PHARMACEUTI CAL COWVPCSI TI ON COVPRI SI NG AN
| NDOLYLMALEI M DE DERI VATI VE The present invention
woeb@iensso solid pharmaceuti cal conpositions BaTERRI06/001767
for oral adm nistration conprising a water sensitive
drug, preferably an indol yltal ei m de derivati ve,
process for their production and use of the
— pharmaceutical conpositions. Pharnaceutica
PHARM%Q?H%%E%H:F%NRQSF?EONDFémpﬁiéﬁWQ1ﬁ§t¥¥99P%#MALﬁIMEDEOPERiVﬁE¢Vﬂ
are in general known as well as nethods of producing
the sane. For exanple, a tablet formmy be produced
by dry conpression, e.g. direct conpression or roller
conpaction. However, there is a need for a water

The pré%% InvbNtondeites Brs%ﬁ@ bR&HAcBMidaNEthpdsitRhS 'smtélﬂe for oral

derivative, containing solid pharmaceutica
adminisEaien SOMPERNAR Water seraiip dety. PtsafferaP%anaaﬁ*ﬁMmé{%"aF? Grivative,

procesQ?(?rftﬁélﬁpljoﬁubtfbnté?‘% dsRranied prarinabbfical Ddnsfdsitbhgre is a
need for said conpositions having a high drug | oad,

Pharm8editica cOhipdsitiOfsicd bR bBmiridiitior ia sdiraerd laﬂgiln)genbh# known as
present invention provides a solid har naceut i cal

well ascaﬁtae@ﬁ ofi RIAJUGIRG B S8Men % LXAMBIRN? HER! 9T BiRY be produced by dry

compré“é?,mhr b Biged cﬂﬁfpﬁissﬁ)ﬂrtﬁlréllev @orﬁbétﬂlonp lH%fA@K/érb kHer@® a need for a
i ndol yl ' mal ei m de ivative, suitable chlevedglgh

water %ﬁ“ﬁ'&V? 6%@5preﬁrah'a@ndwsé'uﬁ&smg? Ha'i"gﬁt%%eqﬁm A sHids o' d

pharm%é@flé?‘égﬂfpgﬁﬁbn Wﬁl&ﬁ%a&dtﬁﬂéﬂ o0 Bl S&linﬁiﬁt@tlmtrﬁéferably in the form
sensjtive dru ra an_.i ndo mal ei

of a tabjet. jAlsgitere '%gl"?g‘ﬂ)?‘% sg|Gco \éTpQP't' Ehaing 2 tqh[ﬂguglﬁqg e.g. a drug

load greaf@pasintdon according to the present invention may, in
addi tion, show a high level of uniformty in the

Accordﬂ*igw lthé);bt’és@rﬁ infentibe pebvides asoll pharasacbirigial sdsrabcbdlﬁdnysuitable for

osition according.to the present
oral oS ERIGR FOTBY B GRS B i PR EEN 0N e ee”
derivatbe0bliab tbiadhie0® Aghrdragloads.apsul ati on techni ques. By
wat er sensitive drug is neant an active agent which is

It has ltﬂv@klhrwifgglw bgm foundadt siid ahakninemeaﬁdﬁnmhpmﬁidm ca)rﬂmrg;mg a water
sensitE . oralP o 70 B o4 e, Syide Ry Bral hjstaton.

The confogitibr aotording aortrepbresent irventiommaindn pdd!ﬂ@ncseowfa high level of

.. et hanol .and/ or Nor e artlcul resen -
it I AP S g B PR HeBlily RRASB3RBh accorng
to the presgd dnvichtion sialy tbelrhanufactured on hlgh speed automated equipment,

avoiding time-consuming encapsulation techniques.

By water sensitive drug is meant an active agent which is highly soluble in water and in
ethanol with a high powder-liquid ratio, e.g. a ratio of 10mg/ml, and which may convert either
to a free base hydrate, a solvate or an amorphous form in the presence of ethanol and/or

water.

More particularly the present invention relates to a solid pharmaceutical composition suitable

for oral administration containing an indolylmaleimide derivative of formula X



for oral adm nistration containing an indolyl mal ei m de
derivative of fornmula Xwherein Rx is an aromatic or
woebt@rozassl i ¢ resi due, e.g. as defined bel ow, R0UER06/001767
is Hor a substituent, e.g. as indicated bel ow, the
i ndol yl residue being opti-dhally further substituted,
e.g. by one or 2 substituents. Representative
i ndol yl mal ei mi de derivatives are e.g. conpounds of
formula | wherein Ra is H, Cl-4alkyl; or Cl-4alkyl
substituted by OH NH2, NHC*al kyl or N(di-Cl-4al kyl) 2;
Rois H or Cl-4alkyly Ris a radical of fornmula (a),
(b), (c), (d), (@ 6d) (e) (f)wherein each of
Rl, R4, R7,RB , Rn 9§ K14 is OH SH het er ocyclic
resi due; NR16Ri 7 : fy R16 d R17,
i ndependently, isRH orC 4§ or R16 and R17 form
together with the Mi t rogén , o which they are
bound a heterocyclic reS|ﬂhe; or a radical of formula
a -X-R-Y (a) wherein X id a direct bond, O S or NR18
wherein R18 is H or Cl-4aR«yl, RO is Cl-4al kyl ene or
Cl- 4al kyl ene wherein one CH2 is replaced by CRxRy

wherelﬁ\'h@iseérﬂa@ﬁ%tl@ﬁ)r Retepsty clidyrebidud] cag.chstdefined belbwi and Ry is Hora

substltg%e? Herfls |n%ﬁa%d%qg)wR¥%%@dgF rgl%%ﬁamg 8p%lly g.ﬂ.ﬁeﬁ g}:bstltuted

e.g. by@kbﬁ@@b@fm&ﬁtd is selected fromOH, a heterocyclic
resi due and - NR1I9R2O wherein each of R19 and R20
Repredentieine nipfirhaleintiddtefdiitey aleaad lkopmpolBds Gifgohdal kyl - C
1- 4al kyl, aryl -Cl-4al kyl or Cl-4al kyl optionally
substituted on the term nal carbon atomby OH or R19
and R20 formtogether wth the nitrogen atomto which
they are bound a hej g ¢ residue; each of R2, R3,

R5, R6, RO, R10 , RL 3, R15and 15 ,
i ndependently, is H, Si-4al'kyl, CF3, OH, SH,
NH2, C1-4al koxy, ClRial ky/t NHC1- 4al kyl ,
N(d| Cl-4al kyl )2 or GY,~ertitier"E is -N= and Gis -CH
or Eis -CH=and Gis -N= |and

Ra

wherein

R, is H; Cy4alkyl; or Cy4alkyi substituted by OH, NH,, NHC,_salkyl or N(di-C4.4alkyl),;
Ry is H; of Cyqalkyl;

R is a radical of formula (a), (b), (c), (d), (e) or (f)




ring Ais optionally substituted. Any al kyl or alkyl
nmoi ety in e.g. alkoxy may be |linear or branched.
wolabmgernessay be F, C, Br or |, preferably F oPCTEP2046/401767
aryl may be phenyl or naphthyl, preferably phenyl. By
heterocyclic residue as Ri3-R4, R7, R8, R1 1, Rl4 or Y
or formed, respectively, by NRL6R17 or NR19R20, is
neant a three to eight, preferably five to eight,
whereinTember ed saturated, unsaturated or aronmatic
rIheterocycllc ring conprisin het er oat ons,

each offit:eRerRbRy, Reped Reds Qb 397@"%[9615/030 regifiep PRiasayYhgrein each
ost%g%%kﬂ, ﬁlﬁipé\ﬁeﬁwg{/’ =y %@@I@@ of R%'aHQ ﬁﬂqoﬂn tcgiéfhe@l With the

pi peri : peri
nigogen atonplopdrictiiey amh@mq@hetsgﬂcyclm rg@filé&mwradlcal o termuta o
honopi per azi nyl , rsphplq,ol in-4-yl, r(gflazol yl, ‘
i m dazol idinyl, pyrrolyl or pyrrol idi nyl, opti onal |y
where#rt Xﬁsua dilectdogd, OB or NB%s woergiuis is i o dsalkshen t he

gﬁte h }A’J%'PJ%‘B EeS @Lé?;g'%e? R%‘iwbtdﬁ qd rep;lé},jeﬁ by’ﬁ’R RE whBrein one of

orrB and/ or
Rpiahd ﬁzgemHaamrtha\/omr sréideeach ahfRaapddyy lﬁbﬂHaOSBbéﬁ!q Rytonm

I atominclude e.g. Cl-4al kyl e.g. CH3;

to@?“%& %%ba% cycl opropyl, optionally further

Yssl bsmnd fottbel tdwmlrfélearhbk ptom aaHe) sqmcbﬁr(pm (PH.s heterogyclig, residue
bl I 1oalk

RW‘&F vyhe}em%ggh PIQ %gﬁrhgo%epo M dP%gﬂ d)\“'@ycoa vl, Cs.

