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MYELODYSPLASTI C SYNDROVES The present invention
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6SPBE P'ﬂy)éxﬁ\n, E ?fﬁﬁhi‘ﬂm”ﬁ! IQ/ﬂi‘f«FHsa?cSﬂb%HEm%%%m OF A
es pe Gz bAmER€ ﬁﬁ’ TRERTMENS YOI MORRSD v 8. AER T @I NDROMES
resistant to conventional chenotherapy, conprising

adm nistering to said animal a therapeutically
ef fective anount of a 4-pyridyl net hyl - pht hal azi ne
derivative, especially a conmpound of forrmula | as
The l%géﬁi‘?meh%rﬂé"ate@{c%‘ Fetlod &1 tr“eﬁﬂr’% A@alAbio¥ded af‘nh'ﬁzll N&becially a
erapeutic ents, for exanple, those defined
huméy rhewng mm@du agfic YNAromesi aan%@ilhwelﬁﬁméasaﬁ swdromes which are
resis &)tn'vgrﬁnoﬂlapéh%rr%h%rap)? Q:Bmpﬂéﬁﬁb %Bm%ét@nrfgutbté%ﬂ animal a
therapeutic agents e, those defined
therapepidatly effestive I&é’opﬂb‘?feﬁ énpvmwaethal n?étﬁl%zarwemn\fﬁbve €hieecially a
comﬁdlﬁlgto? RiMnul§| JdRKAGY ﬁereﬁﬁtab‘F\e%Y &ﬁ@ﬁatlontvﬂtﬁurther therapeutic

i nation conpri sing - pyr met hyl - pht hal azi ne

agertiafonAxamt, thooh Getines Nermer Hsciseict 2 dopysiyimesy-abtalegie
derlvgﬁ\;eeélgn%‘ on BHbHAAOH %ltﬁﬁur{rﬁ?ﬂeréﬁé@tl@Qéérﬂ@qspé)la‘?@dlé ¥hose defined

accepta carrier, si nul t aneous, separate or
hereigetpnthe: prapargtien ofamaleﬂ@a@ephfaf thedeaatmentiof spielnsysrlagiis syndromes;

@;1% ihgla aﬁ@%tﬁ el AMe RaivahiveQ BRI iffapeuts
toa n Iﬁatg??:gﬁ ' mg tlﬁ ri g{Hg es zo MDS claxperl ence n%peu ¢
agerﬁyﬁpefmmi fti%lfelalahd optienally |ah agy| Qb’@dDhatfé%QeHHm'W acegriaple garrier, for

5%% WM dsBNETH B)a FRIRALRIEIR b Bnd
simult gg%e\r/ﬁ%t ce‘ﬁ%% neutropenlaa&%and/or ?) g?@%g nca
commergial BaQKaDB@mdyﬂgpélﬁlcxﬂwb"@ﬂoﬁ}ccas| on the white cell

and platelet counts maybe | ow while the hematocrit

remai ns nornmal. The counts are not |ow enough to

Mangrﬁé‘ﬁlb‘ﬁ% iBYXAR Ry stdddrest MBS ieRpdrenB R kiAPREn s fallNA F&utine blood
ynptons. These” synptons depend on which bl ood cell

test JVM l??veafsa lrJH{JQE(Y ch cé-'ﬂ%o\’)ﬁi %néﬁmat) BEmbfved altoﬁ With ‘Fé’ddc@& whlte cell

count TOS |a nosi s of initial y
(neumomrqjla@ﬂ/@r alaéﬁi@ C@éms (Hmmboqyéon%wé On pcgagionghe white céll and

plate?eq %ur{)?ﬁ%&f}@ﬂ;w @hll@lﬂ%'h%%t&ﬁ? rendif N IRERITRE dobints are not low
ong wth a low white cell and/or platel et
enougbufmpro ce ByRRtomgr PYWRT BREFAH SXResignsesdefisyte SymptpmsyiBese
fl R SRk bI0Ed, td3SvelRRItRE Va0’ vich the cell
Sym%P@gtd%iog%a%ﬁlgﬁﬁa%;&m){pgrg cel['s (dysplastic cells).
counpdpRApl e is stained to determine iron content. A
chromosomal analysis is also performed to discover any

abnormalities (such as a m ssi or extra chronpsone).
For the diagapsis poMP Sriaitialbya @;{gﬁgtem@g cell count is done. If it is confirmed that a

patient has a low hematocrit, possibly along with a low white cell and/or platelet count, a

bone marrow examination is performed. The bone marrow is examined to define the
percentage of blasts and abnormally mature cells (dysplastic cells). A sample is stained to
determine iron content. A chromosomal analysis is also performed to discover any
abnormalities (such as a missing or extra chromosome). Periodic bone marrow exams help

determine whether MDS has transformed to AML.

