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1. A compound of the formula

. R! . (1.0) |
wherein: - N
A and B are independently selected from H, halo or C{-Cg alkyl;
Zis N or CH; :
W is CH, CHj, O or S, wherein the dotted line to W represents a
double bond which is present when W is CH;
X is C, CH or N, wherein the dotted line connecting X to the tncycltc
ring system represents a-double bond which is present when X is C;
R1 is selected from:
1) a group of the formula:

\|(k/ \n/k/m"’
. \)\/Nﬂz
or disulfide dimers thereof;

2) a group of the formula:
CH3 CO.R*

Py

3) a group of the formula:



wherein W, A and B are as defined above;

4) a group of the fom_lul%:

Cc. (159.0)
&N\ .
5 5) a group of the formula: |
V4
/ .
- W [T g
N C/K/S A -

i
o
wherein R80 is selected from H or -C{O)OR® wherein R is a.C1-Cg alkyl -
group, and R8BS is a C1-Cg alkoxy group; and
6) a group of the formula:

T- [Z‘] R%2

| ) J |
10 l- RPJx (g2
wherein: ' '
(a) T is selected from:
o)

o) I o)
] ~—C—=N— ]
—C—, H , —C—0— .80, ora single bond;
(b) xis0,1,2,3,4,50r6; |
15 (c) each R2 and each RP is independently selected from H,

aryl, alkyl, alkoxy, aralkyl, amino, alkylamino, heterocyloalkyl, -COORS9,
-NH{C(0));R60 (wherein z is 0 or 1), or -({CH)wS(O)mR5? (wherein wis 0, 1,
2or 3,and mis 0, 1 or 2); or R2 and RP taken together can represent
cycloalkyl, =N -O-alkyl, =O or heterocycloalkylwith the proviso that for the
.20 same carbon, R is not selected from alkoxy, amino, alkylamino or
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-NH{C(O)}zR8° when RP is selected from alkoxy, amino, alkylamino or
-NH{C(0)}zR8%; and with the proviso that when T is a single bond, for the
first carbon containing R2 and RP, RA and R® are not selected from alkoxy,
alkylamino, amino or -NHR®69; and
' (d) R92 can represent H, alkyl, aryl, aryloxy, aryithio,

aralkoxy, aralkyl, heteroaryi or heterocycioalkyl;

R60 represents H, alkyl, aryl or aralkyl;

R4 is H or C1-Cg akkyt;

R2 is selected from: H, -C(O)ORS, -C(O)NRSR7, C1-Cg alkyl; C2-Cs

alkenyl, C2-Cg alkynyl, substituted (C1-Cg)alkyl, substituted

(C2-Cg)alkenyl, substituted (C2-Cg)alkynyl, wherein said substituted
groups have one or more substituents selected from: '

1) . aryl, arylalkyl, heteroarylalkyl, heteroaryl, heterocycioalkyl, .
B-substituted aryl, B-substituted arylalkyl, B-substituted heteroarylalkyl,
B-substituted heteroaryl or B-substituted heterocycloalkyl, wherein B is
selected from C1-C4 alkyl, -(CH2)nORS, -(CH2)nNRER7 and halo;

. 2) 03705 cycloalkyl;

3) -ORS, ---

4) -SH or -S(OxRS;

5) -_NRsR7;

6) -N(R6)-C(O)R7;

7) -N(RS)-C(O)NR7R12;

8). -O-C(O)NRSR?;

g) -O-C(O)ORS;

10) -SO2NRER7;

11) -N(R6)-SO2-R7;

12) -C(O)NRER7;

13) -C(O)ORS; and
provided where R1 is D, R2 is not H, and where R is D and R2 is C1-Cg
aliyl, the substituents on said alky! group are not substituents 3), 4), 5), 9).
or 13); D is -C(O)-CH2-R5, -C(0)-0-R5 or -C(0)-NH-R5, wherein RS is
pyridyl, pyridyt N-oxide,

/\ ™\
—N O =N SO,
—/ —/

or a piperidinyl group of the formula
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wherein R1! represents H, C1-Cg alkyl, haloalkyl or -C(O)-R® wherein R®
is C1-Ce alkyl, C1-Ce alkoxy or -NH(R0) wherein R0 is H or alkyl, or the
group -C(O)-R? represents an acy! radical of a naturally occurring amino
acid; , o

