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WD 20081102075 PCT/ FR20071002171 1 NOVEL THERAPEUTI C
USE FOR TREATI NG OF LEUKAEM A This invention rel ates
to the treatnment of |eukaem as, in particular nyeloid

5 WS% %%75 Leukaem a is a cancerous di Seﬁé‘?lF‘HlOb’t%Oﬂﬂ

bone nmarrow and the bl ood. Fpur types of |elka
can be distinguished: chronic nyeloid | eukaem a, acut e

nyel oi d | eukaem a, chronic | ynphoid | eukaem a and
acute | ynphoi d | eukdWE. TNERAGEYTIGWSEem as of the

acute type with a ngﬂl-[qlqgmqgéqgﬂsmg@gmgal led 10 AML

or acute nyel oid | eukaem a el ol aem as of the
chronic type with a gradual, |ess aggressive

pr ogr eswisOivéntien Gakteddo @M—tr@étrrféhf eMbGkdaRsiif particular myeloid
nil_llj%ema These are clonal di seases of. t he bone

fM&5ar act eri zed by a clonal expansion of nyeloid
cel | s Welukdentiarigat cahdet@isedibéasiccontpentdreymandw and the blood.

Z%%pr.p% %{ Ieﬂjkgg\ﬁa dgéﬁbyg?%{'ﬁ)%@%gcéﬁgeg )Z?Ol%iésukggmla acute

i tmyleloi@ lsukasmiedchrpraic lymphoBBeukeemia ase ecute Iynm_hmleukaemra

4, 500

the. Uni DElprERERagmiagt e h*ﬁ“@% o8 333y igsectgn e caled
t K508 agifte mﬂﬂ'%ﬁukﬁﬁw@ Mye %'e@liﬁﬁffﬁlﬁs A thexphyonio tyag with a
f @fao@%(l—s(egané Sdresshed Spr@?@sﬁbrg Usres ﬁam& Cl'ﬁ[febr‘ CciHFomc myeloid
A %@‘Séﬁ”ﬁg %/ 1fLe %ﬁﬁﬁls ﬁ%é?c?nr?q 8{@ Agjaractenzed by a
Clclamsi feixpansnom abf miOldi, ceﬂéwewl'ecrarcenaois ldlffey@ﬁﬁte)fnomdlaljy and
r t. g on the type of
C%Fﬂ*@%gmﬁﬁf%%fﬁ%%ﬁﬂﬁ‘?ﬁ% ével ops (Bennett et

al , 19Pecordpgdp@sstudy by ther AmeriearaGander Secietyn itds estipated that
aq44lo80 IneWkaes: 85AMERE U500 W 6&%5 %f CMLS«M" %E/ﬂ@zgsnBQA%d in 2006

operative BrJ Haemat ol 33 (4):

SEvinaas EAIFS e fRa PeTOTToBN 208 (012085, the Gbyer Survival rate I

t rza?% e AMoRnd b@t%@%\' CRILOi28 eéfemack and F?gzjréa‘ 2088 American
ukae

;gr ?el | s. bngﬁmal [ tE% known
PREDSR 15 YR g'BF?e TRRPYa-Ofthses prol i feratl on
and unéccﬁrdmblte:dtherrﬁfdmpJAnmtcamBrmﬁh dFAB] lelastifipationodf 1976,

i€ 5D B B ALE! Rdracl R UDPY coRBNBP on B o
Heeks\feam whicky iBerlevimiemia develens (Bennetbeat alc i 9%6 "Proposals for the

telﬁéﬁf?@a‘ﬁbhc]gf:({@o%l&ﬂé fé&ka%rhi%s 'ﬁBﬁ&VﬁﬁEPEarpénﬁép (FAB) co-

strategies for treatnent tirents s ering rrom

I @B‘Hﬁ@fﬁ Group”. Br Hslagapéa/ éﬁﬁ@n@bﬁ) a treatnent

al t er nabbitegs®n bﬂWSaﬂién@ﬁts[]’ﬁéﬂng abheaty. keava éé?leotrﬁhslocatlon
har macol

N2 yeRh chroaaEs s, At 22 of fFede raghi a5 RaT( B5RBT e fkgown

phenfhijadelphia chromosome (Ph1), causes proliferation and uncontrolled
multiplication of all the types of white cells and platelets.

Currently, several drugs are available for the treatment of leukaemias.
However, there remains a need for new active therapeutic compounds for the
improvement of the strategies for treatment of patients suffering from leukaemia or
the development of a treatment alternative to the treatments already known (Plo et
al, Mol Pharmacol, 2002, 62:304-312).

The product N-[2—(2,1,B—benzothiadiazol-5-ylamino)-6-(2,6-dichlorophenyl)
pyrido[2,3-d]pyrimidin-7-yl]-N'-(1,1-dimethylethyl)-urea is described in the
international application WO2007/003765. Its formula is shown below:



10

15

20

25

30

pyrido[ 2, 3-d] pyri
mdin-7-yl]-N-(1, 1-dinethylethyl)-urea is descri bed
in the international application W2007/003765. Its

f wn bel ow. WD 2008/ 102075
8@?&9&6% 171 CL M-\ N\ s - \PERERRRPTI0021T

H OH A process for preparation of the conpound
N—[2 (2,1, 3-benzot hi adi azol -5- yl agi no)-6-(2, 6-
|chlorophenyl)pyr|do[2
3-d] pyri m din- yk] -(1,1- >
al so descri bed. Al gh 'S cO lOU'd can display a
significant anti={ip actr Vi cells intests in
vitro, new paraneters sugh asVt he¥ di §fribution of the
conmpound in the tissues, the quant product in
the serum the pharnacoklnetlcs and th tabollsm
are involved in the obtention of an effect in viv
not pr édirecessifer apamtion efdse sompound N-ir(8. 1t?e§¢rg0thladlazol -5-

iR EVE6 -dRB R IR AR A& R &dd b hidint7-Yil-NF-0l —dlmc-?thylethy[)-

antlturmur 10 activity i's not al ways predictive o

viWRR g @sodesgrigelancer " Res. 1988 Oct 1: 48(19):

5447 SAithadic eHis @mm&wbari:’h&bm@blgnﬁi%iﬁ afi-tumour activity on
deno rat ed

t ﬁ:gl}s pﬁésté Mb’ah#\q\@ﬁ%ﬁ%&i s'gch as %he Gisthnafidh gfsﬁ')e compound in
b ¢hrez s hieadihezquanbtyydfaproduct 416 2 s@udi, i phapiesnkingtpgramtl the

We{a%)‘hgs]n aﬁéﬁ H\/&h/g{j i theWotenblbn Pflén effect in vivo, not pr predlctable on the

% urea disp VI VO
aﬁgslstoum)mro deats Vi bas | mﬁre@pqernim@ dwtrﬁggdﬁbﬁtdn V|tro antitumour

| @@#@@rat ﬁ%nalvg%‘,%t hgmgfgle cggr:] {06 aBlivit§ é@énde'ﬂﬂ%gtn 12 %z{shc:agtdﬁ B8(19):
hht 5. %rgﬁfﬁrﬁa?meﬂkez PRStker PER R A SR ol 5 d] py
Li:jn'rgitn 7- yl]- (1;d|methylethylf) urea or a

p)r/epar %;y |'@Hﬁ’§ftg§8d ﬁ%s B% %%w%fe%t gﬁz‘?e‘%&%ﬁ& Byle-(2.1.3-
: éakmim?@szol-ﬁeﬂma@m-ﬁ (2,§_—dIdﬂrﬁepmrtybpwr’tdo[%d}pyﬂmldm 7-y|] -N'-
?’gllf-gllﬁ'ﬂétﬁg E]ZQ r@asdlgﬁlfa%%lgm%ﬂtﬁ%?l&fb%‘ﬁlﬁm@r acﬁﬁ@: ﬁ anlmals