For patients having a high risk of progression to AML intravenous chemotherapy is some-

times applied. Relatively strong doses of chemotherapy are given to "induce" control of the



determ ne whether MDS has transforned to AM.. For
patients having a high risk of progression to AML

WO piogayssepus chenot herapy is sone- tinmes appl i BOI/EP2003/010578
Rel atively strong doses of chenotherapy are given to
"induce" control of the WD 2604/ 028542
PCT/ EP2003/ 010578 -2 di sease. Unfortunately, the
chance of controlling MDS with induction chenotherapy
with established chenpot herapeutic agents is only

disea® linf@iately ere d:h’an%el OCG@rﬂfduing(MSSSwthﬁﬂ&ctl&l é}%i‘ﬁcﬁherapy with
s wWith Furt her nore

estaffdheh chEhHLAS, SN
ISR CaFMRE 8@8@%%?%? sa'ﬁd’” Yi Qub%/at BvaiviBEpetesht prpes the
diseade bfte rétwwwm@wméamh@@wmmeembr&bﬁr%t RERESRPTity ahnd

t he el o her ape for the treatnment o
inadgiiate ﬁ*ﬂ%‘?’é 8&5[5 of ﬁ@rdﬁsqaéeaagpbe yhaxgilipided prograss dr the
devetdpmnatt betheppeltics fag Mttreat@enttds ‘Mﬂist emﬁfﬁff&*e ﬂferdh@% strong need for

ents having a hi

enot her,apeuti c
rortnBE Pt esdRt s 9o 'EBedieareertof BSh PR Al npapotpeuti
agergihaving h @ighies a6 of cdn@blﬁhEMD§Hﬁd76ﬂd§rbl?99!;Mg thd p&¥sdl JritViRd disease
t hat 4-pyridyl nmet hyl - pht hal azi ne rivatives are

remr[@ef ul for the treatment of MDS.

4- Pyr| dyI met hyI pht hal azi ne derivatives which a

present invention, their preparation
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treativeat fdDS) bed in W00/ 59509, EP02/ 04892, W01/ 10859

and, especially, in US. Patent No. 6,258,812, which

are here incorporated by reference.
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wherein the radicals?? nd symbols have the meanings as defined below, the N-oxides of

a
these 4-pyridylmethyl-phthalazine derivatives, as well as the salts thereof, aré tyrosine
kinase inhibitors, which were designed to inhibit the vascular endothelial growth factor
(VEGF) signal transduction by binding directly to the ATP-binding sites of VEGF receptors.
Such 4-pyridylmethyl-phthalazine derivatives reduce the microvasculature and inhibit growth
of primary tumors and metastases in animal models and are useful for treating diseases
associated with deregulated angiogenesis, especially neoplastic diseases (solid tumors),
such as breast cancer, cancer of the colon, lung cancer, especially small cell lung cancer,

and cancer of the prostate.
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the binding being ach eved via the two terminal carbon atoms, or

(iii) together form a bridge in subformula I**
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wherein one or two o ??the ring members T1, T2, T3 and T4 are nitrogen, a,d t,e others are

in each case CH, and the binding is achieved via T, and T,;

A, B, D, and E are, independently of one another, N or CH, with the stipulatioh that not more
than 2 of these radicals are N;

G is lower alkylene, lower alkylene substituted by acyloxy or hydroxy, -CH,-O-, -CH-S-,
-CH,-NH-, oxa (-O-), thia (-S-), or imino (-NH-);

Q is lower alkyl;

R is H or lower alkyl;

X is imino, oxa, or thia;

Y is unsubstituted or substituted aryl, pyridyl, or unsubstituted or substituted cycloalkyl; and



-CH2-NH, oxa (-0-), thia (-S), or imno (-NH); Qis

lower alkyl; Ris Hor lower alkyl; X is imno, oxa,
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Compagidediratiiré also preferred for the treatment of MDS according to the present
invention are those generically or specifically disclosed, mentioned or generically and
specifically claimed in EP 1 259 487, WO 01/55114, EP 1 129 075, WO 00/27820, EP 1 107
964, WO 00/09495, EP 1 165 085, WO 00/59509, WO 02/090343, WO 01/85715, WO
01/85691, WO 02/092603, WO 03/040101 and WO 03/040102, the entire contents of

whichhereby are incorporated by reference.

