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20  attached to plasma membranes, the mutant or oncogenic forms of p217” as will provide a

signal for the transformation and uncontrolled growth of malignant tumor cells. To
acquire this transforming potential, the precursor of the p217%S oncoprotein must
undergo an enzymatically catalyzed farnesylation of the cysteine residue located in a
carboxyl-terminal tetrapeptide. Therefore, inhibitors of the enzymes that catalyzes this
25  modification, i.e. farnesyl transferase, will prevent the membrane attachment of p21745
and block the aberrant growth of ras-transformed tumors. Hence, it is generally
accepted in the art that farnesyl protein transferase inhibitors can be very useful as

anticancer agents for tumors in which ras contributes to transformation.

30  Since mutated oncogenic forms of ras are frequently found in many human cancers,
most notably in more than 50 % of colon and pancreatic carcinomas (Kohl et al.,
Science, vol 260, 1834 - 1837, 1993), it has been suggested that farnesyl protein
tranferase inhibitors can be very useful against these types of cancer.

35 InWO 97/16443, WO 97/21701, WO 98/40383 and WO 98/49157, there are described
2-quinolone derivatives which exhibit farnesyl transferase inhibiting activity. Other

quinolone compounds having farnesyl transferase inhibiting activity are described in



qui nol one conpounds having farnesyl transferase inhibiting activity are
described in WD 01/98302 PCT/EP01/ 06747 -2 WD 00/12498, 00/12499 and
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whi ch show farnesyl protein transferase-2nhibiting activity. Among such
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The pharmaceutically acceptable acid addition salts as mentioned hereinabove are
meant to comprise the therapeutically active non-toxic acid addition salt forms which
the compound of the invention is able to form. The latter compound can be converted
25  into its pharmaceutically acceptable acid addition salts by treating said base form with
an appropriate acid. Appropriate acids comprise, for example, inorganic acids such as
hydrohalic acids, e.g. hydrochloric or hydrobromic acid; sulfuric; nitric; phosphoric
and the like acids; or organic acids such as, for example, acetic, propanoic,
hydroxyacetic, lactic, pyruvic, oxalic, malonic, succinic (i.e. butanedioic acid), maleic,
30  fumaric, malic, tartaric, citric, methanesulfonic, ethanesulfonic, benzenesulfonic,

p-toluenesulfonic, cyclamic, salicylic, p-amino-salicylic, pamoic and the like acids.

The term acid addition salts also comprises the hydrates and the solvent addition forms
which the compound of the invention is able to form. Examples of such forms are e.g.
35  hydrates, alcoholates and the like.



35 hydrates, alcoholates and the |ike. W 01/98302 PCT/ EPO1/ 06747 -3
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An alternative manner of separating the desired enantiomeric form from the parent
mixture involves liquid chromatography using a chiral stationary phase. The pure

25  enantiomeric form may also be derived from the corresponding pure enantiomeric form
of the appropriate starting materials, provided that the reaction occurs
stereospecifically. The pure enantiomeric form may also be obtained starting from an
appropriate racemic starting material provided that the reaction occurs
enantiospecifically. The pure enantiomeric form can be prepared by reacting the parent

30  enantiomeric mixture with one enantiomer of some chiral agents such as acids or acid
chlorides to obtain diastereoisomeric mixtures, separating it, for example by selective
or fractional crystallization or by using liquid chromatography, into pure
diastereoisomers. The appropriate diastereoisomer can then be cleaved into the desired
epantiomer. The parent enantiomeric mixture may be prepared in accordance with the

35  processes described in the above WO 00/39082 or as described more specifically
herein.



or fractional crystallization or by using liquid chromatography, into pure
di ast ereoi soners. The appropriate di astereoi soner can then be cleaved into
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20  targeting mutant ras oncogenes could conceivably suppress solid tumor growth in vivo,

in part, by inhibiting tumor-induced angiogenesis.

