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20 attached to plasma membranes, the mutant or oncogenic forms of p21"* will provide a

signal for the transformation and uncontrolled growth of malignant tumor cells. To
acquire this transforming potential, the precursor of the p217%5 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 p2172S
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 In'WO 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
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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
ap 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.
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An alternatlve 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
enantiomer. 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.



35 processes described in the above WD 00/39082 or as described nore
specifically herein. WO 01/98302 -4 2 | DEC 2004 PCTI EPO1/ 06747 ]ZheUEE 2004
corrpoundwgfmbgszi nvention and its pharnmaceutical | y acceptpg®fgpa@icdy7addi tion
salts have val uabl e pharnacol ogi cal properties in that they have a farnesyl
protein transferase (FPTase) inhibitory-effect which is surprisingly potent
I n conparison wiwth 5 that of the parent enantioneric m xture. Thus, the
latter m xture has a 1 C50 FPTase inhibitory activity of 1.1 nM whereas the
(-) enantiomer has a corresponding activity of 0.7 nM This invention
provides a nethod for inhibiting the abnormal growth of cells, including 10.
t r ansf or nedhe ebinpputd/oftimiimiestien ambjitaphachientically snceptable atidtddditoarspbsind of

oS 0 (0 150 s e

i ncl udes t fransfprase R Tasgy mmbntome fect whichusreurposingly potantisy g)mwxqgomgvsnhng an

activated kg oP tHeGRgdie enirftlontd! PR hixtdr€ Teis) the ‘M@ﬂe?ﬁuitﬁ?e e I@"SQW‘T
activated as a result of oncogenic nmutation of another ene enign .
and nal i gn&hib m@gtlwyeihé wapﬁ%sbs&)&eammé@éa.crarrmoeﬁmg%wZ»h ras

activationgocgMrs. Furthernore, it has been suggested in literature that ras
oncogenes not only contribute to the growh of tunors in vivo by a direct
effect on tunor cell growh but also indirectly, i.e. by facilitating

tunor - i ndudmd; mmgitmqnes;idss a ﬁﬁeﬂod fdr inkibitirlg thEaB@(ﬁ’tnaRgﬁﬁﬁh ohcelBpinchHdty 4580,
1995) har al I tar tant, ras onc es could
concei abI 3*‘8?@ %@?@oﬁ?é‘fw&%‘? %\/&f%g{%e 3‘6m ol%ttth %’é‘?&",““@ggfﬁhi biting

t unor - i ndugmnson wemlgomdcphvefﬂrs tneedll growfir indeptadert ofeotod f or

i nhi biting f he -
comouny or RO S S tsapah TG )
parti cul ar lgyowthrfridh) tumer geldsc(tenoss @KPFQSﬁ’@gtaﬁ@ﬁtWawmréﬁfa?ﬂppgﬂjllea@) YA

I nven: I ont cgnpw WERh @hé@isﬁﬁ&eﬁ% aétN%tela'aIs Ia?gsugm cﬁesg@n!ib &htahwtaref SncR etSSI ][19
an actiyvated ras . onco stration o an effeg | ve ampunt o
the coﬁ%ouﬁ&“‘bg-’} praign %@f@ﬁ@f éﬁmt @JE@?P@@ BrolfeARYSARFASEHnFHYCIRPSTRE bi t ed,
but ar eI Inotmdr ?df%vhﬁdn bocurs. URGthee@o g it haebdkn sagdgsrerivinditdratiiee tadrdsncl udi ng
non- sna ce ung .ca anc eatl c.,3Q .cancers tic
car ci noma s 618?13%155 inx%‘i‘rf)'})‘g eé?( J18 STVt O fHmQES I v ”;oeoe}'gac ﬁwgﬁﬁrfe&l@ 81 on
cancers (e tgmoccﬂlbgremlabutaésocmdmmb', L swifaa_sl;atr_hg tumssnaindhesd anglogenesis
?genocar Ci NRYR PB0AICCLALr FISTR)55, ASTEBESRRO 839)C HelBD phaRhachipBRAA d | | neage