It will be understood that in the discussion of methods, references to the active ingredients
are meant to also include the pharmaceutically acceptable salts. If these active ingredients
have, for example, at least one basic center, they can form acid addition salts. Corres-
ponding acid addition salts can also be formed having, if desired, an additionally present
basic center. The active ingredients having én acid group (for example COOH) can also form
salts with bases. The active ingredient or a pharmaceutically acceptable salt thereof may

also be used in form of a hydrate or include other solvents used for crystallization.



are neant to also include the pharmaceutically
acceptable salts. If these active ingredients have,
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acid addition salts. Corres-_ponding acid addition
salts can al so be formed havPng, if desired, an
additionally present basic center. The active
i ngredi ents having an acid group (for exanple COCH)
can also form salts with bases. The active ingredient
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Hence, the present invention pertains also to a combination comprising a 4-pyridylmethyl-
phthalazine derivative, preferably a compound of formula | as defined above, and at least
one compound selected from the group consisting of vitamin A, vitamin B6, vitamin D3,
arsenic trioxide, erythropoietin, a medicament lowering the iron load, e.g., DESFERALTM,
G-CSF and GM-CSF, in which the active ingredients are present in each case in free form or
in the form of a pharmaceutically acceptable salt and optionally at least one pharmaceutically

acceptable carrier, for simultaneous, separate or sequential use, especially for use in a
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different needs can be due to age sex, body weight, etc. of the patients. Preferably, there is
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at least one beneficial effect, e.g., a mutual enhancing of the effect of the first and second
active ingredient, in particular a synergism, é.g. a more than additive effect, additional
advantageous effects, less side effects, a combined therapeutical effect in a non-effective
dosage of one or both of the first and second active ingredient, and especially a strong

synergism the first and second active ingredient.
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the single patient which different needs can be due
to age, sex, body weight, eté- of the patients.
Preferably, there is at |east one beneficial effect,
e.g., a mutual enhancing of the effect of the first
and second active ingredient, in particular a
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phthalaEibe e NEtiod of 6f 4 COMBIMATIGN OFTENE INVEENTION. ﬁﬁ@tdh‘éﬁnacologlcal
rmb 8oded an

actlv%g]gf %2 ngalvg%?rgﬁ ?'VII'@H lﬁzneeh erﬁ/@p\(q W&TEOMNA?IQ% QF THE INVENTION

may o etapsblé, eSRInfSHstraray arlitdtRs tlinatisiligy. tSiJltBbl@\bﬁnlcélrSﬂJdles are,
her ei nbefﬂ ter. nentioned benefi ci al

re and hereina
for exqamRig s Pesialghaopta °$'ﬁf$?tWF%@tWP“tS Biitp RevanGedMDS. Such
studig€ provatin pmamarqhe @yr%BH%EbQUdQﬁhThECUMﬁNﬂr@NSBFETHE

INVEZ\F@@FP@W ﬁgqeﬁwal 5ﬁ qg%p%y%cqu?q determjpegydiregtly through the results of

suchGdE S\ By ANaklesTinthd M b@h whRM ard Kiovaxa$Uch.to Beerson skilled
denonstrated jn a suita i ni cal st.ud Sui tapl e
in the. art qulxa@plﬁdme%c%ptanathncﬁm% mnghgq:rgﬁé fan be administered

with &€xed dv3d @Rt Broddsk i la%éccbrﬂi doabirR0 b5 paMrteh issbeanRednie Maximum

Toler3lipasaa® INT5) T rep-Ber el RIAeRt ciscr e coNRENTIRke bifgstudy can

be cdrainekd & &Berﬂf)fp&ﬁki‘zh@ﬁeri\éﬂ& ¢ atie CEOMBINATION®H THE IRVENTION
thrgi@h the results of such studies or by changes in
menYqed BEIEN, desi gn which are known as such to a person
skilled in the art. For exanple, |n a conbi nation
|na i on gartner can adm ni st.ered

Itis %et"%’Y%??Y? 9 'Sd'a‘éeé‘ '%\'?13? 'ﬁé’d68§é‘aﬁ?a°§“§ SAFPLYNIN FRIPRISHNg 2
quanfi§{ Whieh id jBin@p Gradetticalftdffectivaaaghinst MDS comirigrngttﬁéi COMBI-