| es of
eczycbatkyl‘-Cua(mt, aqm-Caualkyh gr ﬁ‘,uaﬂgg epitlmab)m;tmsgtut_ecbon the terminal

c%f%o% ghﬁ k;y g&: F%&ﬁr% %F fogﬁoﬁ@tﬂ s t | eu |t‘(r303;eEyatom fo which they

a@]bdmidlallheteﬁty@halrk&dqe or amino, e.g fornyl; phenyl;
each OfO& ﬁy CéF g%r g«magbsve n&f¥d R15é|nla8¢&{0%ﬁ¥% %’]R ﬁﬁé%é“"%Malkyl

etero
OF@,SLDHUSHCNHBTGﬁBlthVL C@Jaal@lilmct, Nbtfa nalkyl oNegli-Cosaligyle @Spﬂ‘ue
. f _Mher ei o dalkyl ene or
sitner s 051 ) & 6-CHEG Elsc St Lo e,
ringAiNld()ﬁ?dnaﬂalsklyst)uted H( C’\a\ ky\ ) 2. Qalkylene interr upt ed
‘ by O may be e.g. -CH2-CH2-O-CH 2-CH2-. Wen the
Any alkyLdrsalkyt umiﬂty ove.g. dotyi mayibe linggsier beanshebttalegepdnaybe F, Cl, Br

or I, préf&idy %r a{ C d "rﬁ?%g}??nrﬁt e foﬁ%hﬁ@%f%b@%@ﬁﬂt ed,

unsa e erocyclrc ring conprising 1
By hete%éc IIF ?és% aéf R4 p‘§7ei$ IQH, %&ﬁl\re&g&lqnéd' Q%Qé)r@llcta\@yaﬁ(]l NgﬁwRﬂ or
NR1oRpi 1pmeanjlt aillreg fto elght @refqrab]yﬁyp,tqﬂght mmtgﬁrﬁ@p,@tggqted unsaturated
or aronieHGb&)ic rilg TORbRSAGE 'R¥! heteroatoms, preferably selected from N, O
and S, and optionally substituted. Suitable examples include e.g. pyridyl, e.g. 3- or 4-pyridyl,
piperidyl, e.g. piperidin-1-yl, 3- or 4-piperidyl, homopiperidyl, piperazinyl, homopiperazinyl,
morpholin-4-yl, imidazolyl, imidazolidinyl, pyrroly! or pyrrolidinyl, optionally substituted, e.g.
mono- or polysubstituted. When the heterocyclic residue is substituted, this may be on one
or more ring carbon atoms and/or on a ring nitrogen atom when present. Examples of a
substituent on a ring carbon atom include e.g. Ci4alkyl e.g. CHs;

A
Cascycloalkyl e.g. cyclopropyl, optionally further substituted by Cy_alkyl; (@), wherein p
is 1,2 or 3, preferably 1; CF3; halogen; OH; NHy; -CHx-NH,; -CH2-OH; piperidin-1-yi; or
pyrrolidinyl. Examples of a substituent on a ring nitrogen atom are e.g. Cy.¢alkyl; acyl, e.g.



pyri m dinyl, norpholin-4-yl, imdazolyl, imdazodinyl,

pyrrolyl or pyrrolidinyl, Wien Ris substituted
wGCReobabdss, the substituent is preferably on tReT/EP2006/001767

term nal carbon atom Wien ring Ais substituted, it

may be nmono- or pol ysubsti-tdut ed, preferably

nmonosubstituted, the substituent(s) being sel ected

fromthe group consisting of e.g. hal ogen, OH,

R’,-CO %eﬂ—ﬁill ROV H, @&alkm g]op”ti@hgw sub%tllﬂted@ﬁcMhﬁ@l, oxy or
NHCL- 4al Ky

amino, 6>9afﬁ>ﬂmé CwOM@'O%lkYia% @éc'aa'hé!%d%'éz"of’h?r&l rPDP%Y'\fvhe%Y'ﬁ Répenzyl

a heterbacﬁ: re@?d\u@ K\j' as QiécIB@écPQ&ﬂ/e é@daﬁﬁrdrﬁat@'ﬁeté\%ché\“'é%idue
l; N(di-C 1-4al k f)Pz Preferably Rd is in

comprigiiegs il OF amlt&ogearaé@@?a@mayeﬂéuq af foAmpadi tion 3. When Rc
: hasaCHZrepIacedbp( Ry, it i )preferablytheCHZ
bearing Y. Exanpl es of eterocyclitc residue as Ri1,
whereirRR;1 i:8;«alrylerriar Gusalitylene interrended by Sgrssk Y ve Oy, Nk, NH(CMaIkyI)
orN(C1N§$k9IE§'.7 or NR19R20, include e.g. a residue of fornmula
(4 g)wherein the ring Dis a 5, 6 or 7 nenbered

c“aukﬁ%@%%%gﬁdwgwﬁeeégp.rcrgr@q%bL@H;.tégg; Xbr i ic’chg%

When B QLB tHudR: oh @cﬁ&ﬁﬁ&éé#@@hé@ro&:@lb?@él&% akexeod 8fivélor six

rnng nltrogen atom and IS a substltuent as
membejretisatpade. ApstEratest oraarpmac BalerraYclia 819 camprsisiigntor 2

heteroé?&h@’e;ﬁgfegblﬁgge&gd \‘n‘érrﬁ*l thehd R EEAbRE ifdlude s at srartaesliridyi,

C2, independently, is a carbon atom
p'pendwﬁ: ehplp%ﬂqvw r>6r?>a|0r§} %@V'v hemeriPeydyhRiPRsAZIpY|homopiperazinyl,

pyrtmndﬁi}*p%drbh@ﬂt@yﬁﬁlﬁw iMRESIdiMA S rofbcsyrefldipove for

ring carbon atom and the line between C3 and Xb and

When li?eik \$BB&itGidd V1 GalKR;, the BEPKRILN & refdr S5y 66 €Y Brrhiigl GibRLatom.
of carbon atons as required to obtain a 5, 6 or 7

When mﬁﬁmsﬁﬂuw R.mdy B lgf)?é-f&(boly%ﬁbﬁlﬂlﬁe@fpréféféﬁw moh@3ubstituted,
or ne er
the sungiipBl ey acselaries BN BUpiDUP B s diadibagOH, & aliory,

e.g. OCHg, Cyalkyl, e.g. CHs, NO,, CF3, NH,, NHC_4alkyl, N(di-C14alkyl), and CN. For

example, ring A may be a residue of formula

wherein

Ry is H; Cy4alkyl; or halogen; and

R, is OH; NO,; NH,; NHC,_4alkyl; or N(di-Cq4alkyl),.
Preferably Ry is in position 1; preferably R, is in position 3.

When R; has a CH, replaced by CRR,, it is preferably the CH; bearing Y.

Examples of heterocyclic residue as Ry, Rs, Ry, Rs, Ry4, Ry or Y or formed, respectively, by

NR1sR47 or NRgRg, include e.g. a residue of formula (y)



Representati ve exanpl es of a residue of formula (g)
are e.g. 3- or 4- pyridy!; piperidin-21-yl; 1-
woOR(@Ghab kyl ) - or-( w hydroxy-C 1-4al kyl) - 3- pPOEmEP00E/001767
nmor phol i n-4-yl; imdazolyl; pyrrolidinyl; 1-
pi perazinyl; 2-C 1-4al kyl -%tr - C3-6Cyd CGal kVM
- pi perazinyl ;3-C 1-4alkyl- or-C 3-6cycl oal kyl -
pi perazinyl; 2,2- or 3,5- or 2,5- or 2,6-di(C
wheren& 4al kyl')-1 -piperazinyl; 3,4, 5 tri-(C 1-4al kyI )-1-
| perazinyl; 4-N-(C 1”al k\/I @gw-h ydr oxy-
the ring Ddsa Ry 6 pr 7 srembgrad gaiveategs L@ﬁ?ﬁh‘bat ar Rmatlcmg,
_Ql perazi dml.; 4N-pyr|d|n4yl 1 - pi perazinyl;
Xp s ﬁﬁ?pﬁén?% - C3-6CVcl Cal kVM - pi perazi nyl ; 4- N
X, is -N=CA8H kNR @Rf- owv-Cnyiafr ovhered? Bt iR pGUBsiiiventias lndtgq:ted above for a

nﬂgl’nﬁgﬂgegt%g ﬁls)ub?ﬂtﬂglﬁtgaé'rug%‘ %:ar;c)e/ﬁ Bﬁ\;«%\[f 1‘1 rTglcarbon atom;
the bondohgheearz Cnnhd C44d\b¢hyer satudited o-yisaturatgidper azi nyl ; 4-N-C
each oilCt 8\&/&%' &d]e{@%ﬂ}?@ﬁ eirsaazéa'? # ] ?tBFn \ﬁhZh %’%@naﬁ&' sru‘Bs{ttate?]bg one or
o Blubs:bltuants seddated emnng éhoge :mteq @!pp\@afpt 8 ripg carben @tom and
the llneotge?\ggé %%n(]j e Eg@Bbf\;\tﬁ%ﬁ ’ndf&%r re%é?&&%f?/, lsﬁ)’%eﬂ%‘}h@ hUfber of

carbdbh@torR? aRBequUREd tRebtaRos 5,8 or 7 Remberadrirg DR15
conprises an optionally substituted am no group or a
A prefamedeesidye bf formelgi(glie onbivbareirathefringrd fasing aatidhpipesazinyl ring

optionefﬂg ICt- %pd)o?‘ N@ddsti&fe &8‘8%1%& ed that the conpounds of

e Torm of optl cal isoners,

RepresreﬂF GURLS: mé);l1 g\‘ Q‘?‘és%lfeoé l% (1 EBJ ﬁxg zﬁ &yﬁdﬁj ;ﬂg?rlld(i:n-ﬁyl; 1-