9 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,
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d)

g)

arthritis, gout, polyarthritis, psoriatic arthritis, ankylosing spondylitis and
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;

treating inflammatory conditions such as ulcerative colitis, Crohn’s disease,
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;

treating endometriosis, uterine fibroids, dysfunctional uterine bleeding and
endometrial hyperplasia;

treating ocular vascularisation including vasculopathy affecting retinal and
choroidal vessels;

treating pathologies resulting from heterotrimeric G protein membrane fixation
including diseases related to following biological functions or disorders; smell,

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

cystic
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for ex | e daunor ubi ci n, doxorubicin 25 or idarubicin; HER2 anti bodies for
exanpl e tr asdrzberabatmendofthe iabovermonditions, 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 S-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



podophyl | ot oxi n derivatives for exanpl e etoposide or teniposide; and

anti estrogen agents including estrogen receptor antagonists or sel ?tUiEE/E?UUA
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torem fene, drol oxifene, faslodex and raloxifene, or aromatase inhibitors
such as exenestane, anastrozole, |letrazel-e and 30 vorozole. In viewof its
useful pharmacol ogi cal properties, the subject conpound may be fornul ated

i nto various pharmaceutical forns for adm nistration purposes. 35 To prepare
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powder sy 10pipk 1d sutl)(fsaiﬂalﬂélﬂg[s.aﬁgcilﬁpbﬂthéir cBRGR USRI tratiDR)] t%bl@@%ﬁ%l'c psules

adm ni stration, tablets and capsules represent the npst advantageous oral
dosage uni t PRt themgst advantageeus efal dosage upihiormyin which easersplid s are obvi ously

“énpl oyed. FgHarpaéRnitAlcatrictOMBRSVousIP empldied. Far pdreritetsi ¢dmptsiRink ytheonpri se
Sterile water,. at.Ieagﬁ I n Iar%e 1,gart thfu h f her m(g{ggdl ents, to aid

sol ubi ity faoHereilisPaly cRmpriss Sty atksh 2t eﬁgé’i‘: argd park hAUSHOHRET £ or 15

exanpl e, napglrdientse paiié dolubilithios lexihplecaty be inchulnrinfemblealoiutions oot i on,

gl ucos sol ution or .a m xt . i ne.an | S lon. ]l njectable
sus penglisonse’ér%nﬁ%l <d ]??ep e arrgcg)glr‘g%‘c? ﬁlev%%éﬁ% Cglggréyeg(%%%psﬁaw’io@ ’ El Pﬁ%‘cield carriers,
suspendi ng sd@mnsoramdixtire of sdime ang glugesesrppitiopeljectable svspansiome siayi alssbe
suitable fo a‘ﬂ’?} ' P : [ ' I ri ses
a penetrati rﬁB%% %@Pﬁg%gsgee %@%@dféﬁg@%ﬁuﬁﬁé\ﬁ&%ﬁﬁg&ﬁ%&%% %%p ionally
combi ned wi bhemployedh| ka theigpmpasitions suisahje foaparcatapePuHBINiNEAIe8, thegasierwhi ch
addi tives deptifphll¢ soksrices aipghdtidtioarhhatRimt fehma/oelalsalibld Felting azkht). Said

2 1 VP ol b e RS BSE B S b RSP RS, e

adm ni st er eatditives @oinotisause g signifiognt dedstedous effect to the skin. Said additives may
facilitate the administration to the skin and/or may be helpful for preparing the desired
compositions. These compositiohs 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



transdermal patch, as a spot-on, as an ointnent. 25 It is especially

advant ageous to fornul ate the aforenenti oned pharmaceutical conpositippngjin
dosage uQidoifegsgn for ease of administration and uniform tycpk :