TR R oh e B Rae el s con

admlﬁl@l?edétﬁﬁogdthbﬂ 0Bk Gfter the qitidd\of séRategnNebhé ﬁorﬂf)mbb @nlt dosage form or
NAT O:TEII\HENII nment i oned he{) 1? i S
in tw%ﬁ%paé% éﬂ%@ag{ﬁ f'"R¥-s ﬁglsg%e H“MWE% |xed combmatnon

pharnaceutical conposition conprising a quantity,
The ngﬁ‘ﬂ? | % @OI ot loé&;gqe{o?ggggrét%al ln'y msetfraftl%%tof Yhee c%gnablrg]gnton partners
and for the administration in a fixed combination, i.e. a single galenical composition
comprising at least two combination partners, according to the invention can be prepared in
a manner known per se and are those suitable for enteral, such as oral or rectal, and
parenteral administration to mammals (warm-blooded animals), including man, comprising a
therapeutically effective amount of at least one pharmacologically active combination partner
alone or in combination with one or more pharmaceutically acceptable carries, especially

suitable for enteral or parenteral application.



NATI ON OF THE I NVENTION. In this conposition, the

conbi nation partners can be adm nistered together,
won®4atdser t he ot her or separately in one conbP@EEP2003/010578

dosage formor in two separate unit dosage forns. The

unit dosage formnmay al so be8a fixed combi nation. The

phar maceuti cal conpositions for separate

adm ni stration of the conbination partners and for

the admi nistration in a fixed conbination, i.e. a

Novél Ipnahﬁa@@h@ar bQIﬂboéiﬁHchQﬁw'télh CfBr eﬁﬁfﬂ% in@hEbtk 1bS2%S alld 100 %,
nati on Eﬂ , accordi ng o the invention can

pfef%@bwreah?wt % 1 GRoNAEY “hetbihv gstiye ingreshaits Rharrmaesstical

preparitibAdIoR tHeOEonfiihRion theraph for 3fitePdl 3k P&’Fenfe%ﬁa@‘mmé%n n are, for
parenteral adm nistration to manma war m bl ood eé)

exa%? P In Ui dosrgefgrmBFUCk afsHgalioegtes tal?'ﬂ@r tablats. icapsules or

suppabitsifelsi Mifd QWHMOr@fanfbbuie@a?hoﬁﬁkﬁc:ﬂ@@&ﬁ%ﬁ%é’ghé@ ar¥ prepared in a
active conbination partner - alone or In combination

manggrknoyReep e ot exapAe RuEwans ebtqnyentiopabinixinge gtaiatieg, sugar-

tiRg PASSANihY or IFSBHIRRIGS rbssB UNiftbe Abpidefafdt thhfthe unit content of
o eat | Do e o Sisa 0 i be AbpisgaRat Btthe ugit content of a
combigatign Rﬁﬁ@ﬁhﬁ%@!ﬂ%@l andpdiyigyalidos ot errhadasage frmenasdgiotin itself
consf:fu%@@ﬁé@tlvé Qméhhpsnﬁ&otHE neB&ssHry eff%rcﬁ\fee&rﬁgurﬁ chh @R BRMH by

20 % to about % of the acti've ingredients.

admipisiatietela P'é'[aﬁ"ty Q¥ depageainiiSns for the combi nation

therapy for enteral or parenteral adm nistration are,

for exanple, those in unit dosage forns, such as

In pagticydar. %meup%pély@{fgctlvpm%of Q;aé:ﬁgqj thescappbination partners of the

COMBIRRPRON OF AiSE INNIENTION H\%&'Egra%nﬁ}mgﬁédes‘ﬁnulldfneeeély or sequentnally
I ndi cated ot herw se, thesé are prepared in a

and RGP GREr arghthercgmpeReitp Mayhp adsinisterid sepatately |°6 ﬁ%\? fixed

comtBThé‘tid?xg Fogé@'ﬁ#ﬂl@tthé‘&etr%%lgﬂ'irea&%ﬁ bﬂIQDdecéérQiHQ tBQh@bresent
ophi | i zi ng processes. wi |l be appreciated th

mvemwe oA <forwws>é\>.ﬁd@fm%tratle@ ﬁb@ ﬁamblaatlcrswqrw@f (Rdmirae ﬁéaharma-

ceutlbﬁllyaébcé&‘abl\é's‘éw %rrrfj&}ﬁle(l|P£drﬁﬁ§ﬁﬂat@ﬁ§ﬁg%oﬁ@m§‘n$ﬁ BARH(b) iR free or
constitute an effective anount since the .