. ["'eukaem a,
r%ﬁ%'ﬁ’tﬁ Rumankbksamias.and the vari ous
nyel oprrak Ioia%%ﬁbﬂ tHS p?ééféﬂf ﬂU@rﬁronZétHemthétrothﬁﬁé corﬁ;lstﬁmd N-[2-
present i nventio el at es t he ili atlo % t he
c@rﬂ) zothladlazol 5- ylamlno)-B (2 6 dlchlorophenyl pyrido TZ —d]pynm|d|n -7-
Ny/j-Be- (21-B:rﬁ%thﬁsm9|t)hr@ibaaothycﬁatyl anganoyr 8-dokiafe therbdiofer the

rido-

[ E“%?%B%t%ér?frﬁ §rya intepdedyjor the fregiment if Iaagmias, Leykagpia is
auhgetsiabe, toameaht leokaamiss | steheas tdherrpofmydiaid lehiaemia, acute

ph‘@?%‘iﬂeﬁ[’? rﬁtfa @hﬂﬁﬂquﬁ&@%ﬂaérﬂ P@te I{/rﬁgﬁé’@rﬁuk%ma and

artl cu ar esent
liouﬁnryéloatcds§r@ttyet8bf@dr9mersq zati on of t he 30
conpound

N[2-(2,1, 3- benzoth| adi azo| - 5-yl am no) - 6- (2, 6-di chl o
phenyl jrb)pfq rtigylar, the present invention relates to he utlllzatlon of the

[ Sordpstirayr | rm[zil(m 3= bdn]zothladfa?soll’s diaridpel @tewithlotbRény!Pyrido-
[2h Cy gfp?ftrlr?ﬂdln 7Syﬂ I& (‘? 1 (1al met%yleﬁ'lyﬁ -urea, or a hydrate, a salt or a solvate
thereof, for the preparation of a drug intended for the treatment of myeloid
leukaemias. More particularly, the present invention relates to the utilization of the
compound  N-[2-(2,1,3-benzothiadiazol-5-ylamino}-6-(2,6-dichlorophenyl)pyrido-
[2,3-d]pyrimidin-7-yI]-N'-(1,1-dimethylethyl)-urea, or a hydrate, a salt or a soivate
thereof, for the preparation of a drug intended for the treatment of leukaemias of
the AML type. More particularly, the present invention relates to the utilization of
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t hereof, for the preparation of a drug intended for
the treatnent of | eukaem as of the AML type. Mire
particularly, the present invention relates to the

“Wb'zé@%ﬁ@ibﬂf WO 2008/ 102075 PCT/ FR2007/ 00Rd¥/tr260%/662171

conpoun

N-[2-(2, 1, 3-benzot hi adi azol - 5 yl am no)-6-(2, 6-dichloro

phenyl ) -

pyie dofompeunyl py NHR (&1 3-trengpihiadiazol5ylamingstth(d. &dishloranhenyl)-
%yrlch[Z 3-dnA i'i'rﬁc.thﬁﬁ yfﬂ ﬁ'ﬁhﬁ—&heﬁwleﬁﬁ%} V@’eg blhgr l%ﬂfratef Qrsalt or a

prepa ratlon | nt end
oovhle, beelabTohe: HEPERKoR yiied @u@mateas?ié?r i frgiment o
Plkashiak Y BICIAD typel ates to the utilizations cited

08X SHIS ol 08 e Dbt T ST % R LY v or e
Nirg@tnfeyt df Bameraly irhpartcudaradf nian.
yl am no) - 6- ( 2, 6- di chl orophenyl ) pyri do[ 2, 3- d] pyrim di n-

7-yl]1-N -(1,1-di methyl ethyl)- 10 urea can
adni ni 1 dhepresent Haventionaithe esmpguRy Mﬁ%(%i a’rbeﬂm}h@dlazol -5-

t Deint) @W@Mﬁlolﬂ%éﬁyﬁp&h@om %td]ésﬁ%ﬁaalhmﬁﬁh -1t eMylethyl)-

agal n avenous rou
i quaa% Yhe SrwiSterae e ti apigd ISt phibe Q{é‘ff/wt@méht?smtravenous

r eslité, tﬁéhﬂ\t%ﬁtdﬂéalaﬁuw &1 agamibg thé itrav@fbusaoute followed by an
conventi on

- B g ro R Bodin b9 Ao verte it ffeiph b 4 AR Toute. n
presie atconvereiohaloadnisistratonutouts Babé oviravénauserootengral/erdthe oral

(2,1,
(i)enzot hi adi azol - 5-yl am no) - 6- (2, 6- di chl or.ophenyl ) pyr
| do[ 2, @ng]gbjact A e mresent invention is the utilization of the compourid N-[2-

ykd,1 Ealbeh%otihrafa|a&81t§1ylbﬁﬁrwlslczta &@hlo%hénﬂ)bw(ﬁi{zﬁ» Apyeimlidin-7-

or a vat e thereo ration of

i Wi %Ek&dmtw'ﬁtgv@-#@a i Lxsfra AcsinPaa SIS SRR for the
t gmarewbﬁrcﬁ a diteg dnt@gdecsfdrnh@ndemnetrm obeukaediabyof the AML type
a trati.on ntr us..r.o

o Pefhaig AR pe b 7 AR b Sy e (PRELS Fute
corrpouﬁ)cd!emb[eZt of tBe bresent mventlon is the utilization of the compound N-[2-

E tﬁ%‘d%%& 2815 ﬁaWﬁ“@G - &ichiroBndiyhBl AR Bk RYR-7-
yvlj N(L’(-ﬂmletmrlwbvihyre@s 19y 18) bydrate, aopaltaohqoraltade thereef} for the

obre%a?aQiBHQﬁ% @rﬂﬁrnﬁt@ﬁded‘ e tlﬁé‘ﬁ'eaﬂﬁ*ié?@%\* Pédk@éh‘n@g o? tﬁé WL type
i ntend tr eat nent | eukaeni as

t ypere %sﬂ@ ip Haeraﬁeego 08 UShE Eh gdepnigiragan Bg&? %’9' route.
adm ni siheabieeboftie phesent mbenitrmtu@theaﬁmatbn@mmm:&omﬁoanbm 2-

D3 et R S P iRy S
i glikNG 1o pdiemsthylethyli-dafa? 08 -ad hydraterriadsait @F a solvate thereof, for the

b eg'éq'atlFar]r o} d@lﬂgtlmgbc?écp?gr)tﬁ% 'Erggt'me(?]"t oft lehuxgérﬁfés of efhdé AML type

par at
i wheredbel dm;g istinlended: tor b Hsechby a@mm@m bythe né'amvpus route

éﬁ@ora‘f"ﬂﬁﬁ@ the drug is intended to be used by
mnistration by the intravenous route 30 and oral

route. One object of the present invention is the
utili zahkemjeRf of the p?&@ﬁ@:ﬁﬂ&ﬂtiﬂn[@the utilization of the compound N-[2-

| %?pil,p%ben |%tglgla%-p‘%/-ﬂzolr@3 Gn(_Z%—dlc:?%rophén;/l)pyru:io‘a1 E%ijo rim cp X—T
Yi1-NN 1 {- al,nietlﬁbrlétﬁylhyieet by la) hytrai@, aosalibohy dichiate treersaf| for the
E)repara Ic>n o &rug in endedf £k tﬁeh?reatm-ent of leukaemias of the CML type
where the drug is intended to be used by administration by the intravenous route.
One object of the present invention is the utilization of the compound N-[2-
(2,1,3-benzothiadiazol-5-ylamino)-6-(2,6-dichlorophenyl)pyrido[2,3-d]pyrimidin-7-
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35 preparation of a drug intended for the treatnent of
| eukaem as of the CM. type where the drug is intended
to be used by administration by the intravenous route.