This invention also provides a method for inhibiting tumor growth by administering an
effective amount of the compound of the invention to a subject, e.g. a mammal (and

25  more particularly a human) in need of such treatment. In particular, this invention
provides a method for inhibiting the growth of tumors expressing an activated ras
oncogene by the administration of an effective amount of the compound of the
invention. Examples of tumors which may be inhibited, but are not limited to, lung
cancer (e.g. adenocarcinoma and including non-small cell lung cancer), pancreatic

30  cancers (e.g. pancreatic carcinoma such as, for example exocrine pancreatic
carcinoma), colon cancers (e.g. colorectal carcinomas, such as, for example, colon
adenocarcinoma and colon adenoma), hematopoietic tumors of lymphoid lineage (e.g.
acute lymphocytic leukemia, B-cell lymphoma, Burkitt's lymphoma), myeloid
leukemias (for example, acute myelogenous leukemia (AML)), thyroid follicular

35  cancer, myelodysplastic syndrome (MDS), tumors of mesenchymal origin (e.g.

fibrosarcomas and rhabdomyosarcomas), melanomas, teratocarcinomas,



cancer (e.g. adenocarci noma and including non-snmall cell |ung cancer),
pancreatic 30 cancers (e.g. pancreatic carcinoma such as, for exanple
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such as, for exanple, colon adenocarcinoma and col on adenom),
hemat opoi etic tunors of |ynphoid |ineaged{e.g. acute |ynphocytic |eukenia,
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acut e nyel ogenous | eukema (AM)), thyroid follicular 35 cancer,
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cancer, for Thxeompemdsicardmgith e inveniion 08rn Bd dsed; fobther thedapagicaubhpazpgt hi es
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Crohn's di sead®, treating athropathies such as rheumatoid arthritis, osteoarthritis, juvenile
arthritis, gout, polyarthritis, psoriatic arthritis, ankylosing spondylitis and
20 systemic lupus erythematosus, for example as described in WO 00/01386;

¢) inhibiting smooth muscle cell proliferation including vascular proliferative

disorders, atherosclerosis and restenosis, for example as described in WO
98/55124;
d) treating inflammatory conditions such as ulcerative colitis, Crohn’s disease,

25 allergic rhinitis, graft vs host disease, conjunctivitis, asthma, ARDS, Behcets
disease, transplant rejection, uticaria, allergic dermatitis, alopecia areata,
scleroderma, exanthem, eczema, dermatomyositis, acne, diabetes, systemic
lupus erythematosis, Kawasaki’s disease, multiple sclerosis, emphysema, cystic
fibrosis and chronic bronchitis;

30 e) treating endometriosis, uterine fibroids, dysfunctional uterine bleeding and
endometrial hyperplasia;

f) treating ocular vascularisation including vasculopathy affecting retinal and
choroidal vessels;
g) treating pathologies resulting from heterotrimeric G protein membrane fixation

35 including diseases related to following biological functions or disorders; smell,

taste, light, perception, neurotransmission, neurodegeneration, endocrine and



25 allergic rhinitis, graft vs host disease, conjunctivitis, asthm, ARDS,
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Wi th one Ortr?%{ngé) EIaﬂno?m)fthggg&%rmgrgl%%éfogd%ongxanpl e selected from

pl ati num coo I onconpoun or “exanple cisplatin or carboplatin,
t axane donmpounds for exanpl e paclitaxel or docetaxel, canptothecin

For the treatment of the above conditions, the compound of the invention may be
advantageously employed in combination with one or more other anti-cancer agents
for example selected from platinum coordination compounds for example cisplatin or
carboplatin, taxane compounds for example paclitaxel or docetaxel, camptothecin

20 compounds for example irinotecan or topotecan, anti-tumor vinca alkaloids for
example vinblastine, vincristine or vinorelbine, anti-tumor nucleoside derivatives for
example 5-fluorouracil, gemcitabine or capecitabine, nitrogen mustard or nitrosourea
alkylating agents for example cyclophosphamide, chlorambucil, carmustine or
lomustine, anti-tumor anthracycline derivatives for example daunorubicin, doxorubicin

25  oridarubicin; HER2 antibodies for example trastzumab; and anti-tumor
podophyllotoxin derivatives for example etoposide or teniposide; and antiestrogen
agents including estrogen receptor antagonists or selective estrogen receptor
modulators preferably tamoxifen, or alternatively toremifene, droloxifene, faslodex
and raloxifene, or aromatase inhibitors such as exemestane, anastrozole, letrazole and

30  vorozole.

In view of its useful pharmacological properties, the subject compound may be
formulated into various pharmaceutical forms for administration purposes.