pharﬁ@@@s@a\hya@napt@éteu spé faiifb FHPUIBARCURY PrespaHeRtially in any order, in jointly

therﬁ‘)@ﬂlﬁﬁll?"eﬁ@étlv@r&nﬂfun% B*e‘f@rﬁbl}tﬁﬂsﬁ%rdﬂ&%ﬁﬁﬁef%’tﬁ@ambﬁnts e.0. in daily
particular, a therapeutica %?dmfectlve anount of eac

dosagps pﬁrée%p@nﬁlnaéq V@rﬁ"b‘&t"f%‘éﬁ‘%” gin. g /indiidpptperatrination

partrleWWé@d)MBN\lﬁh%RW w&h&veﬂ:mmbﬁ 80 QakilistefRd separately at
sequentially and in any order, and the conmponents ma

differgat Waps AUkdthe qowep &f HeERy asconaureently inclivideshey single sﬂn\%mat'on
formE qfur@%?rﬁ&leethett% A& hRgery élécﬁéﬂc@ﬁibtaségs thPFsA6£8p-dg of a

he present |nvention may cONpri serg )
Com%l@ﬁ‘ﬁ% rartnge thghcqsved it ¥y intae |°6Wb\5‘éi4@rh%fl‘ NeARsisHel- igg instant

inverfidAidMerdsidttb 68 luhdeRffoBRisaM gAY hil &‘th%%%s(df isimultaneous or
adm nstration of a canbination partner free or
alternating treatment and the term "administering” |s to be mterpreted accordingly.

The effective dosage of a 4-pyridylmethyl-phthalazine derivative and of the combination
partners employed in the COMBINATION OF THE INVENTION may vary depending on the
particular compound or pharmaceutical composition employed, the mode of administration,
the type of the MDS being treated, the severity of the MDS being treated and the co-
medication. Thus, the dosage regimen the COMBINATION OF THE INVENTION is selected
in accordance with a variety of factors including the route of administration and the renal and

hepatic function of the patient. A physician, clinician or veterinarian of ordinary skill can



phar maceutically acceptable salt form sinultaneously
or sequentially in any order, in jointly
wo benapssut i cal |y effective anounts, preferabl ype€TEP2003/010578

synergistically effective anpunts, e.g. in daily
dosages corresponding to t hed anount's descri bed herein.
The i ndividual conbination partners of the
COMVBI NATI ON OF THE | NVENTI ON can be admi ni stered
separately at different times during the course of

readityhdstermineoandpriescribeehé kffedtive dmaudeof 04-pgridyirhethyl-phthalazine

- conbi nation formns.. Furthernore

dern RN T 3P Bl LB oRMEATIN o e awyipion

requicfd ta prexembicoahteoor aregst thex profr@ts obiheebhdition. \Optindl @rdcliton in

.conbi nati.on parpner .as. such. . The .ingstant invepii IS .
achiegreen gyt iR BL G s P ngiseats wip iR Ao et Yl Heay without
toxicityeguiess ofegirhenbisededithe kinetied dfethe attivegngrediahiseaailatsinty to
t ghg term"adm nistering" is to be interpreted

ArYehESr di ngly. The effective dosage of a
4-pyri dyl net hyl - pht hal azi ne derivative and of the

v S S P OB P SR A o
espeCiallfPRTKIB7) is mBfrdataCiathé elged aposi 200at 2000 Intyre ghrefeladly about

500 1 50p e toa PLabieBineOue 15HE MBSy Hrals Minbana Bl desage o

a corfsoumelcf Eainiutl, isTdpplied totBe Ghasddtodded iantmal bl @dministration of two
COVBI_gATIG\lQ:THEINVE I(]\Iissele??ed in d al
separle- gy a??é’é"’wntgﬁh%s%?PéBE{?GEﬁ“‘?S‘BPB‘F& NecGarioNgd cplprmulal, e.g.
a totd! du$aye0df 1300iniY/S4y &ini banadmidisidied begiginganelwameprioded animal units
bunct .on, of the patient. A physician, clinician or

of 759 MEMIGEIAN N of ordinary skill can WD 2004/ 028542
PCT/ EP2003/ 010578 -9 readily determ ne and prescribe