the present invention is the
: ??@bgﬁ%ﬁ,ﬁn g NF2 (51 PET/FRBbTB02171

3- benzot hi adi azol - 5-yl am no) -%-(2, 6- di chl orophenyl ) pyr
ido[ 2, 3- %m yrimd in-7 W 2008/ 102075
PEit/N-RP.Oaimnetbgiethy)-wes;| qr- avhydratel -alisatb onyd 8elvate ) thereeh for the

Olhrébdmiftnadres dﬁhgslﬂ lend@d fé+ tﬁ@'tﬁé@ﬁrﬁerﬁthﬁﬂ&%emﬁé&r oft the CML type
preparatlono Qg\;%lnten etreatment of

| SesR UG "ﬂiﬁed ﬂ&nlﬁtr?éloarbudhﬁ* Q"3 fiUhded
to be l@%dotf?é’ct@ﬂﬂ‘lel’hréiérﬂiﬂv@ﬁtldn/mtth‘éﬁutﬂizallorr Sfuh€ cofpéund N-[2-

? R%ﬁ :)QFS{;B @dﬁ?zf)g -(33/ mmcﬂvfye &t ég hllorop‘i'lenylfjtylruldcl)[ﬁ%—d]gyrflnn%dm 7-

( 24)-N'-31, betimethiletog|)-ared, -&- y Ihadnate )a 6al{ 2r & sibledik chenebk rfgr the

| )pfypﬁrﬁﬁzqs g rlf@%/ |h{e|%?¢1 [F?r the treatment of I%ukgem as of the th{IL type

orwhar%the\ﬁav@ ist nmga to b@ rUSetih éy agrr@'p%traélpn@m tm Irtiradﬁws route
I Bharagd.ufier the treatment of |eukaem as of the CML

type where the drug is intended to be used by

adm ni stration by the intravenous route and oral

rout e. ldGhé nprebent pinesigioh, ithe esthipoand t K42-¢() hBcaemdothiadiazol-5-

ly[a?n &é)slg%z g%@%gép'ﬁﬁﬁ@}pgﬁ%[ %c}]BXIrirrplglg[?rzyléN {157 eimetiyiethy)
7u;ea] 19\ tyrically - wmelatey éftrhgfﬂmmlstratm iy th?pfptfal ¢fya composition
f aeapiahie datf e ?eptrﬁ‘dbcihﬁél ' I@ﬂel' rhkbe 6r%'i'rﬁb&iut|€?| compositions

conposi tion le at t har maceut i cal

el
TKeRi@iny [y r?éfsémei clorse c ghphsi PP'@HQU'IB Nétrtal i b&ﬁzoth'ad'azol =
e&faﬁﬁﬁd)@(@@@i@hl@ﬁophbﬁylmﬂ@@m rmdd]pynmudm 7-ylI-N'-(1, 1-dimethylethyl)-

h di
VMR o7 BRD=REIa GFopnens) 33 A ufestyspyple of he sai
mﬁdnnpeﬂnoy lak wisll-a6 b [easi ?rm Mrmhb?dtu):ailywoeapte bie&xcaplelnt
r . : X
o1 e TRk 8 Aoy Y he ey nkalilica
pfmrrmtweumde@r lagimaﬂﬁt@ﬁmkfr@n e hprmeh exciginetssihieh are known to

& SkilRka8 ted depending on the desired
ph ar%{ceu?‘llcaln ZOﬁ?orm and node of adm nistration

from t He theoPhaImasgulicl eamgositiensnobie RigseRt inyentiepglor oral or
Peit@0endts| ddn@fisirftichh thedddmpduRd - (mawaﬁﬁﬂma&iaioi 5-ylamino)-

FEREM%&ES%%{W hprgofélssﬂﬁqynwﬂ%? E]rpgzh T:]ocglme{hylethyli) -urea or

Nppssilfly alsal; beivate tdningdiatz therenf haerag)ministered to animals and to

?lﬂ&%aglt?éﬁ#;?i?ﬁgf@égﬁbgyotrqo%kegd %tﬂyﬁéﬁvgml&latr pHakmdbsutical
s ekaipierts ofor thediraphylaxdssordbé treatmelnéofddmahoﬁ dserderser diseases.
ani mal g ﬁ@4(§6’22%uf@6]u'{3f3529ﬁG5 %Wfo‘rmﬁ%ﬁ@rg% Er%fé?%bw used for

m xed Wi conventi ona ceutical  excl
{ B¢ taRimeRdpTiDe MiRYSRIST A GHeH B8RinG FKaeWal T EPETS
di sor daristpasol Qﬁ%aﬁS@utoﬁ5?oE@|@po%§%~l/ 7439|fdth@iat|59ﬂ)|é p@erably

73% f or nul ati on g ralgﬁusedfor etr %qe
bySehier F'}ﬁ’ttFeé\VBﬁ'E}L@ t %Gfaér%#e re*s%’savn%a%@um G1 tumours.
t unour 8. PEBO4J0 Ra%r/a8eilitoR8% / GSBe fkmbtion HGbrefbrdhL Nsed for
7 A)forrrultab tﬁn i,S grefera

e treatmen e intraperitoneal routg of mice bearing EOL-1 tumours.

A PEG400 22% / Solutol 5% / G5 73% formulation is preferably used for
the treatment, by the intravenous route followed by an intraperitoneal route, of
mice bearing CTV1 tumours.

A DMSO 5% / Tween80 10% / H,O 85% formulation is preferably used for

the treatment, by the oral route, or by the intravenous route followed by an
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used for the treatnent by the oral route of mce
bearing Kasum | or KGL tunours. A PEGI00 22%/
Solutol 5%/ G 73% fornulation is preferably used for

t R0 bBaY 5 by the intraperitoneal route péy 07/002171
bearing E 1 tunmours. A PEXAP0 22%/ Sol utﬂF 5%? éB

73% f or nul atlon is preferably used for 35 the
treatment, by the intravenous route foll owed

i mt"raas'étPP?%r{@étP PloRlaln bythe intragenows rovlg f@*P\‘?’Pdtl)t/YrﬁhP@' route,
Ao tedrihg Rean&bod@% / H20 85% formul ation is

or by %%%ﬁﬁf%%m%&gwﬁa%ﬁ%ﬁ%a%@ﬁ pEreraBly Bea for
20estraafent BCheRRRZEGMH0H 20N followatd by erintrapezitdneal route, of
r%&&b@?ﬁﬁg?@b%r%ﬂﬂ%h@ f.avenous route followed by

an ora eari ng KGla tunours. A DVBO
5% / TAJRMEO 36 Y6Tweaped 88% i ldaQr%"étfomulat@npsﬁ pregrably yised for

U%%jtréa‘?rhentt B tHe' i8RVERBLS rdtfe, R Midd B AKS 'P{@JlstuﬁféHFse

followed by an intraperitoneal route, oOf m ce
bearing K562 or CML.T1 tunours A DVMSO 5% / Tvveen80 10%