35  To prepare the pharmaceutical compositions of this invention, an effective amount of
the compound, in base or acid addition salt form, as the active ingredient is combined
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per cut aneoUghibse? thdost RRARABLRbral E%s%géh ﬂforﬁofn ﬁ&@ﬁ@&& solifd Preparing the
conpositions in oral dosage form e usual armaceuti cal nedia

may be enpl RRAsRacey ey cagiers ge OQXIQHﬂV @mP\]/EHP@r For @qr@rg@]agcorquglongﬂ tiohol s and

the |ike : Nncdriier Wﬂl&ﬁu@ﬂy aﬁﬁlbnslelswuﬂ@lw@treg&areaith@[a'igéphﬁh tisug hWﬁnSl ons,
syrups, elixir carrie c rches, sugars,
kaol i n, |ubt 1(:eahn > tcb?lﬂggbgﬁ%éfogleﬁ?lg AFhE° éﬁfél@ﬁ ag]r‘?eso YtoES: it t he case
of powdér s, exemnpis, Imas',betmplmdzcbm wimidh thelvheies coﬂﬁpnmssehm:fsoﬂdtmr glaase in

adm ni stratj 1ont(ﬂ'bd| rﬁ%ﬁur@%@l sARBSHY gﬁlgogeesﬁ[u%%ﬁnﬂl etc&%lﬁr@?:% n%%%@"ﬁ{ gga QY oral

dosage unit Ich case so nace
obvi ousl y elﬁfﬁp%ﬁ al whigh cpserapptaprite lmrﬁp@%mrismuspenﬂm agemis tanféthevhldelma}s ual Iy

conpri se stgddhgloyat. %th@&oﬁlﬁ%ﬂon's BuitARr B@&ﬁt’anédﬂl@‘dgﬂnﬁﬁrh‘%fon thBQhe} ent s,
to aid sol ublllt%%gor exanp nj ect abl e sol utions, for

be inc
15 exanpl e TrEs éd’ep‘ﬁra\ﬁ)ﬁ\ﬁ(‘?ﬂ %nﬁ@g@&P?tlaé‘Fl)obéﬁbﬁbéeeg’e@&g i2gents ol ut i on,

gl ucos&o optlonally combined with suitable additives of any nature in minor proportions, which

additives do not cause a significant deleterious effect to the skin. Said additives may
facilitate the administration to the skin and/or may be helpful for preparing the desired
compositions. These compositions may be administered in various ways, e.g., as a
transdermal patch, as a spot-on, as an ointment.

25
It is especially advantageous to formulate the aforementioned pharmaceutical
compositions in dosage unit form for ease of administration and uniformity of dosage.
Dosage unit form as used in the specification and claims herein refers to physically
discrete units suitable as unitary dosages, each unit containing a predetermined quantity

30  of active ingredient calculated to produce the desired therapeutic effect in association
with the required pharmaceutical carrier. Examples of such dosage unit forms are
tablets (including scored or coated tablets), capsules, pills, powder packets, wafers,
injectable solutions or suspensions, teaspoonfuls, tablespoonfuls and the like, and
segregated multiples thereof.

35



solution or a mxture of saline and glucose solution. |Injectable
suspensions may al so be prepared in which case appropriate liquid
carrierswa@usgsmli ng agents and the |ike may be enpl oyedPCT/EPeIN®s747
conpositions suitable for percutaneous adm nistration, the carrier
optional |y conprises a penetration enhan¥ing agent and/or a suitable
wetting agent, 20 optionally conbined with suitable additives of any nature
in mnor proportions, which additives do not cause a significant
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Dosage ©ni t 14 @rGA0me. a@@atqgﬁw% >9se&PPme and eipceinlly E0Giond0g of activef ers to

physical l'y mQteS(é'hﬁtc@séerftZ@O%UBD@fﬁ% Beid8 phiftichRI1Y pRISREL It mOREL bR ]{)]nate to
cont ai ni ng E}SE erm ned, quant i "}f/é of acti ve |n redi ent calculated to

produce t he <L i y5aPEgshdise &S BY & ULIIPRE SPP-BASCS R APPIOPHALE equi r ed
phar maceut i in@rvaiathrowghouttha dpy.eSaid fsulsdcsh:s magéomlhteﬂ @$ OBit doRge Fablset s