t ffecti t of 4- j | p j
whelyllg Gticatonpadiesmrdonsdit RO MEIEHRA PETHE hianon are
appliécCONBh&NATMQAN robrkétdd dﬁW@E’Uﬂ@s, thei;q U?f]@ atnmdrpdt)c_m/@frﬁdministration
counter,. or arrest rogress of . condi tjon. .
can g% P Ingicaaidenan i MedRRITBGI N RUTEBRE THAGKAG npeh of the
respedliVé Marketg edigembrienid result ihhike bamdieial bitdct Yesdrided herein, if not

efficac ithout toxicity requires a reginmen based on
mentpﬂgdﬁprﬁ%t%gwﬁe.t he active ingredients' availability

to target sites. If the warm bl ooded aninal is an
human, . t he S

adul% . . do ag of a co qunc\wg formula I, .
MoreQat e PSP nKaloN Rraes aBeLF 4T RagTAge coRBERDR asistive
ingredietsttive QEGMBIBJFWICGN E?F?THE%%E&NEW&LHOQQ@& with i&nglﬂ.ﬁ;ﬁoﬁtﬂ)r simul-
t era . _Pr a : e

taneqlRy saPacaie by Seisiealia usp hereRgnBEEE Rt IR a1 o

applied to the warm bl ooded ani mal by admi nistration
Tho e Runt R BeVEbS BB oA PR leginegogratie anc
the use of a COMBINATION OF THE INVENTION for the preparation of a medicament for
the treatment of MDS.

Example
Twelve patients having untreated advanced MDS received orally 500 or 750 mg PTK787

twice daily. Two patients with MDS showed stable disease with excellent performance status

for a substantial period of time, namely one patient with baseline 18% bone marrow blasts



a total dosage of 1500 ng/day can be adm nistered by
gi ving the warm bl ooded animal units of 750 ng tw ce
walaiokg2ssvhen t he combi nati on partners enpl oyedprdTEP1063/010578
COVBI NATI ON OF THE I NVENTION are applied in the form
as marketed as single drugs[“%heir dosage and node of
admnistration can take place in accordance with the
i nformati on provi ded on the package insert of the
respective marketed drug in order to result in the
has rﬁﬁf&ﬁfeiderﬂEr sé%eets ﬂgﬁmsiaheda d@aﬁbﬁd’ Patignt wil basdiiBBti 98 Blasts has
nerein. otherw se. reover, the present invention
'emﬁﬂ%ﬂébﬁgfﬁ"£@ﬁﬁ§Fcial package conprising as active
i ngredi ents the COVBI NATI ON OF THE | NVENTI ON, toget her

ith instructions f | ul - taneous, separate or

The B4l GRTONSIEUS it B §1ipie dSPash RRATeSoP™ DR, Sagigome

patieRfsagiiiiDsnvent i on al so provides the use of a
4- pyridyl met hyl - pht hal azi ne derivative and the use of
a COMBI NATI ON CF THE | NVENTION for the preparation of
a nedicanent for the treatnent of MDS. Exanple
Twel ve patients having untreated advanced MDS recei ved
orally 500 or 750 ng PTK787 twice daily. Two patients
with MDS showed stabl e disease with excellent
performance status for a substantial period of tineg,
nanely one patient with baseline 18% bone narrow
bl asts WD 2004/ 028542 PCT/ EP2003/ 010578 -10 has
remai ned under 30% for 8 nonths and a second pati ent
Wi th baseline 11.5% bl asts has remained < 16%for 4
nont hs. The Exanpl e denonstrates that PTK787 sl ows
di sease progression in at |least sone patients with
MDS. WD 2004/ 028542 PCT/ EP2003/ 010578 -11- What is
clained 1. A nethod of treating nyel odyspl astic
syndrones conprising adnministering a therapeutically
ef fective amount of a 4-pyridyl met hyl - pht hal azi ne
derivative to a warm bl ooded aninmal in need thereof.