Dosage unit formas used in the specification and clains herein refers to
physically discrete units suitable as uitary dosages, each unit containing
a predetermned quantity 30 of active ingredient calculated to produce the
desired therapeutic effect in association wth the required pharnmaceuti cal
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form dosadg®0mgiafsicivningredieny asOesgecidlyoprgfer2d0ny or  300ny of active

i ngredi ent are especially preferred. The foll owi ng exanples are provided fo‘?’)
purposes of illustration. 15 Experinental part Hereinafter "THF" neans ‘

t et r ahydr of thedpllowmgmramples wse provided fyprpasae of Algstratioms OAc” neans et hyl
acetate. Exanple a) Preparation of internediate (2) ci

¥

15  Experimental part

Hereinafter "THF" means tetrahydrofuran, "DIPE" means diisopropylether and
"EtOAc" means ethyl acetate.

Example

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 W0O98/49157, in POCl;
(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/NFH4OH. The

25  organic layer was separated, dried (MgSQO,), 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.



L}

20 A m xture of 6-(4-chlorobenzoyl)-4-(3-chl orophenyl)-2(IlH)-quinazolinone
(intermediate 1) (0.0506 nol), prepared as described in W98/49157, izq [ﬁ%ﬁ
(100M ) wesosd4ssey ed and refluxed 1 hour. The sol vent was ecmmmaﬂtf
dryness. The residue was taken up several tinmes in CH2Cl2, The sol vent was

evaporated till dryness. The residue wa% taken up in CH2Cl12. The mixture
was poured out into ice/ NHAOH The 25 organic |ayer was separated, dried
(MgS™M), filtered, and the solvent was evaporated till dryness. The resi due

i_pi t at gpiasedihielered of f and
94% , np. 152C. WO 01/98302 -9 J

(24.29) was wypreiaptidzsrd from CH3CN. The p
dried, yielding: 19.8g of internedfaie (3

(1.6 M (90m) was added dropwi se af -70C Junder N2 flowto a m xture of
1-nmet hyl i m dazole ( 0. 144nol) | 00 The mxture was stirred at
-70C for 15 mnutes. Chlorotr (0M48np1) was added dropwi se at
-70C and the mxture stirre Ngolt\

S enperature. A 5 solution of
n-butyllithiumin hexane (176 (80rr1) was' ad{ed dropwi se. The mi xture was
stirred at -70C forl5 mn. A mxture of internediate (2) (0.0822npl) in THE
(300m) was added dropwi se. The m xture was stirred at -70C for 1 hour,
hydr ol ysed, A selitioact acbutyltithikh GAbexcaned (HéMN{OOthl) Wircadded dropoviseaate7OASs dri ed
(MySO) . filddes &6 i 4 hfxiHRl ﬁnheﬁﬁrﬁnﬁyﬁeﬁr@m oﬂ‘ﬁl TIE(fhegnyagnpuri fi ed

by colum chronmat ography 10 over silica gel ure fractions were
col | ect ed améxtuigevasgitijiseat v&cévrab%mw Cb}or@rrmtthSMe%lﬁmc/l) Wb
|t er med at gudedlirogiisd i @ahA iR RBIETARRC | O6HA bt bnid oblgerabld A Nt er medii at e

3 ¢c) Amxt f dt 3) (0.0061 o d 0. 0079
o) (0 N, elehieReaty P RS B M) (A0SOl P9 GHOR G0 EDY BEXE hour s

‘The mi xt ur ewiSstivedl 000 ok 15 ma0 NA treiRes af Mte@mamdteF(Q)l((B@BZZuiol)l intiHEF ce wat er .

The preci pi e . \nas l.t.ered of hed w 20 hl d tak n u
e o Y B pldet ReRRiat T MERIR I sited B2 G R TR B ¥ ns P
evapor at ed. eﬂfﬁétmﬁfaﬁ@ﬁﬁﬂﬂfbdﬁﬁéﬂt&ﬂl The graanisiayecpenrion AEzSPud Hiesed pi t at e
was filtere 7
(3 ch: or ophgrﬁd;tlr Sgﬂ?ﬂ%ﬁeg %&%gﬁl IFI%C%CS?C%% ‘éa@ﬁm?‘ff eé#)o?’ %ogxaonhr%maﬁo)graeq[ fazol o[1
10 over SLhca gel. The pure fractlons were collected and the solvent was evaporated
yielding 24.9g (61%) of intermediate (3).

