcted froi‘ﬁ the group consisting of an-unsubstituted-orsubstituted
cycloalkyl, bicycloal_k;l, aryl, heterocycle and heteroaryl;

Zis Hs SH,‘-’ﬁydroxy, halo, amino, acyl, formyl, alkylamino-heterocycle,
dialkylamino-hcférocyclc, alkylamino-alkylamino, dialkylamino-alkylamino,
alkylamino-alkoxy, dialkylamino-alkoxy, heterocyclic alkoxy, C;.¢ alkyl ester,
phenyl, beozbyl, phenyl alkyl ketone, alkyl propanoyl, dialkyl alkanamide, acetic
acid, or _ai::ctic acid amides;

Z’ is CH or N; or
.I a pharmaceutically acceptable salt, predrug; hydrate, solvate, racemic mix,

tautomer or enantiomer thereof.

' 2. The compound-of claim-1, Formula (), wherein:
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X-is NH; NH-€(=0); (-C=O)NH; NH-C(=O)NH; O; §; SO:NH, - CH, — /
-C=C-, or -HC=CH;

W is O5S-CHosor NH; j

R is H, halo, cyano, nitro, alkyl, trifluoromethyl, heteroalkyl, OR’, SR1
and NR’R“, where R’ and R* each independently are H, alkyl, haloalkyl, .. ¢
alkylhalo, or heteroalkyl; or R is an heteroalky! chain that optionally is bdﬁnd at
either end to adjoining carbon atoms of the pheny! ring to which it is gtfélched,
thereby forming a bicyclic ring structure;

Ry, Ry, R, each independently is H, SH or an ether or oigi'aated form of sulfur;
halo, nitro, amino, alkyl, formyl, hydroxy, hydroxyalkyl, a]kq)cgr, cyano, carboxy,
carboxylic acid, a carboxylic acid ester, a carboxylic acid 'c}sf;'ide such as -(C=0)-
N(RxRy), acetic acid, acetic acid ester, acetic acid amidp”includ ing an acetic acid
amide having substitutions -(C=0)-N(RxRy), substit},lféd or unsubstituted aryl,
heterocyclic-alkoxy, substituted or unsubstituted l]_e{;:rocyc]e or heteroaryl,
alkylamino, dialkylamino, alkylaminoalkyl, diz@ll’("ylaminoalkyl, alkyldiamino,
alkylaminoalkoxy, alkyldiaminoalkoxy, hett;)'-i;;:yclic-alkoxy, alkylamino amide,
dialkylamino amide carboxylic acid ester_,,h';fdroxyalkyl-hydroxy, hydroxy-alkylamide
ester, dihydroxy-alkylamide ester, hyq,rf;xya]kylamide acetic acid, wherein Rx and
Ry each independently may be H, a_])(?l, aminoalkyl, dialkylaminoalkyl, aryl-
aminoalkyl, carbocyc]e-atninoallgyf, or heteroaryl-amino alkyl; and wherein the two
groups bonded to the N atom gt‘ ';'m aminoalkyl group may, together with the N atom
to which they are bound, jo_,iﬁ"rlto form a heterocyclic group;

nis 1,2,3 or4, yﬂth the proviso that n may = 0 when X is other than
OoXygen; or /
a phannacqu’tricalty acceptable salt, predrug; hydrate, solvate, racemic mix,
tautomer or enapfi}omer thereof.

,f’/
3. The (_cé'lmpound of claim 2 wherein the residues not designated in greater detail
have th/(;/;neaning indicated in claim 2, but in which
in Subformula la W-is-O; X is NH, n =0, and R is H;
p ; in Subformula Ib W-s-O; X is NH, n =0, and R simultaneously is Cland a [,3

d/ ioxoalkylene chain bound to the phenyl ring so as to form 1,3-dioxolane;
I' in Subformula Ic W-is9; X is O, n=1, and R is H;
——in-Subformula-Id-W-is-8;-X-is-CHa:r--=0;-and-R-is-Cl:- —
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in Subformula le W-is NH; X-is CHy; n="0,and Ris Ty —
in Subformula If W-is-©; X is NH, n = 1, and R is di-fluoro.