(i ncluding r . wder kets

waf ers, i n]j%gg{ g CO%Pﬁ%ﬁgrllEsﬁ%r%Sésﬁ%baéng@H glltl%ﬁ n%%ot’r?f@ﬁ@ ?5%1 ¥&poonf ul s
and t hdOl i kiagredisat pfsregnte@é@&edfom dQSpgee@msr@en@oﬁng iﬁng/;ﬂoomgg@nﬁg or

PCT/ EPO1/ 0630bng 018ac-t|ik}9§%r§d‘iéﬂt a?éjesbgcﬁlﬂﬁpéferrreﬁou' d easily determne the
effective anobunt fromthe test results presented above. In general it is
contenpl ated that an effective anount would be from0.01 ng/kg to 100

ng/ kg body T flibwirgnekaiiplaaié pwidet 6 pifbded6f MPétk@iono 10 no/ kg body
weight. For an adult it is generally preferred to admnister a daily dose
of 5 10 to 600ny, advantageously 50 to 500ng and especially 100 to 400 ny
of actile Expgripgntabpartdoses of 200 or 300ny being particularly preferred.
It may be & . e u hree, four
or more subdeaanet e g?sﬁﬁ%lt?%@ﬁﬁtéﬁvafﬁ B S RS BR i Bond 3273

sub- doses nEHOBE" fpaRLIEt Yhﬂf@§>un|t dosage forns f or exanple cont ai ni ng
10 to 500 ng, and in particular 50 ng to 300 ny of active 10 ingredient per
uni t dosageEiggqé dosage units containing 50ng, 100nmg, 200ngy or

a) Preparation of intermediate (2)

20 A mixture of 6-(4-chlorobenzoyl)-4-(3-chlorophenyl)-2(1H)-quinazolinone
(intermediate 1) (0.0506 mol), prepared as described in W098/49157, in POCl3
(100ml) was stirred and refluxed 1 hour. The solvent was evaporated to dryness. The
residue was taken up several times in CH,Cl, The solvent was evaporated till dryness.
The residue was taken up in CH,Cl,. The mixture was poured out into ice/NH,OH. The

25  organic layer was separated, dried (MgSOy), filtered, and the solvent was evaporated
till dryness. The residue (24.2g) was crystallized from CH3CN. The precipitate was
filtered off and dried, yielding: 19.8g of intermediate (2) (94%), mp. 152°C.



300ng of active ingredient are especially preferred. The foll ow ng exanpl es
are provided for purposes of illustration. 15 Experinental part

Her ei naf tve® 01/94362 neans tetrahydrofuran, "Dl PE' neans di i BOpER@ydéet7Tner and
"Et OAc" neans ethyl acetate. Exanple a) Preparation of cl internmediate (2)
o/ I I\ ~N d N 'C 20 A nixture of -9-

6- (4- chl or obenzoyl ) - 4- (3-chl orophenyl ) - 2(1H) - qui nazol i none (i nternedi ate
1) (0.0506 nol), prepared as described in W98/49157, in POCI3 (100m ) was
stirred and drbpaeatbrlothour. The sol vent w exapor qh@ﬁnécgatgr(ypess The
resi due was taken up several timesTH CH The sol vent was evapor at ed
till dryness. The residue was taReglup i 2Cl 2. The m xture was poured
out into ice/ NHAOH The 25 organic ds separated, dried (MgSO4),
filtered, and the solvent was A 1) € | dryness. The residue (24.2Q)
was crystallized from CH3CN. was filtered off and dri ed,
yirel di ng: 19.8g of internedi Nﬁ'}\c 52C. WD 01/98302