DHon A earing a su eroc
N- (C,ﬁkﬂlb-dne-(@-&y&fbxy-l@,all@ﬂ) 3-B$),enﬂ§a;]mprpﬁohm—4>yl mmidaaolmedyrrolidinyl 1-

piperai: iy o e LR PPN ghc R B 5o 5aCiofRSi1-

piperazimde, 31 ara@j54 dred, 51 dre2, ﬁ}dQG&;&tkyl)ﬂvmp@amplnyleﬁﬂrﬁitre@1adilkyl) -1-

piperay Nl R Db e R et sk ne B ARG DO

plperaz’i@I' @thy@ldmﬁﬁt-bloﬂp@]?fﬁfﬁyaﬂ mnéh%%mﬁdrmmmmnwaﬁnyl; 4-N-

he foll ow n _cances. ar .

(CaH e PRI P I Ty <G5 IR0 Faegnyg 4-N-(1-C1.

salkyl-EacyodkyPL1 ﬁﬁ@razﬂnyl BN i Srmiyll-1-BiperhAngy 1A NSpyrlmldm-2-yI -1-piperazinyl;
unsubstituted; is substituted by nethyl in position

4-N-C,Zalkyl- 1-lﬁtnre6mperad|nhlebe4 deljadaispiro¢2 bHod-7ay. f or red by
NR16R 7 is e.g. piperazin-1-yl optionally

The co'h'?plégﬁbé Bfuﬁo?rqwa I may exist in free form or in sait form, e.g. addition salts with
e.g. organic or inorganic acids, for example, hydrochloric acid, acetic acid, when Ry, Ry, Ry,
Rs, Ry or Ry, and/or Rz Rs, Rs, Rs, Re, Rig, R12, Ry3 or Rys comprises an optionally

substituted amino group or a heterocyclic residue which can form acid addition salts.

It will be appreciated that the compounds of formula | may exist in the form of optical
isomers, racemates or diastereoisomers. For example, a ring carbon atom bearing a
substituent in the heterocyclic residue as Ry, Ry, Ry, Rg, Rq4, R15 or Y or formed, respectively,
by NR1sR17 or NR1gR2, is asymmetric and may have the D- or L- configuration. It is to be
understood that the present invention embraces all enantiomers and their mixtures. Similar
considerations apply in relation to starting materials exhibiting asymetric carbon atoms as
mentioned.



e.g. by Cl1-4al kyl, w hydroxy-Ctal kyl,
w- di et hyl am no- C 1-4al kyl, C5- 6cycl oal kyl,

wGCResbabdsh - C5- 6¢ycl oal kyl , an aromati ¢ het er ocyciriE®2006/001767

residue conprising 1 or 2 nitrogen atons, e.g. pyridyl
or pyrimdin-2-yl or 4,7-ditza-spiro [2.5] oct-7-yl;
or a residue of forrmula b as defined above and/ or
optionally Csubsfituted, e.g. by CH3 e.g. in

In the &S?ﬁﬂ)ddn@é‘ of ormand/ ®k f&lw Q?mﬁc&?ﬁgé Qfe ;ﬁeﬁa‘ﬂr@d%d@d@al@ror in any

3 or by CH, e.g. in position 2 or 3; piperidin-1-yJ

Sub-coamr?a&ﬁm ly CGsubstituted, e.g. in position 4, by NH2,

1.

2
3.
4

10.

11.

12.

13.
14.

Ry i&Hor e, or pi peridin-1- yI or in position 3, e.g. by
(J—|or NH2; or pyrrolidinyl optionally Csubstituted in

Rydd&k ti on 3 by OH or NH2; 5. RI8 is Hor CH3; 6. Rc is
Rifg Adaliksdbetiated o5k sﬂ:@étlﬁh{ﬂe@'b? rﬁ\ﬁﬁ\ﬂﬁi aosﬁthﬁ] terninal CH2

is replaced b rein nd formt oget her
Preferfed heﬁzocychéres%ur%@s@maed ot 1ot 5 810 BiPerazinmivhoRtignally N-

subStitat@d! %mam:%h@@g@ a 19 acteiRYRinifo-O, Latkyl, C
Cl- 4al S 1 1Zfal m sublﬁ?l t u‘t ed%an 'y h g

scycéqa]lmyh Z;{ 4@15ylt;gmcmlqﬁ¥iybﬁn@;pm@tlcg ete@qgchgmsn@qa cqmpnsmg 1or2
thS ﬁ,eagtgrﬁ%; ;%Eyl%rg%gﬁlra{dﬁbg E{Etrezg?ﬁyafa ﬁplrggfjﬁjgc}f%?a@ ora residue
of SSUIR o oine b B ppfinalty ErtbF figdze s Wﬁf"‘ o in

4-pyridyl; imdazol yI pyrrolidi nyI or
phol i n- 4- Each of R1 gHRn or R4,
PoRaE SrAIGHATIANCF 5NN Ao B6F B ATty y1 T . in posiion 2 o

3; ﬂ)ip@ﬁﬁthyl dyl %ﬁma?@lousdbsnwred 4 gmﬂ ;Eblémo% 4, %9rm@2 anzamng}

roxyet hyl) - pi perazin-1 -
P‘@f 'erklry‘eﬁ%m IHQS'.’L'QPzﬁ'}Oeﬂh By & °§<NH|2 SOFEPVHP\'CBW OEWNY @ Yibstituted

ggg,t,&zg %@H&mm&& due of fornula (a) either each of
one of R2 and R3 is H and the other

Ripshoreis cH3, o4, OCH3 or CF3; 13. In the residue of
R ﬁ@CEﬂHII@Ie@]@)or I&3_4IRy16HE wﬂtérem' the idHid# BH) iereplackl eriF@ Eéwhereln

(b) either each of R5 and R6 is H or one of R5 and
R.agd }ﬁiyafma] together —CH2-CH2 ;

Xis O;

The radical of formula (a) is —O-CH»-CH,-Y;

Each of Rigand Ry is H, Cy4alkyl, e.g. methyl, Cy_alkyl substituted on the terminal
carbon atom by OH, e.g. -CH,-CH,-OH, or cyclopropyl;

Preferred heterocyclic residue as formed by NRgRy is €.g. piperazin-1-yl optionally N-
substituted by Cqalkyl or a residue of formula §; piperidin-1-yl; 1-(C,_alkyl)-piperidin-3-
yl; 3- or 4-pyridyl; imidazolyl; pyrrolidinyl; or morpholin-4-yl;

Each of Ry, R4, Rz, Rs, Ryq 0or Rys, independently, is 1-N-methyl-piperidin-4-yl;
4-methyl-piperazin-1-yl; 4-methyl-1-homopiperazinyl; 4-(2-hydroxyethyl)-piperazin-1-yi;
or -X'-C4, 7 or 3-alkylene-NR1gR2 wherein X' is a direct bond, O or NH;

In the residue of formuia (a) either each of R, and R;is H or one of R, and R;is H and
the other is F, Cl, CH3, OH, OCH; or CF3;

In the residue of formula (a) R, is OH;

In the residue of formula (b) either each of Rs and Rsis H or one of Rs and Rgis H and
the other is F, Cl, CHs, OCHj; or CF3;



the other is F, A, CH3,OCH3 or CF3;15. In the residue

of formula (b) R4 is a radical of fornula (a) or
WORWBRILES 16. In the residue of fornula (d) ePChHEP2006/001767

each of R9 and R10 is H or one of RO and R10 is H and

the other is F, C, CH3, ©ZH 3 or CF3; preferably R10

is Hand RO is in position 5, 6, 7 or 8, preferably in

position 6; 17. In the residue of formula (e) each of

15. In tgl ée%ndje@%g’rarﬁ%a @535 ar II‘. %f o?r%hlg%ﬁ Qtf NSIﬁERWE':: a (e)

e ot he ,
16. In GEi3e<iild & formuBErgd); elﬂhﬁ@ﬁcﬁ Qfﬁg aNg Ragig Horiape-afiigs @and Rypis H and

thePdt %1 %@bby C%lgr:so BL ép gra'bgl Fh]g és?-g%r\& R lﬁlpgb'élt%n 5, 6‘ 7 or 8,

preRdrably $n positpmsd;t i on 7 19 In the resi due of fornul a

17. In fhe)r{eﬁééer é@fcﬂnul% «%g:hgf ?r%Rﬁfél O|S|st 'H°2r5 or 6 20.

18. In the resisiie ofdormayla (e)afneraiiRyand RaisiH apd the atheiigife 5}1 SHis, OCHs or
CFforrrula (d), (e) or (f). Compounds of formula | and

fheir preparation are known, e.g. they are disclosed
when EASBNE3866 isareHMp0efesthiss « iy Handdhe sk gosifien B6F 7;

wh?,ﬁ1 =9 AL RAE X 8= Qﬁléi%'ré'blybﬁw HEeHehAE, |s lrli\ﬁﬁﬁfl&h g to

e i nvention, ther rovid a so
19. In fheaesideeat foraula ¢® #ﬁmeiﬂ,u cm}l,t%m iB ppehorbﬁ 8r 6