4.  The compound of claim 1, Formula III, wherein:

X is NH, NH-C(=0), NH-CHy, (-C=O)NH, NH-C(=O)NH, O, S, ,
SO.NH, CHj, -C=C-, or—HC=CH-;

Q is NH(C=Y) or (C=Y)NH; ;

Y and W each-independently is Os-Sr-or NH;

A is a 3-7 membered ring, saturated or unsaturated, og}.i"(;nally having I or
more heteroatoms and-further-optionatly-substituted; ’

Cy is selcted from the group consisting of anﬂﬂg&l;smuteéﬂr—subst-&uteé
cycloalkyl, bicycloalkyl such as norbornyl, aryl, hete/rdéyclc and heteroaryl;

Ry, Ry, Rs, each independently is H, SH or/an ether or oxidated form of
sulfur; halo, nitro, amino, alkyl, formyl, hydro:gy',/.hydroxyalkyl, alkoxy, cyano,
carboxy, carboxylic acid, a carboxylic acid t_;s'fér, a carboxylic acid amide such as -
(C=0)-N(RxRy), acetic acid, acetic acid 9s'ier, acetic acid amide including an acetic
acid amide having substitutions -(C=Q)5N(Rny), substituted or unsubstituted aryl,
heterocyclic-alkoxy, substituted or _L;ﬁ;ubstitutcd heterocycle or heteroaryl,
alkylamino, dialkylamino, alkyiq;ﬁ"fnoalkyl, dialkylaminoalkyl, alkyldiamino,
alkylaminoalkoxy, alkyldiamilpé.ztlkoxy, heterocyclic-alkoxy, alkylamino amide,
dialkylamino amide carboxyl;;lc acid ester, hydroxyalkyl-hydroxy, hydroxy-
alkylamide ester, dihydrpfc;y-alkylamide ester, hydroxyalkylamide acetic acid,
wherein Rx and Ry e_glc'h independently may be H, alkyl, aminoalkyl,
dialkylaminoalkyll,,é';‘yl-aminoalkyl, carbocycle-aminoalkyl, or heteroaryl-amino
alkyl; and wher_giﬁ the two groups bonded to the N atom of an aminoalkyl group may,
together with_,-fﬁc N atom to which they are bound, join to form a heterocyclic group;
ora pharmé&cutically acceptable salt, predrug; hydrate, solvate, tautomer,

racemi¢/mix, or enantiomer thereof.

5 The compound of claim 4 wherein the residues not designated in greater detail
have the meaning indicated in claim 4, but in which
in Subformula Illa Q is NH(C=0), W is O, X is NH, and A and Cy are phenyl;

in-SubformulaHib-Q-is NH(C=0)-and Cy-is-methoxyphenyl;— =4
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in-Subformula Illc Q-is NH(C=0) and Cy-is methylphenyl; —

in Subformula I1Id Q is NH(C=0) and Cy is fluoro, trifluoromethyl phenyl;
in Subformula Ille Q is NH(C=0) and Cy is chlorophenyl or dichlorophenyl__;,»’"".
in Subformula I1If Q is NH(C=0) and Cy is naphthy!;

in Subformula IlIg Q is NH(C=0) and Cy is norbornyl; /

in Subformula IITh Q is NH(C=0) and Cy is triﬂuoromethoxyphen'ylfr

in Subformula IIIj Q is (C=O)NH, W is O, X is NH, and A and CZy are phenyl;
in Subformula ITlk Q is (C=O)NH and Cy is methoxyphenyl__;/’j

in Subformula [IIm Q is (C=O)NH and Cy is mcthylphen'y{f;:

in Subformula [IIn Q is (C=O)NH and Cly is fluoro, tr_i_ﬁﬁoromcthy] phenyl;

in Subformula ITTo Q is (C=0)NH and Cy is chlorgpﬁcnyl or dichlorophenyl;
in Subformula ITlp Q is (C=O)NH and Cy is naphthyl;

in Subformula ITiq Q is (C=O)NH and Cy is/,n’t;rbomyl;

in Subformula IfIr Q is (C=0)NH and C}MS trifluoromethoxyphenyl.