PCT/ EPO1/ 06747 -9 b) Preparation of /N o i nt 6r medi at e (3 I , 1 NG H
/' N k A sol ution of n-butyllithiumin hexane (1.6 M (90nl) was added

dropw se at C u low to a m xture of 1- | i m dazol e

(0. 144l ) ﬁr?o %?&f%wﬁth’f‘ﬁg In h?%@?ﬁﬁ]eé%@s(gg?’il)r"i’@cﬁdé? drpp@isect -185Chi nut es.
Chlorotri etlmdesdeﬁBN (0a mﬂﬁmlgf I\Amsthyhnhctbadohr((ﬁpm4ml)am THOA2end). tTie m xt ure
stirred 15 t 0 lithiumin
hexane (1. 6’% oy a}%Sar%f)tmed agarr@dg Ord u§e§ ﬁﬁlu hli}ly%ﬂ@ne 5@@ éé‘?‘?l)r?’@%l at -70C
for 15 mi n. addedidgenwiee @f—70ﬁ€encﬂrﬁmmlmm1¢ g0irr¢d0] D8RR apthis tempdidire.( A00Ml) was

added drs0 pV‘éo‘-h?uonT&eh Bt ?gfﬂ%lgglﬁ%ggiﬂe _I(E éSOnﬁ &;Pg Qc{de& dﬁ](gw;dlse hydﬁjer

extracted wth anic S@?té%%)
filtered was stlrred at 70°C forl5 mm. A rmxture o mtermedlate (2) (0.0822mol) in

(300ml) was added dropwise. The mixture was stirred at -70°C for 1 hour, hydrolysed,
extracted with EtOAc and decanted. The organic layer was dried (MgS04), filtered
and the solvent was evaporated. The residue was purified by column chromatography

10 over silica gel. The pure fractions were collected and the solvent was evaporated,
yielding 24.9g (61%) of intermediate (3).

intermediate 2 intermediate 3

¢) A mixture of intermediate (3) (0.0061 mol) and sodium azide (0.0079 mol) in
N,N-dimethylacetamide (DMA)(20 ml) was stirred at 50°C for 18 hours. The mixture

15 was cooled to room temperature and poured out into ice water. The precipitate was
filtered off, washed with H,O thoroughly and taken up in CH,Cl,. The organic solution
was dried, filtered and the solvent was evaporated. The residue was crystallized from
CH3CN DIPE. The precipitate was filtered off and dried yielding 2.3g(75%) of (&)-5-
(3-chlorophenyl)-o-(4-chlorophenyl)-o-(1-methyl- 1 H-imidazol-5-yD)tetrazolo[ 1,5-

20  ajquinazoline-7-methanol (intermediate 4); mp. 232-233°C.



and the sol vent was evaporated. The residue was purified by colum
chromat ography 10 over silica gel. The pure fractions were coll ected and
t he sol vemo owgssorvapor ated, vyielding 24.9g (619% of int ePﬂB’ﬂ'P@It/(E%(B) Cl
I -N odC NG I OCLHN -~d |nterrred|ate 2 internediate 3 ¢c) A

m xture of internediate (3) (0.0061 rml“) Oand sodi um azi de (0.0079 nmol) in
N, N- di net hyl acetam de (DMA) (20 m) was stirred at 50C for 18 hours. The
m xture 15 was cooled to roomtenperature and poured out into ice water.
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CH2C12. T d a t
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(3-chl or ophgpyta aﬁ’d {ife-soRlent PR '&)ﬁ?ﬁ&r%ailfeﬁ ti(él:d ngﬁésg'yi‘he iéé‘hﬁé‘%v&'%% f%gg%l )tetrazol o

1,5 20 a] qui nazol i ne- 7- met hano
01/ 98302 PCEY Lf@ﬁ@fb@mﬂ&qgrap@mvm sihicgsdt Thepwe qaﬁtﬂférmlcaﬂ@twwnd(t@e 0573mm|)