I H2O $E&/cabgﬁ btaturmruoség@foerﬁnerrﬂinme furfrﬁﬁbf e orlalhﬁute such as
nt rav nous r.oute

t t ment

Rt o Al sl PERLIER, donrpr. qhadie’ (P8 rreldges o
f euspenbipns had otralencustagmsnistratios fort®. t abl et s, soft or

hard gel capsules, powders, granules and or al

sol utions or suspensions and intravenous

admi ni $hergt imeAy ter specigihepsesrayhape kighen &r lewsesdaspges are

hbﬁ[ﬁ}@?n&é |59¥l?rd£9§é’é3% Aoe falﬁ%iﬁclﬂ-! Ithé es,coFé'CJST ﬂﬂﬁ?ﬂ%ﬁtlon
he inven

ut si e SC e
£ ReE it ot 8L L Pralficn, BB Fotage; PRGBS o each patient s
ap@tennhe@ttej ther d@ﬂﬁhdeﬁéncﬁ'@ oh sthé anedenion ediniiyistrdtien, and the

d di f ad d
C AEoRaf ERERaer Yy B e, he o et ent . e

therapy with the conpound

N-[ 2- (%h ’tﬁér?{%ﬁ&lﬂl’tl %@Qbrﬁé&{nfsgwb ﬂ,@%éngoth iaz ES-KI,a[ngrio)-e-

(2,6-dichloro rimdin-7/-

' arisbiemen e Rdputie-MyNLG  Henesnisyi-urea

' Q(Yc%ﬁ’dlh@ﬂ‘o QRE JASsent 'lﬂl\ieﬁﬁ@h %bnttféeuﬁlﬁﬁﬁ ét'tﬂE fmPtiferas other
therapies. In particular,

hfagapcef 1n 3336*&‘1'?& ’meaaq:ra@c&nd 5NS[? 2211 ﬁotaenggthladtazol 5-ylamino)-6-
(2, 6didh blﬂdpneamﬁﬂud:[mya]pm{uam’o’f 9I|] (1! Tdphethyletiyl}-ufda- (1

t.h rea, acgcor. nvent i on .can
2, UG il £ e ASrToRetRR h SomBrelih fi 56 457 ore)
amtkmwwlvmncmte(s)r in |pert|pd.|lal( anjtitunour pampounds auch as
tit i .
The. o BOYEED BRI S0l 657 1 oyiStipRbidies FR0K)° WilkrBzine,
PPIOSRAPEZING, n@OfQiBZ)li\%t atlze naitrogere” mustersige richiormedioss  melphalan,
(%rgfnﬁﬁéllh phﬁﬁﬁmé’“ifosfaﬁme‘?rtﬂm%bureas such as carmustine,

%C| ophosp am de, 1fosf de), ‘the nitrosoureas such
a

”’c‘:’ﬁ‘n‘ﬂ?u%‘im‘hsé'“e qtfﬁﬂ@%‘?qq?ea”dﬂfﬁﬁ@?'ﬂﬁe st r ept 0zoci ne

and al &dteb&dladie; alkaloids such as vincristine, vinblastine, vinorelbine and
vindesine;

taxanes such as paclitaxel or taxotere;

antineoplastic antibiotics such as actinomycin and bleomycin;

intercalating agents such as mitoxantrone; |

antineoplastic antimetabolites: folate antagonists, methotrexate; inhibitors of
purine synthesis; purine analogues such as mercaptopurine and 6-thioguanine;
inhibitors of pyrimidine synthesis, aromatase inhibitors, capecitabine, pyrimidine
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30 antineopl astic al kal oi ds such as vincristine,
vi nbl asti ne, vinorel bine and vindesine; taxanes such
as paclitaxel or taxotere; antineoplastic antibiotics

sugb maﬁ‘bgbf@”y‘?i n and bl eonycin; intercapgiifkboo7/002171

agents such as mitoxantrone; g5 antineoplastic
antinetabolites: fol ate antagoni sts, nethotrexate;
inhibitors of purine synthesis; purine anal ogues such

aeRgEeH BYRLRS Aecraviacib Serichiing i arierabine, Andhcytgpige grabinoside;
P\Wrédirtic Bed AyBlb@ei s, aronatase inhibitors,

capeci t,abi.ne r.im.dine 2008110207 o
o BB bl ep i Sy st deieR: @teqag,tongtesan. fenivosie,
g emmiptatifiecitegr etopiosidebi ne and cyt osi ne ar abi nosi de;

br equi . i he: ' i- nhi_Ri S

stion adtysdeg REnSAe i ARPRISIREAR T aRC RS

canpt otkinase ninbibitars o3ushi 8% ; imetizipt indetinde @and odaastielb, midaustorin,

agarirsis 1xslirfib a9 Hinsttnibncl udi ng tanoxi fen; ki nase
inhibitors such as imatinib, nilotinib and dasatinib,

nmi daust@PWHA factargifiiters b, | estaurtini b and tanduti ni b;

gr owt h ghaisflahmbiahédi 60&s; a8nbpdhtdsaRBpdlysuha®ll CltoRBosteroids,
pent psan pol ysul phate, corticosteroids, 10 prednisone
aﬁ?@&?gﬁ%%é@@ﬂgﬁt B ene (hi stani ne

di hydr @ehleoe (igtamirendihycacgtddridess such as daunor ubi ci n,

epi rubi_gj trarubici, 4 LCin,. ubj Cf i ‘s
acl ar ugﬁtﬁﬁyglﬁﬁega%@d& r?, 8éxor u |’@i %P'mnﬁ%ngkiﬁkﬁgﬂd \darubicin,
mEphibiginy e¢larubicianennaaiyeier daxetubicing ortpmesie and Fetramyan;

conpl exRfoanesrS Rl | bmidebOBlaghin: cordplex@$alcisplath! Rafdfiatin,
satrapl atin; al pha interferon,
t PFRIRERI A S8AB@AMor ami de;  anti angi ogeni ¢ agent s;
t hal i desphdeanted@rohamesyl transferase inhibitors such as
tipifarnib: DNA net hélln ransferase inhibitors such as

]

M=08; i".’ﬂh?ﬂ%'fﬂ%%‘iha?sg’/“% ants such as gentuzunab

ozogamaotiangiogenidedeb®5;  bi ot her apeuti ¢ agents such as
CT388- Itrgﬁaﬁ@melsense agents such as GIl-2040; 25
vacci nes. re' particularly, the conpound

N-[ 2- (Farneyd ensferare idititest sush\asdinifaiol; 6- (2, 6-

DNA methyl transferase inhibitors such as MG98;

immunotherapy adjuvants such as gemtuzumab ozogamicin and HuM 195;

biotherapeutic agents such as CT388-IL3;

antisense agents such as GTI-2040;

vaccines.
More particularly, the compound N-[2-(2,1,3-benzothiadiazol-5-ylamino)-6-(2,6-
dichlorophenyl)pyrido[2,3-d]pyrimidin-7-yl]-N'-(1, 1-dimethylethyl)-urea according to
the invention can be administered in combination with one or more compound(s) of
the anthracycline family. |
More particularly, the compound N-[2-(2,1,3-benzothiadiazol-5-ylamino)-6-(2,6-
dichlorophenyl)pyrido[2,3-d]pyrimidin-7-yl]-N'-(1,1-dimethylethyl)-urea according to
the invention can be administered in combination with daunorubicin or in combination
with cytosine arabincside, or indeed in combination with daunorubicin and cytosine
arabinoside.

According to the present invention, the compound N-[2-(2,1,3-
benzothiadiazol-5-ylamino)-6-(2,6-dichlorophenyl)pyrido[2,3-d]pyrimidin-7-yl]-N'-
(1,1-dimethylethyl)-urea can also be administered in combination with one or more
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di chl or ophenyl ) pyri do[ 2, 3-d] pyri
mdin-7-yl]-N-(l,1-dinethylethyl)-urea according to
the invention can be adm nistered in conbination with

gﬁ OJnoBAbS .F§npound(s) of the anthracycl 'IBST)(F%EOI:)WOOHH
3 ﬂb re par |cuI arly, the conpound
N-[2-(2, 1, 3-benzot hi adi azol - 5-yl am no) - 6- (2, 6-
di chl orophenyl)@yrl do[ 2, 3-d] ptyrl mdin-7-yl]-N -(1, 1- d|
mothef| agtikg IPTnGipies uEelbriaiong elothet r@thmmge@ﬁ mentienssl peove, for
a@sthmbt R £li-drietic Eﬁ’él@é‘éld: QintiWhflaknrAaty v?‘@r‘é’ﬁb-‘“cb&é?ﬁa ddbnt.