20. In @g%&h@%%hﬂﬂa 'isSI'-I g cH, A1y AR pbSitidiPA0 pr@fe?étﬂ& gbly

a water sensitive drug,
21. Rlprae‘ﬁélpaltﬂfﬁrawla o(leilph@] ei mi de derivative and nost
preferred a conmpound of formula | in free formor |
Compaophds aefornulpd and jheiigureparaipreargdinewn .1 ey Bre disosh '9

Wooz@gg}épaﬂd Wcﬁfs%z%‘éb)/th%(%ohfén?sot?{ereﬁpwn@rn%a%adiécw hérirt By

even nore preferably from25 to 52% e. g. 35 to
referer@g% by wei ght, based on the total weight of t he
onposition, the total weight of the c

Accoring taghe inertipseigre i Araifed 3 SeiPheuTaro R camnesign suitable or

oral adigthition @8fMpRSIng o 2B 7036 edr‘éﬂefa’ﬂly} 20 Mbﬁh}eﬁght of a water
carriers or diluents may be g esent jn the
d r@/atuge '%d

sensitiyeripgraRielarathnan fuielylealpimigR . MpgLiEpfegiy a compound of
formuld | ingFefe’ fofth of ﬁ%ﬁarrﬁ@@eﬁbéllyr&c@%taﬂb saRtpréfeadly PO 15 to 80%,

ant; at |east one |ubrj and o
preferable oL metBeYeIaIIGRS & S rexen T prererably froh 28% 5296, o
g. 35 to 52% by weight, based on the total weight of the composition, the total weight of the
composition being, in case of a tablet, the total tablet core weight.

One or more pharmaceutically acceptable carriers or diluents may be present in the solid
pharmaceutical compositions, e. g. at least one filler; at least one disintegrant; at least one

glidant; at least one lubricant; and optionally, at least one binder and/or a surfactant.

Fillers according to the invention include e.g. lactose, especially lactose monohydrate,
preferably lactose monohydrate (200mesh) or lactose spray dried, microcrystalline cellulose,
e.g. PH 102, PH 101, microcrystalline silicified cellulose, starch, calcium phosphate, or a
saccharide, e.g. mannitol, maltodextrin or maltose, or a mixture thereof. Preferably, lactose

spray dried, microcrystalline cellulose or microcrystalline silicified celiulose, more preferably



Fillers according to the invention include e.gqg.
| act ose, especially |actose nonohydrate, preferably
woactsgeesfonohydr at e (200nesh) or | act ose spr ayCufmPemes/001767
m crocrystalline cellulose, e.g. PH 102, PH 101,
m crocrystalline silicified-<ellulose, starch, calcium
phosphate, or a saccharide, e.g. mannitol, '
mal t odextrin or naltose, or a m xture thereof.
F)
lactose srgﬁﬁ?rfole?eé’ngrrjnr@nfr%:ﬂ%garl@g %‘ﬁlﬂllgﬁéé slgllact?‘.é?%;?‘ég Yiﬁéf‘%h& g‘gtgocrystalhne
silicifiedrelilqseds wseth| yl act ose spray dried and
mcrocrystalline cellulose or |actose spray dri ed and ,
mcrocrystalline silicified cellulose is use

The cogpapitien pf e iventiorepiefarably comtaips &poar b’btgﬁﬁz/emraief%bly 3% ia 65%
by welg&\g of 2 fifict” %?]e decfnethél?&téﬂ \ﬁé(t;ﬁt%f %/écm(pd%ﬁioﬂ hﬁwe%taﬁv&bht' &lthe

sed on t total wei he conp03|t|on
compogitigrabeing, igsaseef a tabled.d B%a'ttafeiﬁt G969 Weight. 7 hé&s%P%ﬂ'C‘éla”Y

suitabld %iﬁhar%ggeﬁleél%n%%@ﬁ c&%iﬁs‘é@'ﬁg@(a) flosis t@ 31% by welght of

artlcu suitable solid pharnaceutlca npOSItI
lactosecs@msacﬂrw@ %r@y fram 180 BA¥e tyrwiightep mcrsq%tewn%%&*ﬁse&r (b) from 18

to 31%/BAEagH o‘iw&dée@p!ré%ﬁdrmdarfdffﬂim 28 té 919%1:%&&1 AR ghéro@iystaume

mcrocrystalllne cel lul ose or (hb) rom18to % by
S"'C'feQ@?'bilﬁseoPa‘P'a@tRR%P'%%?GSI aFacebrrkice © O aﬁmtlwdﬁwag&sw based

on the t@fél WigRfor fﬁecdoﬁﬁfo)éﬁlbm thé RRaisddigiids trRCcdnidsiibA®Ring, in case of a
| ci um lohos hate, or a saccharide, e.g. as nenti oned

tablet, wpévﬁab@@eyw@m@ on the total weight of the

corrp05|t| on, the total weight of the conposition
in case of a tablet, the total tablet core

D*smteg\@r‘bﬁﬁccorﬁﬂy {ortag inyaptiondpeludeip Agnatyral Rarghes et @t maize starch,

potato sty ERd quéalkenaﬁé&@bo@b@rsgub@%taﬁugéﬂ ed§. sBiRe 15@@rrﬁdsumed
pot ato starch nd t he ke, di rectl& corrpreSS|

starche§t gfg)rpggboqme&\yl ggrghp@(aq@ggﬁlurﬁﬁéﬁrph giycate, gﬁg@ eéwa@/es such
as amﬂh%’éb%}éﬂﬁnkba bo%ﬁyuﬁmndaﬁ& soglldm@pﬁ/@bﬁés @l gcpéwlasdone XL

& ch derjvatives such ase, crossli
or Kolllil,g? ﬁll_ rﬁki’ Blyra,c@ qréeﬁlé@ algma@ %ﬁggﬁy&g 268 ﬁiévg\ylt@nz%ne copolymer
salts, ePg| A(MBER!'LWE%@ (KP-88, oKetdss-giardd éadiun@ t&rbBkyinéthyieelRdlose, available

as o. g SR KM g”%tlg% LOEER, ATARMACHEXBEREEL or NvMCEL

ZSX. Pdfesbiyl, KRN conprdsdIblastBRnESRIUGN bs Std-RIXOB0 igusdd. abl e
as e. g. AC DI -SO.; COWAT; PRI MELLOSEF, PHARMACEL,

EXPLOCEL, or NYMCEL ZSX. Preferably, directly
The coﬁ@ﬁ'@ih@ﬁ of ihben@h%rcb@wasly ¢bntams Hotr Ko 15Qdyivieigirefla

0si tion e invention er i NS
disintegr, P%\géé?doo’l%%tﬁﬁ?f) Bh‘?f tag C%“B?%‘i'cﬁ‘t ﬁﬁrtaﬁ?wgusﬁggftdﬁ% fomposition
being, inlist oF altaM@tl gettoaf tablee cereiaghtt T, atpagicuRHR uitsi@bélid
t1on
pharmaceuhca? co n.gsds (I)n cI:ontams as disintegrant from 5 to 15% by weight of a directly
compressible starch, based on the total weight of the composition, the total weight of the

composition being, in case of a tablet, the total tablet core weight.