RS, R7 and R12 are independently selected from H, C1-C4 akyl, -
(C3-Ce) cycloalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyi,
heterocycloalkyl, substituted (C1-Cg)alkyl, substituted (C3-Ce)cycloalkyl,
substituted aryl, substituted arylalkyl, substituted heteroaryl, substituted
heteroarylalky| or substituted heterocycloalkyl, wherein said substituted
groups have one or more substituents selected from: Cy-C4 alkoxy,
aralkyl, heteroarylalkyl, -NO2, C3-C1o-alkoxyalkoxy, C3-Cg cycloalkyl, aryl,
-CN, -nitrophehyl, methylenedioxy-phenyl, ‘heteroaryl, heterocycloalkyl,
halo, -OH, -C(O)R%4, -C{O)NRSR7, -N(R6)C(O)R14, -S(OxR14 or -NRSR15;
provided that RS, R7 and R12 are not -CH20H or -CH2NR95R15 when said
RS, R” or R12 is directly bonded to a heteroatom, and further provided that
RS6 is not H for groups 4) and 9), and R7 is not.H for group 6);

optionally, when R® and R7 are bound to the same nitrogen, R® and
R7 together with the nitrogen to which they are bound, forma5t07
membered heterocycloalkyl ring which optionally contains O, NRS, or .
S(O) wherein tis 0, 1 ¢. 2;

optionally, when R7 and R12 are bound to the same nitrogen, R7
and R12 together with the nitrogen to which they are bound, fooma 5to 7
membered heterocycloalkyl ring which optionally contains O, NRS, or
S(Oj wheteintis 0, 1or2; '

R and R15 are independently H, C1-C4 alkyl or arylalkyl;

R4 is C1-C4 alkyl, aryl or arylalkyl;

n=0,1,2, 3or4; and

> t=0,10r2;

or pharmaceutically acceptable salts thereof.

2. - The compound of Claim 1 wherein for R1: -
(a) T is selected from -C(O)-, -SO2, or -C(0O)-C(O)-;
(b) xis0,1,0r2;

L whereln, unless otherwise indionted , alky) represents Ci fo Czo ally), oyl represenls G to Cis anyl,
anlkyl represents (G ~Cis)or(C,~ Czo) alkyl . cycloalkyl regreents Cz to Cs oycloaliy],
heteroaycloalkyl  represents G Cs hd?svcgcloallcw . and hefervatyl rprwents G 1o Cig

heteroaryl ;
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(c) R® and RP are independently selected from: (1) H; (2)
NH{C(0)}zR60 wherein z is 0 or 1, and R60 is alkyl; (3) -(CH)wS(O)mR®°
whereinwis 0, 1,2 or 3, mis 0, 1 or 2, and RS0 is alkyl; (4) alkyl; or (5) Cq-
Ce alkoxy; or (6) Ra and RP taken together represent cycloalkyt; and

5 (d) R92 is selected from (1) H; (2) aryl; (3) substituted aryl; (4)
aralkyl; (5) aryloxy; (6) arylthio; (7) alky}; (8) heteroaryl; (9) substituted
heteroaryl; (10) substituted heterocycloalkyl; or (11) substituted alkyl; and

wherein R? is selected from: (1) -C(O)NRER7, and (2) substituted
alkyl wherein the substituent is -C(O)NRER7; and
10 wherein for said R2 groups R® and R7 are selected from: (1) H: (2)
substituted alkyl; (3) alkyl; (4) cycloalkyl; {5) heteroarylalky; and (6) aralkyl
wherein said aryl group is substituted. o '

v 3. The compound of Claim 1 wherein R1 is a group D, wherein D
15 is -C(0)-CH2-R5, -C(0)-0-RS or -C(0)-NH-R5, wherein RS is pyridyl, -
pyridyl N-oxide, | |

—N O —N SO,

20 wherein R11 represents H, C1-Cg alkyl, haloalky! or -C(O)-R? wherein R®
is C1-Cg alkyl, C1-Ceg alkoxy or -NH(R10) wherein R10 is H or alkyl, or the
group -C(O)-R? represents an acy! radical of a naturally occurring amino

- acid. '

25 4. The compound of Claim 1 wherein R1 is a group selected

-

e formviae,

steture 1590
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5. The compound of Claim 1 wherein R1 is a group selected
from:



6.  The compound of Claim 1 wherein R2 is a group of formula

U 0 | Ha Il
7 —C—RS O —CLC_gE
5 (84.0) 86.0)