intermediate 2 intermediate 3

c) 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,Cly. The organic solution
was dried, filtered and the solvent was evaporated. The residue was crystallized from
CH;CN DIPE. The precipitate was filtered off and dried yielding 2.3g(75%) of (+)-5-
(3-chlorophenyl)-a-(4-chlorophenyl)-o-(1-methyl- 1 H-imidazol-5-yl)tetrazolof1,5-

20  a]quinazoline-7-methanol (intermediate 4); mp. 232-233°C.



20 al qui nazol i ne-7-met hanol (internediate 4); np. 232-233C. WD 01/98302 -10
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The second (B) fractions were collected and evaporated yielding 3.3g of residue which

e

S=@fiu! 1920 bR L3 BriNana ninl 2520 @;a) +5.9 (c=5

i s co oun ntarns_ 4% w w -)_enan

2r§|56€am»2 (* ?O(ﬂdn-ﬁéﬂ?eﬁﬁ) He&léﬁ,éﬁztﬁﬁa ;5369 1D, Jo#3(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
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® 10um eluent
Hexane/Ethanol 50/50).

was crystallized from CH3CN/DIPE. The precipitate was filtered off and dried yielding
2.6g of (+)-5-(3-chlorophenyl)-o.-(4-chlorophenyl)-o-(1-methyl-1H-imidazol-5-
yDtetrazolo[1,5-a]quinazoline-7-methanamine (compound 2) [05]12)0=+5.9° (c=5 mg/m!

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

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.

hY@%eledRACTR Tee pmeefrdcttm Werd@olMcted &fd @¥e Whi ch was

L o B e ek e vod [T L 8he-oIT G oo

S neasured

r



C. Pharnmacol ogi cal exanple. Exanple C.1 : "In Vitro Assay for Inhibition of
Farnesyl Protein Transferase" An in vitro assay for inhibition of fafgggglzﬂm
protein wWw@psdsgsrse was perforned essentially as descri bpdrepoWer$8/ 4

pages 33-34. WD 1)1/983112 -11 PCT/ EPO1106747 ? DEC 2004 Exanple C. 2:

"Ras- Transfornmed Cell Phenotype Reversi-dih- Assay". The ras-transforned cell
phenotype reversi on assay was perfornmed essentially as described in WO

98/ 40383 , pages 34-36. Exanple C. 3 : "Farnesyl Protein Transferase

| nhi bi t or Secondar Tunor I\/bdel ". 5 The farnesyl protein transferase

i nhi bitor sBras AR af{cell Bhegotype Reyersionassay’n WO 98/ 40383, page

37. D. COWpP]§éFdsthn§%§xﬁEﬂ &l t@nbtype%e%ﬁ AhPlvas pdt¥RRHLdeANaIRf ad @bl et core
10 A mi xture of_ 100 e compound. of the |nvent| on, 570 g l'actose and

200 g star cqi‘FSFfé edn*PQgQ %é"rq énﬁag%éf‘eﬂ%sfter humi di fi ed vvlth a solution of 5 g
A 200 ml of

: :-,‘= B vk : 40 1 M B : d 3dsl. Then there
.are added 10g: ﬁnﬁﬂsﬂrpiﬁlfejfﬁtfrﬁisfdrﬂse lﬂﬁblltcw s@&ﬁldaﬁyﬁmb'i n@daydap@@ﬂats aescyi@at abl e
oil. The whol 9 &}% d vvel nd conpressed into 15 tablets, giving 10.000
tabl ets, ealh oisé é’ageo of a conpound of fornula (1). Coating To a
sol ution of 10 g nethyl cellulose in 75 nil of denaturated ethanol there is

added a u g g g ﬁf %ﬂé gg I ge in 150 m of dichloronethane.
Then there &b& 3 J IF le; ht&ﬂl& hane and 2.5 ni