Binders according to the invention include starches, e. g. potato, wheat or corn starch;
hydroxypropyi cellulose; hydroxyethyl cellulose; hydroxypropylmethyl cellulose, e. g.
hydroxypropylmethyl cellulose-Type 2910 USP, hypromellose, and polyvinylpyrrolidone, e. g.
POVIDONE K30 from BASF. Preferably, hydroxypropylmethyl cellulose or polyvinyl-
pyrrolidone 30 is used.



being, in case of a tablet, the total tablet core
wei ght. Thus, a particularly suitable solid
woheresrezssit i cal conposition contains as di si nt egraRr2006/001767
from5 to 15% by weight of a directly conpressible
starch, based on the total-%eight of the conposition,
the total weight of the conposition being, in case of
a tablet, the total tablet core weight. Binders
according to the invention include starches, e. g.
pot at o, wheat or corn starch; hydroxypropyl cellul ose;
The Conwﬁ@say@t g invasttipp my@ontayuﬁrm@ﬁp&ay%mm}nt preferablyofsam 1 to

5% by Welgg\t Jf)é%?d@f%@@d’ Bﬁﬁ{emﬂal &bh%ﬁﬁ@ CJI%BSSI@(%I]'% 13 e Wejght of

hypr omel | ose,

Vi n r one,
the Comlﬁqrbbﬁlmgwcaw@faeta Iet, ;ﬂ%/e %ﬁ@l@tmocqwelgbt A, a particularly
smtabl@ §6l|d#5l%?§13@éutﬁ:%l ?;e d&éltmﬁ%ﬁﬁt@in&%%d@@ 8‘1’0 §k) ebal e /ght of

nposi tion of I nvent 1 on cont rom
hydroxwoméur@%hyl fﬁﬂ'éﬂﬁ @rdbg/fr@m&ﬁpﬁ% by Bidhy of/mhg\mylpyobh@pne 30,
based Qh ﬂﬁeﬂ)té?%%t Bf‘thEQ:%m?DBEI%n Wed @41 wilig Pglaﬁth% kbR Bel}pg in
he t ot al melg he conp03|t|on el ng, case
case oﬁafaﬂﬁteﬂ“e tetgbiaplet soremygighit core wei ght . Thus a
particularly suitable solid pharnmaceuti cal conposi tion
contains as binder (a) fromO to 3%b i ght of

The copipasifieyy pf tisyinventien fay centaif fsye Odp 3Ppyf a swf-ﬁquartt dased gy the fotal
weight ‘Mfthﬁmonﬂﬁos%h)/fﬁb RABIRYEiGIR| oF mn%snf%ﬁ%%%gom &E@ otf Qtt&llet the

eco osition, the total wel g
total tal%'@hiﬁf& qu'gm %'é'faﬁsantﬁ'» Accosibg i5ftha invenlien mcluﬁe etgotamamomc

cationié albrhcﬁf-loﬁférs%ri%!aﬁhéra hideurE ARBRESH Elg OQod?umtlilﬁ'yl'éﬁggl@t bé%ﬂmlde a
contain fromO to 3% of a surfactant base

PO'VSO&ba " ARATBIAN GHY PR eepe g piserbltan fritt aridiestarirgh fatty acid
such a$ BRIcS 8tERAS6 bf bgm.tpgong in case of a tablet, the total
tabl et core weight. Surfactants according to t he
i nvention include e.g. an anionic, cationic or

Ghdant@@ﬁcd)r@ﬁngoSh‘é ingértdRtindidee. §1 Siical Solfohfé‘l 8ifiéa, e€g %eollSREl #iFon
ryIEA%(S%f ate, cetrimde, pol ysorbate or a sorbitan

d'OX'def 819 PERPTILe0e fnagaeﬁuméﬂsgl&@tﬂ Parderpdicplidesey staseiand talc.

Preferablyp Bbloidaa sliYorngiodids walseds ol ei ¢, stearic or palmtic
acid. didants according to the invention include e.g.

silica, colloidal silica, e. g. colloidal silicon
The cohpositisieof e l@enﬁ&%ﬁf&a@@@ontﬁﬂg W@ﬁi 0'8tb A b/Shy WEBhEof a glidant,

starch and Preferably
based BEPRIPELNSENT PR SHBss D 1 (g weohkal Be saaePLlignbeng, i
case oﬁaht%bléﬁ\/tﬁéid)télrtaﬁléﬁécﬁé allght.coMak 24 partithiany Suitblesolide by

tg t] of a gl i dant
pharmaceu cal composition contams as glidant from 0.5 to 1% by weight of colloidal silicone

dioxide, based on the total weight of the composition, the total weight of the composition
being, in case of a tablet, the total tablet core weight.

Lubricants according to the invention include e.g. Mg-, Al- or Ca-stearate, PEG 4000-8000,
talc, sodium benzoate, glyceryl mono fatty acid, e. g. having a molecular weight of from 200
to 800 Daltons, e. g. glyceryl monostearate (e. g. Danisco, UK), glyceryl dibehenate (e. g.
COMPRITOLAT™ 0888, Gattefossé France), glyceryl palmito-stearic ester (e. g.
PRECIROL™, Gattefossé France), polyoxyethylene glycol (PEG, BASF), hydrogenated
cotton seed oil (Lubitrab, Edward Mendell Co Inc) and castor seed oil (Cutina HR, Henkel).
Preferably, magnesium stearate is used.



based on the total weight of the conposition, the

total weight of the conposition being, in case of a
woOabdemb2256 he total tablet core weight. Thus, aPCT/EP2006/001767

particularly suitable solid pharmaceutical conposition

contains as glidant from®@16-to 1% by wei ght of

coll oidal silicone dioxide, based on the total weight

of the conposition, the total weight of the

conposi tion being, in case of a tablet, the total

tabl et core wei Lubricants according to the
The comppgifen ghthierieyay r%@n ereferaiiy contajns figm €:4-te {28 bruwveighpeic lubricant,

based 88 % t%%(p Q/elgth@bﬁme%%mpﬁg‘h&? rt‘ﬁé)ﬁ)ttéf weg%t% eefhe! coﬁ%%@ﬁﬁﬁ?%ﬂﬁg, in

aci d avil ng [ ecul ar wel

case of bl o rgﬁétal *éblegcorgwgﬁdﬁ\t yThugpa pattioulpry éwtaéﬂe gplid

pharmé&%h@aﬂ ‘éomE&mor%drﬂﬁihéf bs Hibhedi #ahP0.680 29 by weight of magnesium
Gattef osse France), glyceryl

y

Stearatsaipaﬁesi@nsth@gqtgzeﬂ'%@@té}f thec ongoosrﬂREdWR@tetmlghtc%ftt@%ﬁ@ﬁg@ltron
being, Hc%%é%}at&ﬂéﬁ/ﬂ?éytgiaméb%?%or@'\ﬁy& t. (PEG BASF),

hydr ogenat ed cotton seed oil {Lubitrab, Edward Mendel |

Co Inc) and castor seed oil (Cutina HR, Henkel).

Preferably, magnesium stearate is used. The conposition

of the invention preferably contains fromO0.5 to 2% by

wei ght of a lubricant, based on the total weight of

The coH’b@sﬁ@rﬁfﬁpﬁlbtlh\fé&hoﬁ h%ytﬂétlﬁfhe%hﬂ bt a?ﬁwﬁ&e FIIIROSH gelll&B or a unit
in case of a fablet, the to tabl et core

dosag%@rfahf@f exgiiRle afapigt of caRUle] @re&fﬁ*e'wh@ sgl] plarmaceutical

compo@ih@ﬁ Bﬁtﬁ@ weﬁﬁbn %qmmﬁfotm @ﬂa féblﬁta‘ﬂﬁbscé}ﬁpééﬂthfd &Emé pﬁe&@m
2% b gnesi um st ear at e

of
inventior§ wel e f@hf"%%ﬂ‘ C?rﬁereé%%m fabists. wab'smawtwﬂy be
coatedOfor Ifdeanee mﬂsa édaiRg leem ﬁlsm % mc@farﬂet ald. Q:bllul(t)ébe

t ot al | e re we osition of th
B I S T T S e A A
PEG 8@, lodi Dr fiior@ dyérs] calfaagevdQbian bRmisy@ ke a tabl et or
capsule. Preferably, the solid pharmaceuti cal
conposition of the invention is in the formof a

The cotr@blsmbn off dne m;ym@rg hfdy@?owfgobdﬂ etabﬂ@ﬁ@faﬁ'?dté\’tiéﬁgf b‘f’ [hdic?’;]ed by
or I rec CcoO SSI on nto taplets e

stancaExipiafty HAIS tor Sraginis gvina Sat e SEPBty prish e g troe

years, smaéve"ngoﬁgmpmaﬁmtygchaaamlsﬂmp bélo@&armﬁhedge gedyl rHéa%ifing

decompIELABRGHIY bk EFL AR sl 6T Siorgedonerir P s e sofle

variousaiemperAurdy 6.3, 205 MBBBAGYYX, or an al um ni um | ake. The
conposition of the invention may show good stability
characteristics as indicated by

The composition of the present invention may be produced by standard processes, for

instance by conventional mixing, compacting, granulating, compression, or coating with or
without sugar. Procedures which may be used are known in the art, e. g. those described in
L. Lachman et al. The Theory and Practice of Industrial Pharmacy, 3rd Ed, 1986, H. Sucker
et al, Pharmazeutische Technologie, Thieme, 1991, Hagers Handbuch der
pharmazeutischen Praxis, 4th Ed. (Springer Verlag, 1971) and Remington's Pharmaceutical
Sciences, 13th Ed. (Mack Publ., Co. , 1970) or later editions.