6. The compound of claim 1, Formula [V, wherein:

X is NH, NH-C(=0), NH-CHZ,',(AEI=O)NI [, NH-C(=O)NH, O, S, SO,NH,

CH,, -C=C-, or -HC=CH-;

Y is O, S, or NH; _

A is a 3-7 membered __r_.iii;g, saturated or unsaturated, optionally having | or
more heteroatoms &ﬂd—&rﬁheFeﬁHeﬂa-l—lf—SHb&tﬁH%ﬁd;

Cy is selcted ﬁ'grﬁ'.the group consisting of an-uasubstituted-or-substituted
cycloalkyl, bicyc]og}k';l such as norbornyl, aryl, heterocycle and heteroaryl;

Zis H; SH{'thdroxy. halo, amino, acyl, formyl, alkylamino-heterocycle,
dialkylamino~p(§;crocycle, alkylamino-alkylamino, dialkylamino-alkylamino,
alkylaminqﬁ'lkoxy, dialkylamino-alkoxy, heterocyclic alkoxy, Ci_ alkyl ester,
phenyl, _btﬂlzoyl, pheny! alkyl ketone, alkyl propanoyl, dialkyl alkanamide, acetic
acid, p’i: acetic acid amides;

’ ZisCorN;

A----= denotes the presence or absence of a bond,;

R, Ry, R;, each independently is H, SH or an ether or oxidated form of
sulfur; halo, nitro, amino, alkyl, formy!|, hydroxy, hydroxyalkyl, alkoxy cyano,

carboxy; carboxylic-acid;-a carboxylic-acid-ester, a carboxylic-acid amide
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such-as -(C=0)-N(RxRy); acetic-acid; acetic-acid-ester;-acetic-acid-amide including an—
acetic acid amide having substitutions -(C=0)-N(RxRy), substituted or unsubstituted{_,.-"":-
aryl, heterocyclic-alkoxy, substituted or unsubstituted heterocycle or heteroaryl,
alkylamino, dialkylamino, alkylaminoalkyl, dialkylaminoalkyl, alkyldiamino,
alkylaminoalkoxy, alkyldiaminoalkoxy, heterocyclic-alkoxy, alkylamino am,it':‘l;:,
dialkylamino amide carboxylic acid ester, hydroxyalkyl-hydroxy, hydro:gyialkylamide
ester, dihydroxy-alkylamide ester, hydroxyalkylamide acetic acid; wl_;e":':é in Rx and
Ry each independently may be H, alkyl, aminoalkyl, dialkylaminog_l_!ﬂ.yl, aryl-
aminoalkyl, carbocycle-aminoalkyl, or heteroaryl-amino alkyl; g.r‘t'& wherein the two
groups bonded to the N atom of an aminoalkyl group may, tggéther with the N atom
to which they are bound, join to form a heterocyclic groug;'(br

a pharmaceutically acceptable salt, prodrug; h){dﬁtt:, solvate, tautomer,

racemic mix, or enantiomer thereof.