and sul fonyémmg(age rM@@yﬁIdlnli d Bg @ﬁ%ﬂ@é@ -bqs- cﬁ}[ A efiyl 4t$1ﬁ6}o?0?![ ed. g
| ce wat er s adde en ori e e was filtere
over celiteP Py %Elgﬁ?‘?ﬁ}?'lﬂgﬁ %s g 31 %&Sﬂ%ﬁazekﬁ%%et hanamipgy ed and
t he sol vent (imasneligpsdy.ated till dryness The residue was purified by 5
col um chro | were col |l ected and
the solvent nRenBBit 3Y e Spuiafi s SR GHGFald ARIAATy Bl
()-5-( 30chl Qhr@glﬁ@,gpq ;iy @ygupl@]rﬁIWD (eluent hexane/EtOH 50/50; 15-35um).The pure
phenyl) - | a- (ﬁrsﬂﬁfﬁ)?%icu%hb wRleddette@and tht 8bKakal £ e[vI ﬂ(%r'étr@é 1eld1n%3 gof
qui nazol i ne- 7- net hanam ne nt e
separated i WF‘S“? pruchwas gy :lléeda‘%ﬂm%'?m@ép Ifa);a hedh rﬁﬁ%ﬁtai%)wéh%ﬁﬁ@ Qéfr?’élﬂhy
over Chi r al ¢xadd, AlBldifieR158pof (DEXErubldzddn§1/d504- cmwﬁmyé)mqmmt&yl-mf st ]gA)
fractions wer.e coll egted e .sol ven eva at e go
oot due. ahi THOHES o0 5L Dot AF GO Re C RSEAG (O BPRE b K S als”
filtered of f.-3 /n@!MeQﬁ{) YL DR 2 COPANGIR (DMSQ, 400MHz) & in ppm:
h| henyl }VH? B i

(-)-5-(3 Chi LePRe) 19§ %i%dd prophenyl s aq (l-net %7 m ) 7.64(s,LED):
7.62-7.56(m,2H); 7.40(d,J=8.6Hz, 2H); 7.21(d,J=8.6Hz, 2H); 5.93(s,1H), 3.43(s,3H);
3.40(s, broad,2H);MS (electrospray, mode pos. OR=50V) m/z: 501-505 (M+H)+; 473-
477, 391-395, 83; Anal. (C25H18CI2N8) C calcd. 59.89 found 59.71, H calcd. 3.62
20  found 3.52, N calcd. 22.35 found 22.17. This compound contains less than 0.5% w/w

of the (+) enantiomer as measured by HPL.C (Chiralpak AD® 10pm eluent

Hexane/Ethanol 50/50).

The second (B) fractions were collected and evaporated yielding 3.3g of residue which
25  was crystallized from CH;CN/DIPE. The precipitate was filtered off and dried yielding

2.6g of (+)-5-(3-chlorophenyl)-oi-(4-chlorophenyl)-o-(1-methyl- 1H-imidazol-5-

yDtetrazolo[1,5-a]quinazoline-7-methanamine (compound 2) [06]12)O=+5.9° (c=5 mg/ml

MeOH).This compound contains 4% w/w of the (-) enantiomer as measured by HPLC
(Chiralpak AD® 10pum eluent Hexane/Ethanol 50/50).

30
C. Pharmacological example.
Example C.1 : "In Vitro Assay for Inhibition of Farnesyl Protein Transferase"
An in vitro assay for inhibition of farnesyl protein transferase was performed
essentially as described in WO 98/40383, pages 33-34.




i m dazol -5-yl)tetrazol o[ 1, 5-a] qui nazol i ne-7- et hanam ne (conpound 1)[ a] D20
=-7.16 15 (c=5 ng/m MeOH); np.=178-180C, 1H- NMR (DVBO, 400MHz) 6 in ppm

8. 73(d, J¥B06He830H) , 8.38(dd, J=8. 6Hz, J=1.5Hz, 1H); 7.74-7.BC{/EPBI67477. 64(s,
1H); 7.62-7.56(m2H); 7.40(d, J=8.6Hz, 2H); 7.21(d, J=8.6Hz, 2H):

5.93(s, 1H), 3.43(s,3H); 3.40(s, broad,d; M5 (el ectrospray, node pos.
OR=50V) fn/z: 501-505 (MtH)+; 473- 477, 391-395, 83; Anal. (C25H18C 2N8) C
calcd. 59.89 found 59.71, Hcalcd. 3.62 20 found 3.52, N calcd. 22.35 found
22.17. Thisgco ) ss_.t.han W W ofthe, (+) enantiomer as
measur ed by —HPLCEht AT peatit ARHICH Y 2 50/ 50). The
second (B) Thamsrtmnsfommcé Cdbplimoty@d rmdsmvaaspmy waepermrﬁied ies@ni3alBoasof resi due

which 25 Cqu) éfuxgggggbgfggoghég—@g\gd}l PE. The precipitate was filtered

of f and dr| yi e

(+) - 5- (3- chieumpBeny | Yrandsdt Bt ‘P%@féb’zlsé Irﬁnlglgor@:é%ﬁdar\;'thﬁl ok - S