In one aspect, the present invention relates to a process for producing a composition of the
invention, comprising: (a) mixing a water sensitive drug, preferably an indolylmaleimide



standard stability trials, for exanple having a shelf
life stability of up to one, two or three years, and
wevers/bmiger. Stability characteristics nmay bePCT/EP2006/001767
determined, e. g. by neasuring deconposition products
by HPLC anal ysis after sterldge for particular tine
periods, at various tenperatures, e. g. 20, 40 or
600C. The conposition of the present invention may be
denvatﬂthﬂﬁH‘%?ﬁ*le’P,ya SERRARAH, é’@ﬂﬁ‘ﬁ?éﬁcﬁ opﬁ&ﬁallxn&%lﬁﬂ&e (Dilling and/or
conventional mxing, conpacting,
granulaiingsr eggipastinadhe @Mﬂrer@tewewnda) mn%@bm%mg\e milled and/or
granulﬁé@%ﬂwee@otmé@m @RWitR 8 1itHednar € known in the art, e.
g. those described in L. Lachman et al. The Theory and
Practlce of Industrial Pharmacy, 3rd Ed, 1986, H.
By usn@fﬁi@%ro@éssaé pr&d&?&tﬁh'r@%ﬁﬁta' g%ﬁﬁ@ev-@%h&ﬁllté?ﬁ lafd bldHd&Mermity (i. e.

ers rmazeuti schen Praxis, 4th
a subsmtlaltysﬂpfgﬁg gptmlp@@f thfmqtewsmg%dﬁ@ 8referably an
mdolylrﬁ@%l’rﬁfﬁé Qefivied tfﬁéb?{ﬁﬁl@ﬂ)e cbAidosiln), GBEIstidtH ithe an§Rtability is
70) or later edition I n one aspect, the present
c’bta'”‘?’dnventl on relates to a process for producing a
conposition of the invention, conprising: (a) mxing a

wat er sensitive drug preferabl an
The process|mavnRe carfiedieudy; dryfmigeg heragmponeniseln this embodiment the

milling @tepi (B} MY 80kablPcthpribrBasaiRg theombxt 8 dblaihedin RayWRIugh GXcreen,
m|'1ing and/or granul ating or conpacting the mxture

which @Bfe&?‘ﬂléﬁaffﬁ"teéf‘ S’Z%\Cﬁc?opé‘? B9GmMRg the nilled and/ or
granul ated m xture obtal ned in (b) with a |ubricant.

using this process, reparatlon havi ng a good
The 'utpr@@éi o8- HAGESHT Siearap o BreRTaPl Pre-s§regned, &. gawith a 800 to 900

pm screbi Pe®dtbindtkihy. uni formdistribution of the a water
sensitive drug, preferably an indolyl nalei m de

derivative throughout the conposition), dissolution

Alterndtiveip, é‘ﬂvgt @Eﬁgbhéﬁ erobéssor%)abﬁ Sﬁi)ploi_gt? IR rﬂ% %%OHWQI’P &he drug is

carriea ou e cofrponents. In

preferabhtfis st %mlxqqq\élthﬁha fuﬁ@er@woomts thesiempgsitipn cWﬁfﬁflos a
granula‘i’c%‘ﬁﬁnbﬂﬂ i fHenHoybY BRd 9@ ﬁ\lxﬂﬁg gl'e{hu(a"t‘éd %hgoth@kblén 2GioRed

h preferably has Si ze of 000 mm
granulafﬁ'éThelsrafts%ﬁﬁareéhergd"%\ﬁléﬁ len stearate, is preferably
pre screened, e. g. wwth a 800 to 900 nmm screen,
before m xing. Alternatively, a wet granuJdation

The copinggiéias ohihy tBRlelemal Bircdabletsroricapsulesyiseryi brepaloured or medipd so as

to lmpérﬁan individual appearance and to make them instantly recognizable. The use of
dyes can serve to enhance the appearance as well as to identify the forms. Dyes suitable for
use in pharmacy typically include e.g. carotinoids, iron oxides, chlorophyil, titanium dioxides

or aluminium lakes.

The composition of the invention may be used for the treatment or prevention of the
diseases for which the active agent it contains, is useful. Thus, the composition of the
invention comprising an indolylmaleimide derivative of formula | may be used in the
treatment and/or preventipn of diseases or disorders mediated by T lymphocytes and/or
PKC, e.g. acute or chronic rejection of organ or tissue allo- or xenografts, atherosclerosis,
vascular occlusion due to vacular injury such as angioplasty, restenosis, hypertension, heart
failure, chronic obstructive pulmonary disease, CNS diseases such as Alzheimer disease or

amyotrophic lateral sclerosis, cancer, infectious diseases such as AIDS, septic shock or



preferably first dry-m xed wth the further conponents

of the conposition. Water or a granulation liquid is
woheos/aztded and the mixture granul ated, e. g. BETHG2@H/001767
~automated granulator. The granules are then dried and

mlled. The conposition ofiZ-he tablet, e.g. the

tablets or capsules, may be coloured or marked so as

to inpart an individual appearance and to make them
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r‘even di seases or di sorders nedi at ed
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rOScl erosi s occl usi on due to vacu
atopic derjnatitjs, @U@‘glca@nmgﬁef praiis.yiritant sppiasidesmatifisand HE?

eczem%ﬁ@ gfler#rﬁdtl iHsCse fh%@i e%éﬁtfsB‘%ﬂéh%n%WWnéleéi% e@ge

Seases SucC Z el mer di sease or otro b
Sjoegrérds syrairone,| l@r@gcmur@émtﬁspr U‘{ei*ifse@ﬂ?@l]@“ﬂy?@‘é@ seasEnChn’s

d,seas,ﬂ)ﬂg erﬁﬁ\%&ﬁxtl hock oradul t respl ratory distress
rome, |schemia/reperfusion injury e.g. myocardi al

For théﬁgf)&fe deQfthe %qﬁﬁ’g@do%b Wlﬁ@f@iﬁr@ v rﬁﬂéﬁber‘fdﬂdd off ’theQIartlcular

age shock, or traumatic sh

condiiaroforhd el HEReGEIaPO, 1 SRR, SLTHEAD BRI dicated to
be obtaﬁ’r'iﬁ’ g;@ién%alelfat laiPddsafBs befr@f BBU R 1 @ alsdut 900 eng/kg body weight.

di seases or disorders or aut

An indigaled deibsdosadg in i dTBEE GREVHA P 'iqr%a"so@"é@%ﬁ?? from about 0.5
mg to abodk Q&?(?mbu&%ﬁ/eﬁ ey EIRihRESd, fHeSRIMPR, & Sividby doses sp to four

multiple Sclerosis, myasthenia gravis, diabetes type |
times agay.| and the di sorders associ at ed therevmth

rhe comuBHPAL R s B e R AR

depen@h@BR it @5eddak ¢F Yisofitaaipedi@ahethaictivnsagarft present in the
I nirunol ogi cal | y- nedi at ed . di sorder.s or

composHPD STRRTAPNT o JlsarPRnIPR FOmRRT R At ok VTR RigR derivative of
formuléd ¥ Hfali} pRSadRfiRiElersd iR cofuRBtion, dﬂ’fdﬁ&tmdlﬁaﬁeoudly @rigisequence, with

other q(;q?gr]q ﬁg%m%%rrﬂ%éhltahﬁg relg|rnr1<|ar&saonrtotlg:e(}natnfl mﬂamm Fyl atde%tsaen 8 for the
treatment or prevention of allo- or xenograft acute or chronic rejection or inflammatory or
autoimmune disorders. For example, they may be used in combination with cyclosporinés, or
ascomycines or their immunosuppressive analogs or derivatives, e.g. cyclosporin A,
cyclosporin G, FK-506, ABT-281, ASM 981; an mTOR inhibitor, e.g. rapamycin, 40-O-(2-
hydroxy-ethyl)-rapamycin, CCI779, ABT578, biolimus-7, biolimus-9, TAFA-93, AP23573,
AP23464 or AP23841 etc.; corticosteroids; cyclophosphamide; azathioprene; methotrexate;
a S1P receptor modulator, e.g. FTY 720 or an analogue thereof; leflunomide or analogs
thereof; mizoribine; mycophenolic acid; mycophenolate mofetil; 15-deoxyspergualine or

analogs thereof; immunosuppressive monoclonal antibodies, e.g., monoclonal antibodies to



eczemat ous dernatitises, seborrhoeic dermatitis),

inflammatory eye di seases, e.g. Sjoegren's syndrone,
Ween@9zxsnj unctivitis or uveitis, inflammatoryPOomeR006/001767

di sease, Crohn's disease or ulcerative colitis. For

t he above uses the requiret8-dosage will of course vary

dependi ng on the particular condition to be treated

and the effect desired. In general, satisfactory
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21 AmRiwsb I P e ages SRardats o fﬁa%ﬁssﬁ megiged by T lymphooytes
m&qimaé adiichbrdh®scaté®hsouen ity4 subjest dphesdsof seiciy freatment,
s s bl G2 o o Pl o o
PhakBBcelitidahedrhpdsitardiable fa oralRtinnisteationtaselefined above.

i mmunonodul at ory conpounds, e.g. a reconbi nant bi ndi ng
22 Avakeellfér preventing or treating acute or chronic transplant rejection or T-cell

mediated inflammatory or autoimmune diseases, e.g. as indicated above, in a subject
in need of such treatment, which method comprises administering to said subject an
effective amount of a solid pharmaceutical composition suitable for oral administration

as defineq above.