7. The compound of claim 6 wherein the_{rééidues not designated in greater detail
have the meaning indicated in claim 6, but{,-i‘i’: which

in Subformula IVa R isH, X is___.I\'i,H, A is phenyl, Cy is phenyl, and Z is 4-
dimethyl amino-piperidine; 5

in Subformula [Vb R, is H, .X is NH, A is phenyl, Cy is phenyl, and Z is
dimethylamino-ethylamine;

in Subformula IVc Z’la dimethylamino-propylamine;

in Subformula I\{_d';rZ is dimethylamino-pyrrolidine;

in Subform u[a}_,.!’\?e Z is dimethylaminoethoxy or dimethylaminopropoxy;

/

in Subfonn{;,l[a IVf Z is pyrrolidinyl ethoxy or pyrrolidinyl propoxy;

in Subt‘qpﬁ;ula IVg WisO, Y is O, X is NH, A is phenyl, Cy is
diﬂuorophen_y[f R, is phenyl and/or carboxylic acid;

in ,Sfﬁ(bformula IVh WisO, Y is O, X is NH, A is phenyl, Cy is
diﬂuorg;’iilenyl, and R, is dimethylamino ethyl carboxylic acid amide;

/' in Subformula IVj W is O, Y is O, X is NH, A is phenyl, Cy is

d{j.ﬂlloruphmyl, and Z is dihydroxypropyl carboxylic acid amide;
in Subformula [Vk W is O, Y is O, X is NH, A is phenyl, Cy is
difluorophenyl, and R, is methy! acetic acid;

in-Subformula-IVm-—W-is O, Y-is- O, X-is NH;-A-is-phenyl- Cy-is . e
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difluorophenyl;-and Ry is hydroxyethyl-acetic acid amide:

8. A pharmaceutical composition comprising a compound of Formula IIL, IV or [ f
according to one or more of claims 1 - 7, and a physiologically acceptable carrier,_,_x"/

diluent, or excipient.

139. A process for preparing a_p’i;mpound of claim 1 comprising the steps of:

a. reacting a_,tfampound intermediate of the Formula V, VI, or VIIL:
R
R w. ONH
/ z
w o/ N
Y = Z
HN—D. N ~
/N, NH,, b
(vy , (VD , or (VD
"§
wherein:

B is 4 — 10 membered, saturated or unsaturated, ring that may be mono-, bi-,

—_— — —

v _or tricyclic,-and optionally-may-have-one-or-more heteroatoms;

- 108 -



-D is-phenyl;-a carbocycle; ora-heterocycle; -any of which-optionalty is 2
substituted; _ .

Z is H; SH, hydroxy, halo, amino, acyl, formyl, alkylamino-heterocycle,___.--"/
dialkylamino-heterocycle, alkylamino-alkylamino, dialkylamino-alkylamino,
alkylamino-alkoxy, dialkylamino-alkoxy, heterocyclic alkoxy, Ci.¢ alkyl q,sfér,
phenyl, benzoyl, phenyl alkyl ketone, alkyl propanoyl, dialkyl alkanam}_idi.:, or acetic
acid; and
R and W have the same meanings as given for Formulae !_,f"fll, IIT and IV;

with t-butyl COCl in the presence of TEA to provide a /ﬁ}st intermediate
product that is a t-butyl carboxamide substituted pyridine;

b. reacting the first intermediate product'_,x&ﬁth buty! lithium in DMF to
provide a second intermediate product that is an optigl{z;lly substituted acetyl, t-butyl
carboxamide substituted pyridine; '

c. reacting the second interme(_}_iﬁie product with t-butyl methyl ester
in the presence of LDA to provide a third in_],‘e‘i'med iate product that is a pyridine
having t-butyl carboxylic acid ester hydrqﬁi}methyl and t-butyl catboxamide
substituents, and that may be further s 'l_.lb!stituted;

d. refluxing the thi{r_d intermediate product with aqueous HCI to

provide a fourth intermediate of the Formula VIII:

| N N2
Z
4 N N W
H
(VII) and

e reacting the compound of Formula VIII with a bis-phenyl
carboxan}iﬁe wherein one phenyl is substituted by an amino group and the other

phen y}l__;fé optionally substituted, in the presence of Pd and X-phosphate to provide the