, wherein RES is selected from!a-gr -261:6,-2062.6-263:6;

insert ——> > 05490
.l” mmm4 O ’ U ' U ’ £ o ’ : ? £x £ C ’ 2 1 ] - * ?
Romwvlne, ocluding
shuctre 2180

10 R2 is selected from a group of the formula:CH3(CHz)s-, CeHsCH2-,
CH30O(CHg)2-, CH3S(CHa2)2-, CH30(CHg)3-, n-C3H70(CH2)2-, -
CH3CONH(CH2)4-, -CH20H, -C(O)OC2Hs,

?Ha 7 " H

I 2
N ~c N c” o - ‘ ~_~Co._ CeHs
] H, H, ~ C S
o © NO, | N, H O
H3C, ,CH,
CIH
H Hy H,
\C’C\ ~ ,C\S,C \C/N\CHS
H, , Hp 02 ; , o l(l)
15 | |
7. The compound of Claim 4 wherein R2 is a group of formula
o 0 '
il Hy |
—C~—R% of  —C~C—R%
(84.0) (86.0)
wherein RS5 is selected froma-group-of-the-formula:20+-6-262.6:-263:0—
lngd—? B o\Fy My ol -'. obly oWy oWy Wy D)
in stwcures of .
Pravalae , excluding, ' '

stuctre 2180



8. The compound of any of Claims 1-7 wherein A is selected
5 trom H or halo, B is halo, and Z is N.

8. The compound of Claim 8 w‘herain AisHandBisCl,orAis
Brand Bis Cl

10 10. The compound of Claim 9 wherein W is -CHa.

11. A compound selected fromia—.eempwﬁd—ei—e*ample:—%@-&ep—

incert in —
she-~4ures of {
Lok, mWﬁﬂeﬁ—
s—f_s.“'s'-‘-ﬁns;:f,f‘a:w. - yse of A
12. A melhod-forinhibiting-the-abrommal growth-ol celis
g?mpﬁsieg-administgﬁn?-,an ffective amount of a compound of claim 1x n a radion
) "“%%é'm% gmlain? é?% _;gi't{\h th% célls inhibited are tumor "
cells expressing an activated ras oncogene.
20 14. The‘ﬁe%hod_ of Claim 12 wherein the cells inhibited are
. pancreatic tumor cells, lung cancer cells, myeloid leukemia tumor cells,
thyroid follicular tumor cells, myelodysplastic tumor cells, epidermal’
carcinoma tumor cells, bladder carcinoma tumor cells or colon tumors
cells. vse. _
25 15.. Themethed of Claim 12 wherein the inhibition of the _ ..
_ ‘ abnormal growth of cells occurs by the inhibition of farnesyl protein -
' transferase.

16. Thehugéthad-of Claim 12 wherein the inhibition is of tumor
cells wherein the Ras protein is activated as a result of oncogenic
30 mutation in genes other than the Ras gene.
17. A phammaceutical composition for inhibiting the abnormal
g&owth of cells comprising an effective amount of compound of Claim 1 in
combination with a pharmaceutically acceptable carrier. | |
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ig. - The compond of Claim | wheren €2 is Selectd fom : -.CCO)NE‘R? or substituted
CC-Ce), wheren said svbstitvied gup has one or more substitvents selected fom CLOINR®RF,
. Te ompoud of COlotim | wheren : |
R % selected fom: ~CLOIOR® , <CLOYNRER?, Ca~Cy alkany] . Ca=Co allpngl, sbstitvted (C,-c
alkyl, sibsttivted (¢;-Cy) alkeny) , substitvted (C2-G) allyny) . whersin sod Substitvhed gons have -
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{Ch‘m 19 (cond)

or more substifuents selected flom -

N anyl, omglalkyl, hetewanylaliy) , hetewangl . heterocycloaliagl , B - substitled anyl, §- substituted
awglalkyl , 8- substitvted hdemabulalkgl , B~ subsiitrted hekrooryl or B~ substifutecl heiemcgcbautg',
wherin B is selected flom Ci- Cy aliyl , — (CHadn OR® |, -(CH2In NRSR? and halo ;

2) (3-Ce cydoalkyl ;
3) -N(R®)-CO)R? ;
" §) -N(RS)-C(0) NRT R™;
5) -0-C(OYNR®R? ;
§) -$03NRSR?;
P ~NR®-S02-R?; or
"~ g) -C(O)NRéR? |