1, 2, 3- pr opabeepadation ofi@blgt edre pol yet hyl ene gl ycol is 20 nolten and di ssol ved
in 75 njg of A%&mreapm %afl@ﬁe cl;ggohﬁiéﬁhe ﬁ%ﬂztwrprﬁo%l@a%%a@ob@estarfsﬂ | and

then there are ad (?neél um oct adecanoat e of yvin
Pyrrol i donem%?d%lafﬂd therealint BUANTIHEL W IEA © tl%éeang@méﬁee%e%%
“Honogenat ed10 E@@lyfvﬁ@l—;yrr@lﬁﬁcﬁ@ iR 6BouE 200 & ofintaker! Mhe ey powbérahirade 1§ Xt ure in a

CoRt 10 RS ek L B s e L b
and its phaunbteghydrapénatedcegptabblod. Theadiode mddixed erellsal cempressed into
15  tablets, giving 10.000 tablets, each comprising 10 mg of a compound of formula (T).
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.



2. (-)-5-(3-Chlorophenyl)-a-(4-chlorophenyl)-a-(1-nmethyl-1Himdazol-5-yl -
tetrazol o[ 1, 5-a] qui nazol i ne- 7- met baoam ne. 10 3. A pharmaceuti cal

conposi tion conprising a pharnmaceuticaj])y acceptable carrier, and as/ Tabfi(i 108!
ingredi ent a therapeutically effective anount of a conpound as clained in
claim1. 4. A pharmaceutical conposition as clainmed in claim3 in which the
active 15 ingredient is the conpound as clained in claim2. 5 A :
phar maceut i%@conposi tion as clained in claim3 or claim4 in a dosage unit
form 20 6. A pharmaceutical conpositi on as claimed in cl ai m 5 cont ai ni ng 50
to 300ny . of t red en ni osa

phar maceut ﬁca c‘hpcgg?rto Ry sai:‘} Qﬁ?ﬁg H‘&Ql meéayng aﬁ?165 i n the formof a
tablet. 25 S yla\tepmma[sg i]qmnzpzro&pa%m@aaarphnaranﬁﬁepharﬁ:ateucxormmtépt:&m as
claimedsin any..o dfﬁ &'tits 3 to 7 wherein a therapeutically effective anmount
of the active 1l ngre intimately mxed with a pharmaceutically
acceptable carrier. 30 9. A conpound as clainmed in claiml or claim2 for

use in medhCings. chléi%ehé)xﬁlﬁb QE!I?(% ik n9S-ctt RIEBYI-1 FLskygr claim2 in
t he manuf act upg ( Ofia m Zij bi ti ng urrjgrﬁ%%wt hy@35 11. A

process for tﬁgaﬁf%[dérggp‘ﬁﬁw@eé'@% BHE- as claimed in claim1 or claim?2
whi ch conprises treating ()-5-(3-chl orophenyl)

a-(4-c oroph Ji%g o
T o DL S LR TE i an compriong el e i
phar maceut i caﬁmcg/%a?éa@pmaﬁﬁd@nhe tbaraaaaicwmff@m ARPRK OH P cmp@@éaﬁ ate the
constituent {mmedndclaish 1enantioners and isolating the (-) enantioner or.a
pharmaceutically acceptable acid addition salt thereof. 71 JF Pool
4. A pharmaceutical composition as claimed in claim 3 in which the active
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 clairned in claim 5 containing 50 to 300mg of

active ingredient in each unit dosage form.

7. A pharmaceutical composition as claimed ip claim 5 or claim 6 in tbe form of a
tablet.

8. A process for preparing a pharmaceutical composition as claimed in any of claims
3to 7 wherein a therapeutically effective amount of the active ingredient is

ntimately 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. Aprocess for the preparation of a compound as claimed in claim 1 or claim 2
which comprises treating (+)-5-(3-cblorophenyl)-c-(4-chlorophenyl)-o-(1-methyl-
1H-imidazol-5-yl)tetrazolo[1,5-a]Jquinazoline-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.