ﬁnz;.l""broduct compound.
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~10:—A-eempound-of one-ormore-of claims 1 =7 foruse in the treatment of a

proliferative, autoimmune, anti-inflammatory or infectious disease disorder that

comprises administering to a subject in need thereof a therapeutically effective
¥ 4
amount of. /

/
1511. The method compound of claim +410 wherein the disorder is selegtéd from the

i
group consisting of angiogenesis, cancers, tumors, arteriosclerosis, ocular disease,
arthritis, thrombosis, fibrosis, glomerulonephritis, psoriasis, restenosis, transplant

rejection, cirrhosis, viral and bacterial infections, and autoimmur}c/disease.
#
1612. The methed compound of claim +511 wherein the dis€ase is a cancer.

/
17 i ke dwherdinthosaliodiii g uliak

4

1913. The methed compound of claim +410 \yF;crein administration is simultaneous,

sequential or in alternation with adminis(ratjo'n of at least one other active drug agent.
y

b 4
4
/

4

2014. A kit comprising separate pagl(éts, the first having a therapeutically effective

vl . . .
amount of a pharmaceutical compo/?itton according to claim 8, and the second having
a therapeutically effective amour}t'fof a pharmaceutical composition comprising a

further pharmaceutically activg (ingredient.

¥
4

.’//.’
2415, The compound of claim 1 selected from the group consisting of N-(4-
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naphthysidi-2(HE)-ones N-(4-(7-0x0-7,8-dihydro-1,8-naphthyridinA-y1-

amino)phenyl)benzamide; N-(4-(7-oxo-7,8-dihydro-1,8-naphthytidin-4-yl-
amino)pyrimidin-2-yl)benzamide; 2-ﬂuoro-N-(4-(7-0x0-7,8}:&é;dr0-l ,8-
naphthyridin-4-yl-amino)phenyl)benzamide; 3-ﬂuoro-N-‘(tfi('f-oon,8-dihydro- 1,8-
naphthyridin-4-yl-amino)phenyl)benzamide; 4-fl uoro-ﬁ{(4-(7-0xo-7, 8-dihydro-1,8-
naphthyridin-4-yl-amino)phenyl)benzamide; 2-lrif}ué'omcthyI-N-(4-(7-0x0-7,8-
dihydro-1 ,8-naphthyridin—4-yl-amino)phenyl)b};ﬁ;amide; 4-trifluoromethyl-N-(4-(7-
ox0-7,8-dihydro-1, 8-naphthyridin-4—yl-amin,e/)phenyl)benzamide; 2-fluoro-3-
Triﬂuoromethyl—N-(4-(7-oxo-7,8-dihydr(}f’l/,S-naphthyridin-4-yl-
amino)phenyl)benzamide; 4-flouro-2-trifluoromethyl-N-(4-(7-0x0-7,8-dihydro-1,8-
naphthyridin-4-yl-amino)phenyl)be / mide; 2,6-diflouro-N-(4-(7-0x0-7,8-dihydro-
1,8-naphthyridin-4-yl-amino)phﬁny[)benzamide; 3,4-diflouro-N-(4-(7-0x0-7,8-
dihydro-1 ,8-naphthyridin—4-y_|,-ém ino)phenyl)benzamide; 3,5-diflouro-N-(4-(7-oxo-
7,8-dihydro-1 ,S-naphthyri@iﬁ:4-yl-amino)phenyl)benzamide; 2,4-diflouro-N-(4-(7-
ox0-7,8-dihydro-1 ,8-napﬁ1hyridin-4-y[-amino)phenyl)benzamide; N-(4-(7-0x0-7,8-
dihydro-1,8-naphth y!‘jii/in-4-yl-amino)phenyl)cyclohexanecarboxamide; N-(4-(7-oxo0-
7,8-dihydro-1 ,8-n?ﬁi1thyridin-4—yloxy)phenyl)benzam ide; N-(2-(7-0x0-7,8-dihydro-
[ ,S-naphthyridjn’-/-f%-ylam ino)phenyl)benzamide; 4-(7-oxo-7,8-dihydro-1,8-
naphthyridin4-ylamino)-N-phenyl-benzamide; 3,5-bis(trifluoromethyl)-N-(4-(7-0xo0-
7.8-dih yd;f;: 1,8-naphthyridin-4-yl-amino)phenyl)benzamide; N-naphthalen-2-yl-4-(7-
oxo-7,&fdihyd ro-1,8-naphthyridin-4-yl-amino)benzamide; 2-methoxy-N-(4-(7-oxo-
7, S}dfélydro- 1,8-naphthyridin-4-yl-amino)phenyl)benzamide; 4-methyl-N-(4-(7-oxo-
}é—dihydro—l ,8-naphthyridin-4-yl-amino)pheny!l)benzamide; 2-fluoro-4-

