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BACKGROUND I nternational Publication Nunber W92/ 11034,

publ i shed July 9, 1992, discl osesza nethod of increasing the
sensitivity of a tunor to an 10 antineoplastic agent, which tunor is
resistant to the antineoplastic agent, by the concurrent

adm ni stration of the antineqp [ potentiating agent of
t he fornmul a: [err] ABEHRAZE oF o VR n, substituted

carboxyl ate or substituted sulfonyl. 15 Exanples of such potentiating

agents ipfyqiryde 11m%MfWTﬁWMPROVERS FOR LUBRICATING OIL

benzo[ 5, 6] cycl ohe did di nes such as Lor at adi ne. To
acquire transformng potential, the precursor of the Ras oncoprotein
must undergo famesyl ation of the cysteine residue |ocated in a

carboxyl -termni nal_tetrapeptide. |nhibitor ft nzy yz 20
this nodifi cg‘lti orﬁolfyaﬁcﬁg‘se%tepr ot BT reT f ans%re“?asel,%gﬁgve gﬁgﬁtg?%rl(e&tgyen @
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many human cancers, nost not y 1,n npre thg 0% of ".col on and . .
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199?)|- fcopolymersh'%dmiﬁ:_cﬁ'b_ﬁ\_tj:Qfﬁji[ﬂs?l&éﬁrVéd) i ar t WO]ch| d be Cgrrpgunds
useful for t he inhibitiaqn nmesyl_protin fransferase., Such a
contribution (A fr%@&\ﬂ%éfb?r% ﬁ?QU?néaﬁt‘i’%nWelgﬁt %%I\ﬂ?}aﬁﬁl FHEte

| NVENTI @8t2® monomerzhichinttiadmioly faoesyl tpr bl ecarboansfenasion byhe @aldpcl i c

corrpoundzrq{ . this invention has not been reported previously. Thus,
this i n?amrdn provides a nmethod for inhibiting famesyl protein
transferase Uf)ng fimamepdloud 25% tecrpoth @S byt Wedghtivehtd ¥ lakey

pot ent | wdeh Bichoh@IBS¥bnRhehehg from 12 to WBHY 344é8rbon atoms in the
PCT/ US96/ 04172 -2- t ransf er ase,

but not ag&¥An\EH RNy Drotein transferase I, in vitro; (ii) block t he
phenot ypi ¢ change rruiueasbuly ca 10 abolutanskobyi ngidat ehiah least one

famesyl _acceptor but, not. by a formof tr orn.ng.Ras j . 1.0. a
ger anzl FHERASH P irfl()m%’f'%]f:kslefrll?ggéél Fg%){aa?tgr%o esmﬁ?%%%ﬁi ch
is 5 af avésyll acodptidrtuhiad notitafodRas defiersened o moneRfrany 1N any|
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transformn ! I's invention provides a nmethod tgr
i nhi bi tiwn%r@%apnamegﬁmﬁ tertiagy-cdiNve ackyLadingsy rBReY o eadhak | s,
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i ncl udedldsier idmebr mal growth of: (1) tunor cells (tunors) expressing
an activated Ras oncogene; (2) tunor.cells in which the Ras protein is
activated as a result of oncogenic nmutation in another 15 gene; and (3)
beni gn and malignant calls of other proliferative diseases in whi ch
aberrant Ras activation occurs. The conpounds useful in the

cl ai mred net hods are novel conpounds represented by Fornula (1.0)

[err] 20 wherein: A and B are independently selected fromH
halo or CJerr]-Cerr] alkyl; Zis Nor CH - Wis CH,
CHerr], 0 or S, wherein the dotted line to Wrepresents a doubl e bond
which is present when Wis CH, 25 Xis C, CHor N wherein the
dotted line connecting X to the tricyclic ring systemrepresents a
doubl e bond which is present when X is C Rlerr] is selected
from ' 1) a group of the fornula: WD 96/ 31478

PCT/ US96/ 04172 - 3- . lerr] or disulfide diners

t her eof ; 2) a group of the formul a: [err] 5 ) 3) a
group of the formula: [err] wherein W A and B are as defined
above; 4) a group of the fornul a: [err] 10 5 a
group of the formula: [err] wherein R err] is selected fromH or
-C(OOR[err] wherein Rerr] is a (err]-Cerr] alkyl group (e.qg.,
-C(CHerr])[err]), and Rerr] is a CJerr]-Cerr] al koxy group (e.qg.,

p-OCH err]); and 15 - -.6) a-group of the fornula: VO
96/ 31478 " M o S

-PCT/ US96/ 04172 ' S - 4- [err]

wher ei n: ' (a) Tis selected from [err] 5

(b) xis O1,2,3,4,5 or 6; (c) each Ra and each Rb |s
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