combi n {!ﬁgﬂs%ﬁéﬁ.’%@g b e T oA &f e pratent mverttion with
arahdiatien tleatmant. ACCOI‘dI ng to the present invention,

t he co nd N-

sl - STOFE AR LR e DBy | SIS 3. SpRGRIe
rised l@hnmaw 9hc]/e||\rspao(aﬂi il tidiendthe ytrestmemt) will hecadaptedabys thebdoctor
achai, o I Dy [ [ with one or nore WO
29%%&1%%%%(#)‘%%8%@8%1 7 other active

principles useful in one of the pathol ogies nentioned

above, |{ thmgffés@ﬂk Cin@EntRAL fh@ 6og.|ct ar(liél(}fff I:Soc)enzot]hladlazol -5-

antl-lnfla or antl -cacheéxi

pYEEHRPIS-{2eP e@mrqp@eﬂwpya%@cﬁiaw@fimrwl br-&s Efimethylethyl)-
l ﬂw%la@!mmtbl‘bd é’cobﬂﬁirhg}lid & BosdgRaddmBite. wifich BRstfes the treatment

nts e adm |stere i mul t aneousl - .
& BEBLRREIGs ik ke aner SAFS PemBndkdipn fHe:diministialion route
t aeaﬂﬁ'ﬁeﬂdlr\rg on theehgsiaaitobdrdaieristies afdics patient dhertbsage sthemes

: Eﬁit q is N{?ﬁ:‘%@éhﬁa{g& %‘é’ﬁ% 3’[’41%}?1 8@@32 qmgab%%néﬂ" (.%Q:y for the
yFraﬁ‘i"FW} 06 diserdsreirestltiog dishe apngrmal celbar, @oldgratien.nihgi product
7 N¥[|21(2 N, 3-6énz%trﬁédl§£dl$lﬁérﬁmb)ls (216 %ﬂ:hléo&%ﬂylﬁbﬁlhsrzﬁﬁd]

accor

a
© PUTRIsnEy 3¢ 71 Lok 86V s 685 chfe SOENEREIa s eafen as s
dapesehiydo @btdin e atkrapéiceifetiaidugmut € - and dependi ng
on the physical characteristics of the patient. The
dosage schenes suitable for this purpose include
t hose Whe oifficticy pdfathet et Ng2€2,fl | Selaanzothadidzok5-Yamino)-6-

Cge ?HI@M‘%D%GF?I :é/? 5?[? d]'bgraﬁ{efdpr Ogl&}\{-ﬁml %m&ﬁﬂ&]hyl) -urea against

Neukagrpiag can ipengetermingtl experimentally as in the following example which
'Fﬂéé{l‘atésbﬂeqmerh%nﬁ (2, 6-di chl orophenyl ) pyrido[ 2, 3-d]-
pyrimdin-7-yl']-N -(1, 1-di methyl ethyl)-urea can be
adm nistered as often as is necessary to obtain the
tExaMPE i c effect sought. 20 The efficacy of the
couqa 2-(2, 1, 3-benzot hi adi azol - 5-yl am no) - 6-
(Z2=NRRANSMENACS | ) pyrido[ 2, 3-d] pyrinidin-7-yl]-N - (1
$eld|(IB>11 hylhleé (supplied BaChgdasRilver, ILeork Feamas acs0sdae At the time

ot BEPBGERSE E Mt 3 0 Sl P8P o o

Magest frem © ta¥dveekshods
The animals are received at least one month before the experiment so as to allow

perfect acclimatization. The health of the animals is examined the day before the
implantation of the tumour and befcre the randomization so as to ensure that only
animals in good health will be used for the experimental work. They are placed in
type Il macrolon cages with filtering hoods {(maximum 8 mice per cage) in a sterile
room where the air is continuously filtered to avoid all contamination. The sterility
of the room is checked once a month. The cages are sterilized at 121°C before
use and changed twice a week. The temperature of the room is maintained at
22°C and the relative humidity at 60+/-10%. The animals are placed in a natural
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Scid CB-17 mce (supplied by Charles R ver, Lyon,
France) are used. At the tine of the random zati on,
the animal s have an average wei ght of 20-22 g and are

a%é Z008A08o# O weeks. 30 The animals are Pé?ﬁ‘ﬁ’%@ﬁ'ﬂ@bﬂﬂ

| east one nonth before the exgerinent so as to
perfect acclimatization. The health of the animals is
exam ned the day_before the inplantation of the

t Uigblusyclenernsidionr dhe W@'f?ra'ﬁcﬁé?ﬁ“%‘i ebA2%& fog 30omiwiasge dhe water
t Rahsihption i3MbIBANeS Visual ‘é@clﬁ‘@]@bteﬁhdﬂtﬂd bdiﬂ’eé»lé@dcf'faﬁge& hice a

oXREk| Bod. B Vet et aivert e DG o te (e o aiagiertiat g21°C for

PEO miage} ahd chargjeertivice a’S\EeeEloom vvher e the air is

Db PP Yoty b, AR RAPRSTEGL B, 7 RGN, bl MepglBearing

c &gypsurarare stlassified zivtd sevetal 1groubee f@mlg arlm@s areariogh dwg edmours
O ; . _ _
WHich é’e?ﬁ%‘éble@%f H%%gﬁlﬁ%ﬁe Wéagh%re e dk dt ?}Istglt:)uted at random

mai nt ai n at'i ve
6tnip the dreated aranpsand cankol graersd quf'hagrﬁ%ﬂ ifr B1adggp of 5 to 10

ngé tJOQZIQ:? &aﬁ@ﬂrﬁ@w le88R &dde lsaaﬁdéiignltﬂmlltg)écéa?d mdlcatlng the day
I 1.1 ON er |1 ze a

oh e BtanL oL e G ot g e GHOTEur. dne SRGROVI Faiadand the
eanfeddpdmbngtratibe. bottles are changed twice a week.
o108 EnR076, 05 S Bbcdas Kibug et il biine gumour
a fraeethe denghipodsey theetumoar ishaut Lprintp fradmeniss? toad imominodiameter,
CRHReY M a &%\ﬁgr 3 l?gghﬁt&bcﬁ%k Nthd f t§ bﬂét%ra‘v?\gaﬁiﬁi 5h &fiapted

into severa ani ma ear| ng t t unours
M- are pal pable or of determ ned weight are
sel ected and distributed at random into the treated

gw&ﬂ%&#ﬁﬁ' Each group is nmade up of 5

¥ of the study, each cage is

| abel | €te wotumea of #red tunmelirs @nd ity tdreveckion o efeight is estimated
t. r g $ h

| GEARARE Sl S MR, S 2 185 B0, UTREre B b are

i rﬁ;slpacttvatyi the hgthhend uheuridthi of #ief dwnewr &emj.olheowemours are

afr’?e%&ur%ﬁ%\’é' a Qifleetkh\%ltﬁ ngﬁ’i érs flﬁ ‘ﬂg@ ?&I@mﬁ%ﬂ%le@ow’sﬁdlc&{é@ the

tunpur 1S cut up Int I'n di aneter
pW&tQ@HC’“HeHJr%‘&I"?ﬁbthSW@ﬁ!'b eé'"ﬁ%ﬁtfer and i npl ant ed

bl | at emblpxéraehétersafar é&ﬁﬁ%@ﬁ ogljaﬁﬂlghgb?ﬁtéﬁtw@?faﬁ% U?é&ﬁg% DNof the
i Vi vol u unour s

@%l‘?@i Sﬂﬂf"h dvﬁ?ght is estimated according to

t heafcoration af Igg@lcgltﬁe ce_(llsrk||lﬂg)= a -|( &:)Xt:’:ﬁ}?)x Td.tZWhWQ’. dle— g) is the

a .ar. [ e le n h.o

EReay ififinofiogl iRk Y e WOfme TR (el tfledy the

wiurmoLe gexpressed . in idays)he i$ did mediag tinsehinedgysHoi redicing esdefined

tUQue X@gqlﬁbo ‘#ng)t H&nk Y8 ds?r%hpt#ﬁ Eligtde ﬂ'fedFahel%é“ﬁ{‘ans for

nmeters for estl mat anti tunour act
aregc i58 dhis |sggieovadse tnht@e control group. A value of loge of the ce Is killed

> 0.7 is indicative of antitumour activity of the molecule. A value of logy, of the
cells killed > 2.8 is indicative of a very high antitumour activity of the molecule (J
Liang et al, Invest New Drugs 2005;23(3):213-24).