K,/’triﬂuoromethyI-N-(4-(7-0xo-7,8-dihydro-1 ,8-naphthyridin-4-yl-
/" amino)phenyl)benzamide; 3-fluoro-5-trifluoromethyl-N-(4-(7-0x0-7,8-dihydro-1,8-

/
-*;r": —naphthyridin-4-yl-amino)phenyl)benzamide; 4-chloro-N-(4-(7-oxo-78~dihydro=18=——
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naphthyridin=4=yl-amino)phenylbenzamide; 4=trifluoromethoxy-N=(4=(7-0x0-7,8- ~7
dihydro-1,8-naphthyridin-4-yl-amino)phenyl)benzamide; 2-methyI-N-(4-(7-oxo-7,8-/.*';.
dihydro-1,8-naphthyridin-4-yl-amino)phenyl)benzamide; 3-methyl-N-(4-(7 -oxo-Z,Ef:
dihydro-1,8-naphthyridin-4-yl-amino)phenyl)benzamide; N-naphthalen-1 -yl-4;(’,§;
0x0-7,8-dihydro-1,8-naphthyridin-4-yl-amino)benzamide; 2,6-dichloro-N-(fIva'?-oxo-
7,8-dihydro-1,8-naphthyridin-4-yl-amino)phenyl)benzamide; 3,4-d ichlo!;é'i}\l-(4-(7 -
0x0-7,8-dihydro-1,8-naphthyridin-4-yl-amino)phenyl)benzamide; 2,17:6}0 hloro-N-(4-
(7-ox0-7,8-dihydro-1,8-naphthyridin-4-yl-amino)phenyl)benzam 19(3’ N-(4-(7-chloro-
1,8-naphthyridin-4-yl-amino)phenyl)benzamide; N-(4-(7(4-d ilr/ld{hylam ino-piperidin-
1-yl-1,8-naphthyridin-4-yl-amino)phenyl)benzamide; N-(4:/(f'?'f(4-dimethylamino-
ethylamino)-1,8-naphthyridin-4-yl-am ino)phenyl)benzaJm{de; N-(4-(7-(4-
dimethylamino-propylamino)-l,8-naphthyridin-4-yl-y‘f§ ino)phenyl)benzamide; N-(4-
(7-(4-dimethylamino-pyrrolidin-1-y1)-1 ,8-naphtl1¥ﬁdin-4-yl-

amino)phenyl)benzamide; N-(4-(7-(4-dimethylfai;lino-ethoxy)- 1,8-naphthyridin-4-yl-
amino)phenyl)benzamide; N-(4-(7-(4-di methﬁflam ino-propoxy)-1,8-naphthyridin-4-
yl-amino)phenyl)benzamide; N-(4-(7-(2-95?;rolidin-l-yl-ethoxy)-l,8-naphthyridin-4-

yl-amino)phenyl)benzamide; N-(4-(7-(}'5m0rpholin-4-yl-propoxy)- 1,8-naphthyridin-
4-yl-amino)phenyl)benzamide; N-(4;(?—(2-morpholin—4—yl-eth0xy)-1 ,8-naphthyridin-