yl)tet r%'zsol £1 5- a&qw nazol 1 ne- /- net h (conpound._2) éc =5
ng/ n O—f? her fires E?Hh@a%qﬁﬁssﬂﬁ@bI&%WW%W fuper modelbwasise aedessribe
measur ed byinHW[IDSIme glapak7.AD' 10m el uent Hexane/ Et hanol 50/50). 30 C.
Phar macol ogi cal exanple. Exanmple C.1 : "In Vitro Assay for Inhibition of
Farnesyl Protein Transferase An in vitro assay for inhibition of farnesyl
protein trabPsCemp D SX ATE imeboardsdMts al | y as descri bed in WO 98/ 40383,
pages 33- 34Pre§9aﬁ&ﬂgﬁégl%t g’&g’/ EPO1/ 06747 Exanpl e C. 2: "Ras-Transfornmed Cell
Phenot ype Réversion Assa . The ras-transfornmed cell phenot y8e reversion
assay w&s pArpigireal Edksaf fhsicoypaund ofdbe iveeipn, ﬁ76m>1m¢s¢@383 0 gi5tegelsis34- 36.

Exanpl e C 3n11xed5@é’lpﬁﬁiythelgﬁi@é1€ﬂuﬁnaiﬁ€@%@raas%ﬁltioﬂmf@gtde%@ﬁ@dﬂéé?f S0IfhHING
Model ". P(ggfa nes |n trangégnﬁgg |nh| or secondary tunor nodel

was used as ?8 Y py rﬂ eé’éf‘l?fﬁ’é 8’3597 W@JP&% IS Ranpl e
Fi | m coat edsitwddl dtisl arfdr épad apaion Thén thetd &t addeelODOg ﬁldﬂmc)fyuilﬁn@éeIMeg of

h t h d
wel | Can & naieEls ¢ Bk Bl RRyaRE a0 THESHERe WAt adt it s <
sul f at e15andtabb€s givirg 10,000 tabletss eashicdoipeising létmgmf azaanpdundfof\faacnmﬂa (I)l'he wet

To a solution of 10 g methyl cellulose in 75 ml of denaturated ethanol there is added a
solution of 5 g of ethyl cellulose in 150 ml of dichloromethane. Then there are added
75 ml of dichloromethane and 2.5 ml 1,2,3-propanetriol. 10 g of polyethylene glycol is

20  molten and dissolved in 75 ml of dichloromethane. The latter solution is added to the
former and then there are added 2.5 g of magnesium octadecanoate, 5 g of polyvinyl-
pyrrolidone and 30 ml of concentrated colour suspension and the whole is
homogenated. The tablet cores are coated with the thus obtained mixture in a coating
apparatus.



sieved, dried and sieved again. Then there are added 100 g m crocrystalline
cellulose and 15 g hydrogenated vegetable oil. The whole is m xed well and
conpressado nneg3045 tabl ets, giving 10.000 tablets, each chPapEP&i/E710 ng of
a conmpound of forrmula (I). Coating To a solution of 10 g nethyl cellul ose
in 75 m of denaturated ethanol there isl?added a solution of 5 g of ethyl
cellulose in 150 m of dichloromethane. Then there are added 75 m of

di chl oronet hane and 2.5 m 1, 2, 3-propanetriol. 10 g of polyethylene glycol
is 20 nol t e@lagmgl di ssolved in 75 m of dichloronethane. The latter solution
is added to the fornmer and then there are added 2.5 g of nagnesi um

oct adecanoate, 5 g of poIKvinyI- pﬁrrolidone and 30 m of concentrated

col our suspénsi-bA-@rfchletephstybr@-(#-<shlomephogdhat ddmetik | Hdblidazotdr es ar e

coated with th tai i e i i 98302
e EPOLT 067 47@&%1%%1%%?&”9@%%%@# BrelAnfneahd RYphARRAGALHSy 23t

(-)-5-(3-Chl or%‘ﬁé@@n sals4- chl or ophenyl ) - a- (1- met hyl -1 H i mi dazol - 5-
yl)tetrazol o[ 1, 5-a] qui nazoline-7-nmethananm ne and its pharmaceutically
acceptable ,5 i ition salts. 2. .