- Calculation of T/C: the treated groups and the control groups are evaluated

when the tumours of the control group reach approximately 1000 mg (median
value of the group). The median weight of the tumours of each treated group is
then determined. The T/C value ((weight of the tumours of the treated groups /
weight of the tumours of the control groups) x 100) in percent is an indication of

the antitumour efficacy: a T/C value less than or equal to 42% is indicative of anti-
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cells killed (Log cell kill) and TIC. 25 - Calcul ation

of 10gl0 of the cells killed = (T - C [/ 3.32 x Td,

where (T - C is the delay in tunour growh and Td

t \Y; #6d wei ght) doubling time of th PR
(gggrfe&ss@ |6n days). T is thegnedian tine |ﬁca-ze1ys Pg’r"‘m”
reaching a defined value (e.g.1000 ng) in the treated

group and Cis the nedian time in days for reaching
t Rumodnadtiving peeeriing o érecomerien Yaana! Caneer lnstitate (I\@gi;) & T/C

OfyafuQesthhs 16% it ?ébr@één?ati@e b | l/é'g 'h?bqu %tthm%upéctlvmf o

antl t unour act|V|ty val ue of
o T NUarT G 1 Be lengsr alshiaying R & N9 dimeafe the last

hle@h‘mﬁ@tt'atbhms AGdrhdhrtdeeodurlitgl), "BHde6aHsRickel abicand, ®bn also
3-24). - Calcul afi on

st
bwt@ytetaﬁéar?mg% ggardly&gfst%%%@qqf ‘control groups are
eveEmaalahdn ofvthentokibiey dfuthie wompolind tesstead it weightgossugreatsadivan or

a t ' val 0
T%[ngxtg I'Eaﬁ r{e% th%%p%e?&péggférﬁglﬂh%ﬁt i c§§rhec{t Prigfﬁh grtne #@%Bound
i ds @%Wed%i@ﬁ'm pagssivelg tokicCreatineat. ((wei ght of the
tunours of the treated groups / weight of the t unours
of the control groups) X 100?#1 in percent is

i A§i LAMPS. the regiis obtaingd i thecomneyeg N-2- (2/1@ benzgthiadiazol-
I assaaminapaxpz BQﬁ%I@droéhbnﬂr@ﬂ?rldﬁ[z Sld]pfyﬁﬁ'nid(rﬁ?@f] NP H-diiRkthy -

Byi)102075 PCT]. Fﬁzﬁ%%? ll\rlﬂlj ur activity
RGPS I24ing 598&}9 Cancer Institute

(NCI) A TIC value less than 10%is representative of

_vq-r g gh anti-tunmour activity. - The nunber of mce

r displaying tumours a long time after the

I éﬁf’V’f)’adlﬂf ni Bier ataoeWwoumES N-[ i d-banzetbiasiazol- Waﬁ?'”@rﬁi(Q 6-
C %]&&J@ﬂy@n@&[ﬁd]p?ﬁﬂ:dﬁ-ﬁ?ﬂ Ne(f P—@!ﬁﬁétk Méﬁylﬁiurea mrce

par anet acti of the nol ecul e. Eval uat i on of
a k G.‘Iatﬂ;murs orpound tested: _a wej c 053
io I3 nis at 0g
gr edt'et rthar]ngor gZ@ﬁr?ictlt q 8% o Apoﬂnédatﬁgﬁ “déaﬁ @ an <:ell1s0
[ethality [i n conn ith the con‘p%und mbRg | days | Killed

bonsi dered as_an excessiviely tokic treatngnt. {10 As | (TFs)

CeRBAPEYBs, [tH@8rieQul ts obtjavared W-tdhi5i1he18e DBAOO U NOKs >>6
\I—T‘E’eze”ioﬂo%' 3- benjzot hi adi aZol - 20,22,24- 80% on

5537 B no)|- 6- (3, 6- di chl orjopheny| 3%&77% do[ 2| 3- d] o)

mewsw IRV ANI R le Oty Bty ) =R &7 T30
JrweeRso %t he f gldemsragnsTabl es 1 to 7. TABLElI [15
AU:tCiaﬁi%ty af the Pefonﬁealﬂwdt

SIS0 6% .| SoleTIZay Nt B2y ol 6 (2507 7
drGdeharontenyl )iy i d@ﬁn&?u c(gpyr w&{:’ﬁ‘%yﬁﬁ@\{ -r(a:éke,m&- g e
Tﬁﬂgﬁl%et hyl ) - ur éepniiqrgmmpefe beat | ng KGI a um)ur s (AI\/L)

o 1 .
Wﬁl!b'lé uﬂdérs?dgyj dristkatory By ihe 'ht%\fén‘é‘ﬂ rb'ufe ‘2 \N‘éd an mﬁ‘épentoneal
LRG0t Oherd e HEH is Bifcfol b@Hech lafl Y §nd g1 o%rstood to mean
nenkirgstrat@y By kel iht@cknbus route followed by an oral route here the transmon is effected
between day 30 and day 31. Treatment of tumaurs at the very advanced stage (1000 mg) by the IV
route from days 22 to 30 at the dose of 25 mg/kg leads to a reduction in the tumour weight by 80%.
On day 31, the compound is administered by the oral route until day 44. At the end of this second
treatment period, the tumours are no longer measurable (< 63 mg).
The celf line KG-1a (AML} is described by Koeffler et al., Blood 56: 265 (1980), and supplied by
DSMZ ACC No. 421, Deutsche Sammiung von Mikroorganismen und Zellkutturen GmbH)
Mascheroder Weg 1b, 38124 Brunswick, Germany).

TABLE 2

Activity of the compound N-[2-(2,1,3-benzothiadiazol-5-ylamino)-6-(2,6-
dichlorophenyl)pyrido[2, 3-djpyrimidin-7-yi]-N'-(1, 1-dimethylethyl)-urea in  mice
bearing KG1 tumours (AML)
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DI\/SO 5%91-98 17 IV/IIP 5-13,15/16, 18- 340 0% >>6
Tween80 10% 20, 22, 24- 80% on H20 85% 26, 29, 31 day
120) DMSO 5% 147 40 x 2 (2 oral 15-44 2400 14.9%3.0

DAL 40" 2 (2 g oral 2. EB?Z&EXMWW

not >> 6 Tween8010% oral admnistr- 1120 reI evant

LALLL D +. al

“/Po‘ﬂhdléﬁbk? ¥etp _t'ca gt ‘%Zte ‘ﬂdl'n’iﬁlslrﬁeoﬁ"”uﬁ'ca‘ ' it ULog1o
mean adm ni st kgt if ek Jet;traﬁa I Ntraveppytys:! OUtRsd 9l l2ewed cells
by an intraperitoneal route, here the tramngikhi|osays § killed
Ff f prt pd between|day 15 and day IV oral is (TFS)

iL gen £s %or‘reaHT 20 admi| i stré%r%rigb?tﬁ@ 0% é>1600%)

ute foll owedjby an routle, here th
tranmtl on_is effected hpt \een dav 30 and:day 31

e}

-8 t’ of B%impd? s tRe %r) é?@geo?"lood-s’
?ii’b/mhh |\1/22 bgmmis e day's : E%igo at the|dose |of

5490/ kg | e: ds tod«'a) reduct| on i the tumouyr weiight by
0% On da the conmpound i$ adninisteéred by the