2.3 A method for preventing or treating disorders or diseases mediated by T lymphocytes
and/or PKC, e.g. such as indicated above, in a subject in need of such treatment,
which method comprises co-administration, e.g. concomitantly or in sequence, of a
therapeutically effective amount of a solid pharmaceutical composition suitable for oral
administration as defined above, and a second drug substance, said second drug



having at |east a portion of the extracellular domain
of CTLA4 or a nutant thereof, e.g. an at |east
wexbtreamordssul ar portion of CTLA4 or a nutant thece®P2006/001767
joined to a non-CTLA4 protein sequence, e.g. CILAdlg
(for ex. designated ATCC 68629) or a nutant thereof,
e.g. LEA29Y, or other adhesi on nol ecul e inhibitors,
e.g. mAbs or | ow nol ecul ar wei ght inhibitors including
sﬁtl:s{%n]ce%'arﬁgé}{‘ §11OS ngﬁn‘égédn@ |ﬁﬁm®%%'dﬁfa§or§7‘%t|\(ﬁf%rﬁmatory,
ant agoni st’s. osition of the Invention
antipigh rgtlYfQOl'aﬁ\ﬂti-(ﬁﬁféﬁts‘ﬁldrm @gna@endféate@abwﬁe of for mJI a l
may al so be adninistered in conjunction with, e,
3. Adherapeutiscoudiination, ¢-a- %éﬁw@ﬁwsms@)arﬁpﬁl%pb@wn%?aﬂqab%omposmon

sEliBR foPold a@mri@iFabh 8§ aBfddl sbode Ushd t? A ledsNokPEERBhd agent
treatnent, or with an anti-di abetic in di abetes

sele@pdppm %@H@@@SHPPEH@'&dWﬂoﬁi%’P@t% anti- -inflammatory,

aht%ﬁ&%ﬁ@éﬁ‘& §|%ﬂ8|abéﬁ5'ﬂf08 NESHbSHPE ¥) aNédmponent b) may be used
inflammatory, antiproliferative or anti-diabetic agent

congpmitaptly @rela@ﬁawweom KEmey sempfise inatrueions éqft'tslfgamsffaﬂon
on the specific dru | oyed, . on the condi tion bein
4. Upe g agliophpr %C?‘&ic?ﬁw"i‘ 55'6’6&#‘6%*?{% orgrelipdpiistralioB i q%ﬁned

abd\@ fBF BegbpadrBN@NGf DMebidaiBRY fop!h@\/dré\@ﬁmﬂ- oﬂtré‘atfr@ht 6 disorders
phar maceutj cal conposition suitable for

°%1‘H?ﬁ%?§t"?%ﬁ"@l‘%ﬁ by 4YHBRPGYERS AGERF & K 6 9- l?é‘%h ?ﬁ indicated above.

preventing or treating dlsorders or di seases nedlated

The mvsﬁmwm%rvl\gb%éﬁzeﬁ%@?? Wi refeisnes | irerto L SRAFIC e bpaknents.

nmet hod for preventl ng or treatl ng di sorders or

di se di ated tes and/o PKC..
e folguia Seies i G @l 17 MLl APt i AEde g
treat nent, V\,hl ch net hod corrprl ses adm nistering to
Compopi ARt ol B E Y SPoZE el BRSqin-4-yi pyrrole-2.5-
dione agd@tdsat rati on as defined above. 2.2 A nethod for

preventing or treating acute or chronic transpl ant
rejection or T-cell nediated inflamatory or

Sta-RXa1500t aasig corpessitie stardh.frons Colvdicatat ed above, in a
subject in need of such treatnment, which nethod
conprises admnistering to said subject an effective
anmount of a solid pharmaceutical conposition suitable

of oral admnistration as defined above. 2.3 A nethod

Exam preventing or treating disorders or diseases

250 g ofdbingioweld Byis mikedhwitio 290 gsactose spray dried, 200 g microcrystalline

cellulose, 12.5 g hydroxypropyl methyl cellulose 3 cps, 40 g Star-RX 1500 and 2.5 g colloidal
silicon dioxide (Aerosil 200) and subsequently screened. The mixture is then milled in a
Frewitt MGl device (Key International Inc. USA) using a 1000 um mesh screen. Magnesium
stearate is screened using a 800 um mesh screen and 5 g of the screened magnesium
stearate is blended with the Compound A mixture to produce a product composition.

The product composition is then compacted on a tablet press using a 18 mm long die to
form 250 mg strength tablets, each containing: 250 mg Compound A, 200 mg lactose spray
dried, 200 mg cellulose microcrystalline, 12.5 mg hydroxypropyl methyl cellulose 3 cps, 40
mg Star-RX 1500 and 2.5 mg colloidal silicon dioxide, 5 mg magnesium stearate.

Finally, a conventional water-based film coat is applied.



and/or PKC, e.g. such as indicated above, in a subject
in need of such treatnent, which nmethod conprises
woaemiar23s st rati on, e.g. concomtantly or in SeqUERZ®GE/001767
of a therapeutically effective anount of a solid
phar maceuti cal conpositiom&uitable for oral
adm ni stration as defined above, and a second drug
substance, said second drugsubstance being an
Exam Ii nosuppr essant, i mmunonodul atory,
—p%gi -inflammatory, antiproliferative or anti-diabetic
In a furttlenexameley theapracask elaxampimhbiscreprgated exprpt i the wicrocrystalline
[ ' . i a) asolid
cetuios§ RTIEHRELS BY mifrolhysBu biicRETROLNSES T “ora
adm ni stration as defined above, and b) at | east one
cond agent selected from an i munosuppressant,
E)-(ﬂp-llg—ﬁ"l‘runom)duI atory, anti-inflammatory, antiproliferative
In a furthadexample,dhe bescess af expmnte isoieerated exert tiadinent b)
] fi &sHee30. The kit ma
hydrox;’éggcyrggpﬁestg ?:%g@?%@c@%%lg%dﬁy ﬁié\hﬁayclf?n@ ﬁ)i“st ratoi'on. 4, Usey
of a solid pharmaceutical conposition suitable for
Exam |8I‘4<’31| adm ni stration as defined above for the

paration of a nmedicanment for the prevention or
The pracedare s Examplesi tsiordlierepested) iexernt dhat Gampaupd Al replaced by 3-
Sna¥rRIRG b 01 : 4-SeRras-2 Mdiosat ed above.
(1.H Ir'&Iiéleng) W\%ﬁ%?ﬁg%&\%ﬂ ylﬁ?&nggolg\eigylﬁ ed wth reference to
the follow ng specific enbodi nents. The foll ow ng
Exam fxampl es are illustrative of the i nstant invention,
hout limtating. Conmpound A 3-( . 303
The pracesirsi of dxpmplas ) tod jsTepentpd eGeRtihalGampaund A fsyrepjapshy 3-13-
_dihlRidrovibe _RbSuidoftr-14iA0g-rashiiafreirkial-5- rreW%-2,5-dione.
“.7 du%os%:lré%éljé%ﬁl({//l; %gﬁ%lraglg;?-gil qut arch from Coly(?frp?on.
Exanple 1 250 g of Conmpound A is mxed with 200 g
| act ose spray dried, 200 g mcrocrystalline cellul ose,
12.5 g hydroxypropyl nethyl cellulose 3 cps, 40 ¢
Star-RX 1500 and 2.5 g colloidal silicon dioxide
(Aerosil 200) and subsequently screened. The m xture
is then mlled in a Frewitt M3 device (Key
International Inc. USA) using a 1000 nm nesh screen.
Magnesi um stearate i s screened using a 800 mm nesh
screen and 5 g of the screened magnesi um stearate is
bl ended with the Conmpound A m xture to produce a
product conposition.



The product conposition is then conpacted on a tabl et
press using a 18 mmlong die to form 250 ng strength

woablemb®sseach contai ni ng: 250 ng Conpound A, ROO/ERZN06/001767

CLAIMS

| act ose spray dried, 200 ng cellul ose

m crocrystalline, 12.5 ng-hgdroxypropyl nethyl
cellulose 3 cps, 40 ng Star-RX 1500 and 2.5 ngy
colloidal silicon dioxide, 5 ng magnesi um stear at e.
inally, a conventional water-based filmcoat is
appl i ed. Exanpl e 2: In a further exanple, the process
of exanple 1 is repeated except that the

1. A solig ﬁﬁé?ﬁlra}fé}tﬁ:H (%drﬁpc%? oh@u?étﬁe 'f(ir ec{r?ﬁe{dﬂﬁﬁgtrgﬁn °°|n-'é)ri§i;n9|a# .

m crocrysta icified ose. Exanp

indolylmajeintide desivatiyst @f formdapr ocess of exanple 1 is repeated

except that the hydroxypropyl nethyl cellulose is

repl aced by pol yvinyl pyrrolidone 30. Exanple 4: The
procedure of Exanples ﬂto 3 is repeated, except that
Compound A is repl 2= by
(f.H -indol-3-yl)-4-]2 [
|']-pyrrole-2,5-di ong
Exanples 1 to 3 is repeg
repl aced by 3-[3- Rb T
(4, 7-diaza-spiro[ 2. 5] oct-75yl)-isoquinolin-1-yl]-4-(7-
net hyl - 1Hi ndol - 3-yl ) -pyrrol e-2,5-di one. CLAIMS 1. A
solid pharnmaceutical conposition suitable for oral

i n-1-yl)-quinazolin-4-y
, The procedure of
{cept that Conpound A is

whereiri”‘dm ni stration conprising an indolyl mai ei m de

derivative of formula | wherein Ra is H, Cl-4alkyl; or

R. is HOTr4lkyk ot Csuaiet substiodedby OH, NRLONHSHGIkylat Kidi-Caxalkyl)s;
Ry is H,{ﬁrd(;{d%%%ﬁa' kyl)2; Ro is H or Cralkyl; Ris a radical

la (a), (b), (c), (d), (e) or (f) wherein each

R is a reflicRbf fdvhulaRa), (B% (¢), R, @yadr @14 is OH SH a

het erocyclic residue; NRL6RL7 wherein each qf R16 and
R17, 'nd@ endently, isRq orCl-4al kyl or R16jand R17
formto r with the @O
&%W i! Rj“
R, R, R,
) (b)