2. Method according to claim21 conprising
adm nistering a therapeutically effective anount of a
wd2@pnesdyt net hyl - pht hal azi ne derivative of forpai/aP100310578
(CHRRn' Y 1 A-B N\ R (l) N Q1G R2 D EQr wherein
ris@o2, nis(o2, msQo4, 'R and R2 (i) are | ower
al kyl or (ii) together forma bridge in subfornula 1*
~( Z2)mthe binding being achieved via the two tern na
carbon atons, or (iii) together forma bridge in
h a l** T T2 (1**) T4=T3 wherein one or two of
the ring nenbers T1, T2, T3 and T4 are nitrogen, and
the others are in each case CH, and the binding is

1. ABR&thEY Sﬁtréfdtﬁhg-Fnye@Jﬂ%ﬂ_lﬂsnc%yngboers &%&n%%@wmnﬂenng a

i ndependent | of one anot her,

"ﬁ’ﬂ?ﬁﬂ“&i‘“)’(ﬁﬁf@%‘éﬁ apgntgba zlmwﬂwmﬁwtpmmang 0edy0ive &Y 8 warm-

blobded BRI I tddh&kof hese radicals are N, Gis | ower
al kyl ene, | ower al kyl ene substituted by acyl oxy or

hydroxy, -CH2-O-, -OH-S-, -OH2-NH, oxa (-0-), thia
2. Methad)acc&iding"to fuirh 1NEmprisRg a@indiM¥efinh lfﬁ’ejrétpeutically effective amount

of a 4-pyridylmethyl-phthalazine derivative of formula |

Ne( (CHR) Y
N, R
= N /
/A B (1)
\ Héte i
D—E Q)

wherein
ris0to 2,
nis0to 2,
mis 0to 4,
Ry and R; (i) are lower alkyl or

(ii) together form a bridge in subformula I*

o, )

the binding being achieved via the two terminal carbon atoms, or

(iii) together form a bridge in subformula I**
T2 (I**)

wherein one or two of the ring members T,, T,, T; and T, are nitrogen, and the others are
in each case CH, and the binding is achieved via T, and Ty;
A, B, D, and E are, independently of one another, N or CH, with the stipulation that not



Ris Hor lower alkyl; Xis imno, oxa, or thia; Y is
unsubstituted or substituted aryl, pyridyl, or
woneubsisyt ut ed or substituted cycloal kyl;  andpries2003/010578

am no, nono- or disubstituted am no, halogen al kyl ,
substituted al kyl, hydroxy,1zether|f|ed or esterified
hydr oxy, nitro, cyano, carboxy, esterified carboxy,

al kanoyl, carbanoyl, N-nmono- or N, N-disubstituted

car banoyl, am di no, guani di no, nercapto, sulfo,

mERaRNH bk mes@h&n&éls br@\wr al kyl t hi o, al kyl phenyl t hi o,
phenyl sul f onyl -l ower al kyl sul fin

Géﬁ'F%X)’Pbﬁ'éﬂ?'l‘%u‘l"‘l’?’rﬂ“?y’e“§@HQ%‘I‘%‘tG%Ht’éCEEO’E)’e‘?’ﬁH};{%é ChhPoiCH=S-,
cd{fﬁmrgm(bt)om,é)pg) aneideeeNkf); nore than 1 radical Z
S present and wherein the bonds characterized, if
Qs lewenalt y'by a wavy line are either single or doubl e
R RONEB loweF afki; - oxi de of the defined conpound, wherein
1 or nore N atons carry an oxygen atom or the salt
X isfiminge RX@td¥ind havi ng at | east one salt-forning

Y B MHdbpstit@ed onaiBiR@PA9d pRitiyiTRk uhsubeRebdt diesuBstituted cycloalkyl;
Met hod of claim 2 wherein the

andl pyr i dyl net hyl - pht hal azi ne derivative of formula | is
Z BHAiRJ - méno-MrldkesstAi@ed /ity hhBgamdalign @ubstitdea alkgyi, ﬂaYdIr@xy,

3 wherein the disease is resistant to _conventio

etbwéwetqﬁ@st@ﬂved Bydrest AGA. SR8 LAYt BStaRfPIdFREPBY.: %]r%n%

calbdroyt NARIRL Br Nh@d‘é@fa‘%ﬁé@@&ﬁﬁn@ﬁ' é?ﬂidlriosg@amdlh@&ﬁ‘ercﬁpto sulfo,
Met hod accor di

pftenwtm@tpénenwal?w aﬂ'a@taeea'bylp%?nvwawmwsw% PP&PVZ 'qw

al@@&]lﬂr@ﬂoﬂ é?k}lﬂ%n‘?@ﬁlﬂhﬁ' APEfRteRs ZBindMe 3eetr Stifeddrit ®dm one
arate units conprising the same or