4-yl-amino)phenyl)benzamide; N-B-benzeyt-4-chloropyridin-2-yh-2:2-

[(3,4-diflouro-benzoy lamlfiri‘:)_)-pheny lamino]-2-oxo0-4-phenyll1,2-dihydro-1,8-
naphthyridine-3-carbog,ej';iic acid; 5-[(3,4-diflouro-benzoylamino)-phenylamino]-2-
0x0-4-phenyl-1 ,2-dij1’§dr0-l ,8-naphthyridine-3-carboxylic acid (2-dimethylamino-
ethyl)-amide; 5 -[gb’ :4-diﬂouro-bcnzoylamino)-phcny lamino]-2-oxo0-4-phenyl-1,2-
dihydro-l,8-napﬁlhyridinc-3-carb0xylic acid (2-hydroxy-ethyl)-amide; 5-[(3,4-
diﬂouro-ber}iéy[amino)-phenylamino]-2-ox0-4-phenyl- 1,2-dihydro-1,8-
na phl‘h}/f}dﬂlﬂ-3-carboxylic acid ((8)2,3-dihydroxypropyl)-amide; (5-chlore-2-oxo-
1:2-dilydro-1;8-naphthyridin-3-yl)-acetic-acid; 5-[(3,4-diflouro-benzoylamino)-
phepj;lamino]-2-oxo-4-phenyl—1 ,2-dihydro-1,8-naphthyridine-3-acetic acid; and 5-
[1;3':4-diﬂouro-benzoy]amino)-phenylamino]-2-0x0-4-phenyI-l ,2-dihydro-1,8-

_,..-"'ijlaphthyridinc-3-acetic acid (2-hydroxy-ethyl)-amide, 3,4-Difluoro-N-(4-(6-nitro-7-
0x0-7,8-dihydro-1,8-naphthyridin-4-yl amino)phenyl)benzamide, 4-Fluoro-2-

_ —trifluoromethyl-N-(4-(6=nitro=7-ox0-7,8-ditlrydro-1,8-naphthyridin-4-yl-
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~———amino)phenyhbenzamide; 3;4-Difluoro=N=(4=(6=amino-7-ox0-7,8-dihydro-1,8-" >

naphthyridin-4-yl-amino)phenyl)benzamide, 4-Fluoro-2-triﬂuor0methyl-N-_(’4:(6-
amino-7-oxo-7,8-dihydro-1 ,8-naphthyridin-4-y!—amino)phenyl)ben_zam'idé; 4-F luoro-
N-[4-(5-hydroxy-7-oxo-7,8—dihydro-[1,8]naphthyridin-4-_¥_lam in'di-phenyl]-z
trifluoromethyl-benzamid, N- [4-(5-Hydroxy-7-(_)_}go--"?;Siaihydro- [1,8]naphthyridin4-
ylamino)-phenyl]-benzamide, N-[4-(5 _—_Q_.ydb&épylmethoxy-7-oxo-7,8-dihydro-
[1,8]naphthyridin-4-ylam ino’);pheﬁyi.]. benzamide, N-[4-(5-Methyl-7-0x0-7,8-dihydro-
[1,8]naphthyridin-4-ylam ing)-phenyl]-benzam ide, 4-Fluoro-N-{4-(5-methyl-7-o0xo0-
7,8-dihyd[Q:E-l','s'];aphthyridin—4—ylamino)—phenyl]-2 trifluoromethyl-benzamide, 4-
’_F]_uerﬁ'-'N.-[4-(6-ﬂuoro-7—oxo-7,8-dihydro-[1 ,8]naphthyridin-4-ylamino)-phenyl]-2

trifluoromethyl-benzamide: — —-—
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