(-)-5-(3- Chfor g%ﬁ%ﬁ;‘ﬂﬁ‘-’f&l’ %Y%%%B}%BEW?Y%%@:WEWbFHTI}I}-IWPh%'i/&)r _5-yl)-
tetrazol o [ 1, Straldeolilfaalgbinasclihereietnammme. 10 3. A phar naceuti cal
conposition conprising a pharnmaceutically acceptable carrier, and as
active ingredient a therapeutically effective anount of a conpound as

cl ai medQ n 21 apmharmapeutical sampesiéen ¢urprisinenppharmpenytigallicacaeptable icarrist,ai m 3

i n which the agld d@ctit®idgR@idh@drapentitdls FREBAUAHO@E of h 8BSl hsC! al m 2.
5. A pharnmaceut.cal .conposition as clained in claim3 or claim4 in a

dosage unit f9PREIIBCRIMA- phar maceuti cal conposition as claimed in claimb5
containing 50 to 300ng of active ingredient in each unit dosage form 7. A

pharmaceuti gal \GRIRARIh!OH ARpSiAlI R ikihel i RbHR 3 whid it S the Form of
15 ingredient is the compound as claimed in claim 2.

5. A pharmaceutical composition as claimed in claim 3 or claim 4 in a dosage unit
form.

20 6. A pharmaceutical composition as claimed in claim 5 containing 50 to 300mg of
active ingredient in each unit dosage form.

7. A pharmaceutical composition as claimed in claim 5 or claim 6 in the form of a
tablet.
25
8. A process for preparing a pharmaceutical composition as claimed in any of claims
3 to 7 wherein a therapeutically effective amount of the active ingredient is
intimately mixed with a pharmaceutically acceptable carrier.

30 9. A compound as claimed in claim 1 or claim 2 for use in medicine.

10. Use of a compound as claimed in claim 1 or claim 2 in the manufacture of a
medicament for inhibiting tumor growth.

35 11. A method for inhibiting tumor growth in a subject which comprises administering

an effective amount of compound as claimed in claim 1 or claim 2 to the subject.



8. A process for preparing a pharmaceutical conposition as clained in any
of claine 3 to 7 wherein a therapeutically effective anount of the active
i ngredi eswobw9s3dnti mately m xed with a pharmaceutical |y apcegpalbices7carri er
30 9. A conpound as clainmed in claim1 or claim2 for use in nedicine. 10.
Use of a conpound as clained in claim1-18r claim2 in the manufacture of a
medi canent for inhibiting tumor growmh. 35 11. A nethod for inhibiting
tumor growmh in a subject which conprises adm nistering an effective
amount of conpound as clainmed in claiml or claim2 to the subject. WO

01/98302 P ERQ1/ 06747 , -13 .12, . A hod | ai A | ai 1 in which
t he corrpouncgé" 513%}%?%?55?1%1%% 1 ﬁlagnc}gﬁ]it‘ )‘?’%lccﬁl(a)tgfég algcl‘ng’gtl%)g‘gg’@??&rpe "’1;3‘5]31}&/“ '

met hod as cl ai desd of A0¢d &00ME.2 i n whi ch the conpound is adninistered in a
daily dose of 50 to 500ng. 14. A process for the preparation of a conpound
as clained in claiml or claim2 which conprises treating

() - 5- ( 3-xhl b%-ofrasihed agclpimedrip slegpHariy whick-the corapeiypd-is administered in a daily

1H i m dazol - 5- ydsbtog 50 a3 8b@hd.. 5- ] qui nazol i ne- 7- met hanami ne or a
pharmaceutically acceptable acid addition salt thereof to separate the
constituent (+) and (-) enantioners and isolating the (-) enantioner or a
phar maceut i t4al Ayproass &pttidprepaaiich attdédnipanngd a$ tlainfeelri@@faim 1 or claim 2

which comprises treating (+)-5-(3-chlorophenyl)-oi-(4-chlorophenyl)-oi-( 1-methyl-

10 1H-imidazol-5-yl)tetrazolo[1,5-a]quinazoline-7-methanamine or a
pharmaceutically acceptable acid addition salt thereof to separate the constituent
(+) and (-) enantiomers and isolating the (-) enantiomer or a pharmaceutically
acceptable acid addition salt thereof.