—‘

)

or\als updgigtoed tameﬁri adphiniptrafian byAhe intlqeeneysdouwtsf t hi s second

trTB%E;g%ﬁE “ﬁggz ) i® PrReriReq by U e %k 2 PR R8P Heksiaf A8 and
e ceII line KGla (AM.) is described

by Koeffler et al., Blood 56: 265 (1980), and supplied

b&@ﬁ&& ACC No. 421, Deutsche Samm ung von

MA@[‘:@T}I gagpi SpRN %%p%@hb kUN-[QI(ﬁﬁ %th:&%&)hﬂyﬁbﬁﬁho) 6-(2,6-
38124. Brunsw ck,

| Ag?qh{ﬂr%pegyl)qw O%WBMWH’C”” 7- yl] N ~{ ) 1 dfrr/;\g‘hylethyg -urea in  mice

NbbdrtKdsusni enacdrbiiAdLazol - 5- yl am no) - 6- (2, 6-

diFeiuietioophenly | B py Dosdo[ 2, 3- dJRyutel Nidhimistration [ | FdMil - [ /Clt diLogio
met hyl et hyl ) r ngea mphkg/inipeien bearlngpcﬁ@l turm@ﬁss L) | cells

ananéo}w_v715’8 I FR2007/ 002171 ¥33E3§r gg‘gs !:;illed
%a&i?%%ut e Adm'n §3Tﬁn§ﬁén§;9 Total T?oﬁ dibie LOgD™ g 7

k@%l nj ectfi on Qpergaysitdgiose 28 a;ie|nrbtsﬂonprg kg days

H

(@]

i nq jrr c ‘?n: 50% 127 17 |\v|/ 1 dag%}p) 20 “"F?SQQ/U
ébfs” 80 100% 1880 24 25, %8| Tdoobgass 850/68EabraSo/‘I 24

LeoalddN 7440 X 2 ( &r @afalbnt 698)- P4, 2632;“%}8@“0&20P 0%H4.3

iV is understood to mean administration by the intravenous route.
The cell line Kasumi-1 {AML) is described by Asou et al., Blood 77: 2031 (1991), and supplied by
DSMZ ACC No. 220.

TABLE 4 _

Activity of the compound N-[2-(2,1,3-benzothiadiazol-5-ylamino)-6-(2,6-
dichlorophenyl)pyrido[2,3-d]pyrimidin-7-yl]-N'-(1, 1-dimethylethyl)-urea in  mice
bearing EOL-1 tumours (AML)

Formulation P Dose Route | Administration | Total | T/C Logio
mg mg/kg/injection on days: dose | at14 cells
mg/kg | days killed
PEG400 22% | 133- 15 x 2 @|WP 8-10; 12-17; 19 | 300 57% | 3.1
Solutol 5% 146 administrations per
G5 73% treatment day)

IP is understood to mean administration by the intraperitoneal route.
The cell line EOL-1 (AML) is described by Saito et al., Blood 66: 1233-1240 (1885), and supplied by
DSMZ ACC No. 386.

TABLE 5

Activity of the compound N-[2-(2,1,3-benzothiadiazol-5-ylamino)-6-(2,6-
dichlorophenyl)pyridof2,3-dJpyrimidin-7-yi]-N'-(1, 1-dimethylethyl)-urea in  mice
bearing CTV1 tumours (AML)

Formulation P Dose Route | Administration Total T/C at Logio
mg - | mg/kgfinjection on days: dose 25 cells




Sol utol 5% 132 adm ni strations 30, 32, 34, 36, HC
0.001 N per treatnent 38,40 74%day) |V is understood
to nmean adm ni stration by the intravenous route. The
avb 24 (AM) is described by Koefflg
SCI enced%gl(?é%%ws- 1154 (1978)44 and suppli ed gﬁ;@!\/&momﬂ
ACC No. 14. 5 TABLE 3 Activity of the conpound

4 ~_ 1 I P ] [ - r‘lnr‘

¥y [2=(2 1 B=benz thradr-azol=S5=y{am o) =6-( 5 T days | kiied
drREEL60 BRNE F5 00 2, 3= WRART | TH-38 5257y 1abo 1o 07
nedolusdd 84 hy| ) -urep in mce |bear|sgsKasumi|l turers

i ati

(m?ﬁ%l:or P_Dose R ute Adm ni stration Tot al
/i@r‘d ﬁc-lgg Qd to r?%n;{%@(rg E%Ha\@no @ follgyecebyag intraperitoneal
e It
8
eI?LL%eIII N%440 2 b % g et /J‘?n rzner?ﬁg?‘?r(gtgm(‘)%m! Slipplied by
(Che SI ngl e GG 73% per treatnent day) adm nistration
on day 30) Labrasol 21% 178 40 x 2 (2 oral 25-31; 33;
34. 680 17.5% 2,4 Solutol 5% adm nistrations (One
single HCl 0.001 N 74% per treatnent day)
admnistration on day 30 -j -L IV is understood to
mean adm ni stration by the intravenous route. 10 The
cell line Kasum -1 (AM.) is described by Asou at al.,
Bl ood 77: 2031 (1991), and supplied by DSMZ ACC No.
220. TABLE 4 Activity of the conpound
N-[2-(2,1, 3-benzot hi adi azol - 5-yl ami no) -6- (2, 6- 15
di chl orophenyl ) pyrido[ 2, 3-d]pyrimdin-7-yl]-N-(l, 1-di
nmet hyl ethyl)-urea in mce bearin EO.-1 tunours (AM)
Formul ati on P Dose Route Adm nistration Total T/C
Logic nmg ng/kg/injection on days: dose at 14 cells
ng/ kg days killed PEG400 22% 133- 15 x 2 (2 I P 8-10;
12-17; 19 300 5.7% 3.1 Solutol 5% 146 adm ni strations
per G 73% treatnent day) IP is understood to nean
adm nistration by the intraperitoneal route. The cell
line EQL-1 (AML) is described by Saito at al., Bl ood
66: 1233-1240 (1985), and supplied by



10

15

DSMZ ACC No. 386. 20 TABLE 5 Activity of the conmpound

N-[2-(2, 1, 3-benzot hi adi azol - 5-yl am no) - 6- (2, 6- .

di chl orophenyl ) pyrido[ 2, 3-dJpyrimdin-7-yl J-N -(1, 1-di
grea in nmce bearing CTVI tu ,ﬁﬁc}%

For rru?atl or?)ol P Dose Route Ad)l(‘? ni stratl on Tota ?’;&02171

Loglo ng ng/kg/injection on day dose 25 cells WO

2008/ 102075 PCT/ FR2007/ 002171 11 ng/ kg days kill ed

PEBRE$205 100 25 I V/IP 17-23; 25-26 / 350 1.6% 1.7

SOAMIVQ}/ 58 2&n§2 Eénﬁé’u/w' VINP-i251, 9%@#&&&?&%&1% ﬂ&g}mo) 6-(2,6-

at | he i ntravenous route

B b HRHRL R Sl s N (¢ ohp i Girisroa i mice

ef Beaghe k56L twnews depmLP6 and day 28. The cell line CTV1
(AM.) is described by Chen et al. - Gann 75: 660- 664

190/1\ nl Snnpl 1 ed b\l DQ'\H t/\ . 5]_ ;'Aﬁ T/ n T
08°7'Tﬂsé' ﬁ'j/ F 3@&@,‘,‘5&;}@3'? ° v5m“’[;2@i_°é 6 ALt i VIEy" pftogm
he conpound _ mg/kg | days | killed
r2 (2 1, 31benzot hi adi azol -5-vl am no) -6-(2, 6- (TES)

H;‘iﬁ‘?‘b‘ ri dofs2, 3- dI'Wr | né-8i/12=22- y| ] 550 ([, %% d| m4.2

t,_ﬁ”g {ureaiin mce bearipg K562 tunmours [CWM) %(:%‘Z‘y

of mu atlon P Doge Route Administration Jotal T C at| "5

T Q7""I\JA

LOgIPas uritfgrsBfH S Glebn SinfifisirbtoR bP the thirdBnoul AR fdliwddty ah intraperitoneal