aflﬂ’lﬂ?q’éfr'@‘?f?t ablifRdcaf i§ PESed¥npound of fornula |. WO

and Wi QRS BARdhbr 288/ iP388di, by d davy lifs &remdhéradingd or double
conprising a 4-pyridyl methyl - pht hal azi ne derivative

bogda: at | east one conpound sel ected fromthe group

or anQQRRide of B @fin¥d Eembound, wribfed N Br BBre Niatctié BarbBan oxygen atom,
arsenic trioxide, erythropoietin, a medi canent

or the 5071 W CREIPPHEFNARER IRSCaRe SAIAEING 9roup,

to a warm-blooded animal in need thereof. -

3. Method of claim 2 wherein the 4-pyridylmethyl-phthalazine derivative of formula | is
PTK787.

4. Method according to any one of claims 1 to 3 wherein the disease is resistant to

conventional chemotherapy.

5. Method according to any one of claims 1 to 4 wherein the warm-blooded animal is a

human.

6. Method according to any one of claims 1 to 5 wherein the total daily dosage of a
compound of formula | is applied to the warm-blooded animal by administration of two

separate units comprising the same or different amounts of the compound of formula |.



CSF, in which the active ingredients are present in

each case in free formor in the form of a
w@banmesseut i cal | y acceptabl e salt and opti onal PgT/aP2003/010578

| east one pharmaceutically acceptable carrier, for

si mul t aneous, separate or sdduential use. 8.

Conbi nation according to claim7 wherein. the

4- pyridyl met hyl - pht hal azi ne derivative is PTK787. 9.

Combi nation according to claim?7 or 8 for

7. A Sbibi h&t%%%nsﬁ@@al Bl fayRhetBRPRadHe d3Rative drieat Ieast one
treat nent of el odyspl'astic syndrones. 10. A nethod

C%mpqqneé?'ieﬁ'@dﬁm @&ﬁfﬁ%ﬁqrﬁ@t'g@ AV Acyiamin §6ngltamm D3,
ar@@m ﬂloﬁﬂd@rér?ﬂlmr@pd“léﬁfﬁbblﬁ?édlc%%en@%w@ﬂﬁg n%drdnno&a % s &Hd GM-

in an anount ch is jointly therapeutically
C%'Ff'@mcvéh%aar\/ﬁg'@greﬁwsw@afﬂsa@,&m gady prfedidreefermyor in the form

of"é%ﬂﬁrrhbé&ﬁ@&ily%b@ﬁbblb%aﬁ 8R4 opHafPht ledst-oné pharm@ceuncally

phar maceuti cal conposition conprising a quantit
aGrRPiEReicaTehi TRt ?'V‘U!tﬁ'é?%ﬁeiﬁﬂaéaéﬁ pyseqrNEi}tUsge agai nst
myel odyspl asti c syndrones, of a conbi nation accordi ng

to claim?7 or and _at | east one pharmaceutically
8. CO&&%&SPQ@P@@@BM gfaim Tovhereig SifrtPiiaimeldiphigalazine derivative is

poorgy i sing a 4-pyridyl net hyl - pht hal azi ne derivati.ve
and at | east one conpound sel ected fromthe group
consisting of vitamin A vitamn B6, vitamn D3,

9. Cﬁﬁﬁé’iioﬁ aEEér@?ﬁbQSclaﬁﬁYtd?%qgloélﬁhlté'heo@sr% %Q@Sl"‘ée uentlal use in the
| owering the rron | oad t oget her

tr%tmﬁntuQﬁmyiel%iwrd?ﬁwfswd@m%l taneous separ ate or
sequential use thereof in the treatnent of

nyel ody stpl astic syndrones.
10. A method of treating myelodysplastlc syndromes comprising administering a combination

as defined in claim 7 or 8 in an amount which is jointly therapeutically effective against

myelodysplastic syndromes to a warm-blooded animal in need thereof.

11. A pharmaceutical composition comprising a quantity, which is jointly therapeutically
effective against myelodysplastic syndromes, of a combination according to claim 7 or 8
and at least one pharmaceutically acceptéble carrier.

12. A commercial package comprising a 4-pyridylmethyl-phthalazine derivative and at least
one compound selected from the group consisting of vitamin A, vitamin B6, vitamin D3,
arsenic trioxide, erythropoietin, a medicament lowering the iron load, G-CSF and GM-
CSF, together with instructions for simultaneous, separate or sequential use thereof in the
treatment of myelodysplastic syndromes.