1119 Pl Ao SEAGVEyfs oo ROt B0kl Brocor DSBS GHTS) and b
q fejldine ribe: ATk et B0 ce and by
°sz3‘%3' g’?c\?ﬁ(gvgb@w Gﬁdrsé'P%%dHPythMﬁé fiNadfti ni stration

by the intravenous route foll owed by an

| AEReYi t oneal
Activity of the compound N-[2-(2,1,3-benzothiadiazol-5-ylamino)-6-(2,6-
dichlorophenyl)pyrido[2, 3-dJpyrimidin-7-yl]-N'-(1,1-dimethylethyl)-urea in  mice
bearing CMLT1 tumours (CML)

Formulation P Dose Route | Administration | Total | T/C Logie
mg mg/ka/injection on days: dose at cells
mglkg | 22 killed
days | (TFS)
DMSO 5% palpable 20 WAP | 3-7/10-14;17- | 300 1% 1.5
Tween80 10% ~30 21 (50%
H20 85% on day
- 42)

IV/IP is understood to mean administration by the intravenous route followed by an intraperitoneal
route, here the transition is effected between day 7 and day 10.

The cell line CMLT1 (CML) is described by Kuriyama et al. in Blood, 74: 1989, 1381-1387, by Soda
et al. in British Joumal of Haematology, 59: 1985, 671-679 and by Drexler, in Leukemia Research,
18: 1994, 919-927 and supplied by DSMZ ACC No. 7.
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route, here the transition is effected between day 11
and day 12. The cell line K-562 (CM.) is described by
Lozzio at al., J Natl Cancer Inst 50: 535 (1973) and

by al ., Blood 45: 321 (1975), an B 02
by WGQMA@C% 10 10 TABLE ?3Act|V| ty of %CSH ﬁkéﬁ% 171

corrpound N[2-(2,1,

3- benzot hi adi azol - 5-yl am no) - 6"\5 2, 6- _
di chl or opheny! ) pyri do[ 2, 3- dFpANI®i di n-7-yI1-N - (1, 1-di
met hyl ethyt)-urea in mce bearing CMTlI tunmours (CMWM)
Formul ati on P Dose Route Adm nistration Total TIC

Logi 0 Wizawdrker thejicembbait quxdzyss-béiﬁamna@taz@% RBmino)-6-(2,6-
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SobeeroRnshp Ve s ¥ uptimidin 7lEed o OB B faee, 100 @
8 5i%doate dagalil@r a $bivate/thérebk farrtte Ipﬁpamilohcof rEhg intended for the
adﬂgﬂhgﬁ{(ﬁt’é&g?m the intravenous route followed by an

ntraperitonea route here the transition is
efé ect elgltuli%sﬁdw&rthé’ WN i%z 1Q. be]-ﬁggth%%‘g:zoll L Pﬁc}x%ﬂ(z 6-
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Resear 18: 1994, 9
D% WYGE’GC@H‘%UQE102075 PCTI FR2007/ 002171 13

vz ?t%zaf‘%e#féﬁﬁﬁga@ Gt 25iof MR HReion o g intended for
it ﬁlreamménVBmlmanlamprhSMI]Laypem din-7-yI]-N - (1, 1-di

met hyl et hyl)-urea or a 5 hydrate, a salt or a solvate
t Her eofUtiligafionassostingoierGleimb A, fof the Riepayation efraiéugfintended for

t hﬁe trbéﬁr@édﬁ%ﬂle&ﬁeﬂn%@kﬁqm- ML &peWihdrb 28 bARY Rfinteh&ed to be
N LB BB Sgmineaion b MR HBRNO8S SR no) - 6- ( 2, 6- e
,.1-0dl

E'y.‘”e LRROFIN AR o Tl B etk or i Jaspaded for

t hfeer b'eatma‘nbnf idmka@nlapa]fahe aMLofypa viheng thentiegdedntbaded to be
{00 B HEALIRON 0l dUel L | eUkaem as, 3.

I'on accor aim 2, for the preparation

0‘;? a erHﬂzéti% %g&%trfg% CI% iRe3 hERE iﬁgﬁar&ien %%&ﬁg]gﬂé?c?ed for

I on acc
t fee P@ﬂ&"gflf tekagmigs @f (e AMLeWa@dvffem thet taigtis drtemdadt to be

ofusé® by agMiinktrafbn b theMravehBEs YARL Snd Bl Uk 1S

i ntended to be
7. Utilization according to Claim 2, for the preparation of a drug intended for

the treatment of leukaemias of the CML type.

8. Utilization according to Claim 7, for the preparation of a drug intended for
the treatment of leukaemias of the CML type where the drug is intended to be
used by administration by the intravenous route.

9. Utilization according to Claim 7, for the preparation of a drug intended for
the treatment of leukaemias of the CML type where the drug is intended to be
used by administration by the oral route.

10. Utilization according to Claim 7, for the preparation of a drug intended for
the treatment of leukaemias of the CML type where the drug is intended to be
used by administration by the intravenous route and oral route.

11. Utilization according to any one of Claims 1 to 10 characterized in that the
compound N-[2-(2,1,3-benzothiadiazol-5-ylamino)-6-(2,6-dichlorophenyl)pyrido-




15 used by adm nistration by the intravenous route. 5.
Utilization according to Caim3, for the preparation
of a drug intended for the treatnent of |eukaem as of

ere the drug is intended to
adm ni st r%?l g%mby t he oral royfe. 6. Utili ZEETWT%mH
according to Claim3, for the preparation of a drug

intended for 20 the treatnent of | eukaem as of the
ANE,3tdlpwrindidier eyli-We(1dt-dignetisyléthylpocad tcan bebe useaﬂmb'ystered in
a

Hohibirbib it né’yr hdle cbﬁ‘n%&ﬂﬁﬁﬂ%’f‘ﬁe a%}hﬁ'gc%@lg:@ f%r t he

route. 7. Ut| i zat1on ac gto

prepar al.tltlli%‘tld?ufac%on‘éﬁ o'dﬁy%ﬂg%‘?‘ Cia(i’rﬁs 1tt590tch§|%tcﬁﬁ%d @fthat the
| eukaem ation accor
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252t3thp3trrnaamrvem Noft, -@mwratnﬁ) @lfeat h%aﬁil\/Lbé ypajmvhiereeed in
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Clirtombinatioo with leummorelpcin abd oytosifie arabinogide. nt ended f or
the treatnent of | eukaem as of the CM. type where the
drug is intended to be wused by adm nistration by the
oral route. 30 10. Uilization according to Claim?7,
for the preparation of a drug intended for the
treatnment of | eukaem as of the CM. type where the drug
is intended to be wused by adnmi nistration by the

i ntravenous route and oral route. 11. Uilization
according to any one of Clainms 1 to 10 characterized
in that the conpound

N-[2-(2, 1, 3-benzot hi adi azol - 5-yl am no) - 6- (2, 6-di chloro
phenyl ) pyri do WD 2008/ 102075 PCT/ FR2007/ 002171 14
[2,3-d]pyrimdin-7-yl]-N-(1, 1-di met hyl et hyl ) -urea can
be adm nistered in conbination with one or nore
conmpound(s) of the anthracycline famly. 12.
Utilization according to any one of Clains 1 to 10
characterized in that the conpound

N-[2-(2, 1, 3-benzot hi adi azol - 5-yl am no) -6- (2, 6-dichloro
phenyl ) pyri do- 5

[2,3-d]pyrimdin-7-yl]-N-(1, 1-di met hyl et hyl )-urea can
be adm nistered in conbination with daunorubicin or in
conbi nation with cytosine arabinoside, or indeed in
conbi nation wi th daunorubicin and cytosine

ar abi nosi de.