(a (c)
Ro Ria Rys R'15\
T s B =
N R, R, Ry,
(d) (e) Y,

wherein

each of Ry, R;, R7, Rg, Rypand Ry, is OH; SH; a heterocyclic residue; NRsR4; wherein each

of Rysand Ry7, independently, is H or Cyalkyl or Ryg and Ry7 form together with the

nitrogen atom to which they are bound a heterocyclic residue; or a radical of formula o
-X-Re-Y (o)

wherein X is a direct bond, O, S or NRys wherein Rqg is H or Cy_alkyl,

R; is Ci4alkylene or C,alkylene wherein one CH; is replaced by CRR, wherein one of

R« and Ry is H and the other is CH; each of Ry and Ry is CH3 or R, and R, form

together —CH,-CH,-, and



nitrogen atomto which they are bound a heterocyclic

residue; or a radical of fornmula a -X-Rc-Y (ct)
woheremoresX is a direct bond, O S or NRL8 wher eCWERL®6/001767

is Hor Cl-4alkyl, Rc is Ctal kyl ene or C al kyl ene

wherein one CH2 is repl aced7by CRxRy wherein one of Rx

and Ry is Hand the other is CH3 each of Rx and Ry is

CH3 or Rx and Ry formtogether -CH 2-CH2-, andY is

Y%Q_IBBQMLQ) thd f‘erhﬁ'fa%é}%n 9 n*?gﬂd %tééﬁﬁ?ébdfrérﬁ (ﬁ-?laeﬁétgl%cil%ﬁ%;idue

eterocyclic rESI R20Onhéerei n eac
aod - NE@Ra)nrdwqr@ageﬁg@pfeﬁd@m&o indlependeptly. isdfl.d2dsrydloaliyd-Ca.

k
R LG T T e S
carbgataken byiQHh or Rey andiR-o0 fpem tagethen witwihe giiiragesatamdo which they
.esi due; h of R2, R3, R5, RS,
%OH%% R%%'%Wﬁ‘%géélﬁi Zf}ld lFJ{'615ea|Cndgpendent ly, is H,
each ohlai Bg s, RER4ARIk REz, RGFR1s @ R'gHndependedilikidxipalogen, Cyaalkyl,
1-Aal Kyl d E

cFi OR,. &Y lgﬂ Q)%Q%H(%Allgﬂhlio Ng&aéd% N CH}!}@ EPgN
eitherE ISr’r@lﬁﬂamC*aG(ﬁ)t-ﬁUH@If Bjis stblstandu® és;N+@ntree formor in
r|ngA|Q'?>@ﬂ&%‘ﬁ§‘éBﬂ)&iﬁlt{ac¥ acceptable salt. 2. A conposition

to claim1l wherein the conposition conprises
in free frgmtay IWQ%WCM@M aesieptaite $aldol yl mal ei mi de
derivative, based on the total weight of the
conposition, the total weight of the conposition
2. Axsimpgsition acerdingfto glairafi|veherein e easppasitiotsioatprises 80 to 70% by

weight gﬁhghtt\dolﬁmaélrﬁlegﬂggvétﬂv@ rbe%%@ %ﬁ%@ﬁbtél Qve?dtﬁ:omhlz &fmpﬁsﬁi'om the

conprising in addition at |east one

total wejghtys $he campasitionhgingg int epselohPriatistniherteiahtables core welght
conposition conprises from15 to 65% by wei ght of the
filler, based on the total weight of the conposition,

3. Acppasition ageorging terlaimd o slayp S conmisingiim gddition atlgastgne filler.
a tablet, the total tablet core weight. 5. A
conp03|t|on accordi ng to any precedlnq claim

4. Aceampasiiongeatrdingda claling whesein g eROSIon cRMsisps I thto 65%

by welg?hq %Pfh‘é' fn9r 'bgsé"d &h fﬁeﬁot&‘@é hioftthE cERPRAERdH, it tobR NRIdHE 8B the
t he di sintegrant, based on

composgifjan b@ﬂm in \ﬁéi*gﬁ a tﬁblq% Hbe &iﬁida%lﬁ& FRHR W total weight
of

5. A composition according to any preceding claim comprising at least one disintegrant.
6. A composition according to claim 5 wherein the composition comprises from 5 to 15%
by weight of the disintegrant, based on the total weight of the composition, the total weight of
the composition being, in case of a tablet, the total tablet core weight.

7. A composition according to any preceding claim comprising at least one glidant.

8. A composition according to claim 7 wherein the composition comprises from 0.5 to 1%
by weight of the glidant, based on the total weight of the composition, the total weight of the

composition being, in case of a tablet, the total tablet core weight.

9. A composition according to any preceding claim comprising at least one lubricant.



the conposition being, in case of a tablet, the total
tabl et core weight. 7. A conposition according to any
wonewmad223g§ cl ai m conpri sing at | east one gl i darCT/EB2004001767
conmposition according to claim?7 wherein the
conposition conprises from&-5 to 1% by wei ght of the
glidant, based on the total weight of the conposition,
the total weight of the conposition being, in case of
a tablet, the total tablet core weight. 9. A
conposi t| on according to any preceding claim
10. Acompositiomgeenrding ésclaion® whetsin ermonposition compasest frdn 0.5 to 2%
[ n
by welgf\F SfQEg lLE)ng&Z@}%dangth@@c?Eﬁ#lQ?ﬁt% t r Il ﬁﬁtioﬂbtglgg%g\ir\{élﬁﬁt of
the contpositipn baingwisi agise Obﬁ tatﬂ\@ tb@r’f'pf@kﬁab!ebﬁoreml’ttot al wei ght
of the conposition being, in case of a tablet, the
total tablet core weight. 11. A conposition according
1. Atcompogitipn eceatiling teary precedipg Fisinn gorprisiegat leantenpibinger..
12. A conposition according to claim1l wherein the
conposition conprises fromO to 5% by wei ght of the
12, Aotordeesitidneansdrding toteaimdilavhereinder campesiioncompsises fram, 0 to 5%
by we:g‘gPtSfa tb?tbﬂ%de\“%a%& toﬁlfthé f?)%l GRIgeSH ﬁwb%n#b%bnﬂ&a thé‘tdfél%l@'ft of the

t’he a et core wel ght., 13.
composiiiafpering. i Aasecefdr tablel th%tOéﬁ'Nal?ﬁfé@é%lWﬁ'QhEI ai m
conprising at |east one surfactant. 14. A conposition
according to claim 13 wherein the conposition
13.  Agemnosities aceaseing te anBpEESGding CEIR comPiiFed stiepgiang furfactant.
based on the total weight of the conposition, the
total weight of the conposition being, in case of
14.  ArcepInssitiop gecarding to elaisn gg vhigrein {s; gprosifign cpmprises fr om 0 to 3%

by welg&g Bpﬂé'shl‘fg&aﬁtc BQ:Eéi‘i é}gthEQot@Welgﬁﬁonﬁe EdrApEBiHion, i tdthl weight of

ein the f is selected froml actose,
the comnqg’rt@erqﬁmgam ¢aﬁe Oéélt@td%ﬁ‘@ totdl tablgt P9@twhtne
silicified cellulose, starch, cal cium phosphate and
saccharide. 16. A conposition according to one

15.  Aggomnesitign @scardingrie aaY Ang ACIAMS; hicclyrwiareindng E'I'G‘édft geected from

lactose! ﬁﬁﬁ%&%tﬂﬁlﬁé cOlufsENBforoi dt8ifitd HiGRIUEAGIDEE)| starsh, dAdiah ,
fied starches, starch derivatives, cr ossl i nked

phOSDh@EﬁW?ﬁﬂcb?ﬁ'%l i dones, alginic acid or sodium
al ginate, methacrylic acid divinyl benzene copol ymer
salts and cross-1inked sodi um car boxymet hyl cel | ul ose

16.  AlcPMpRsiigRASSerdingrio QB8 8F elpie 2 e thyherki e disnipgrantys sglected
from nét@raY\@t%Fc?ieQ (N%%tl@ Eérﬂéﬂé&&bfé SHRLRSS, %dﬁffeﬁ@teﬂ'bﬂwés? @tarch derivatives,

silica, neS|umtr|S|I|cate

crosshr&@rimg*yygylpygplg:}oggs aqlgjmp Zcid or sodium alginate, n%%acryhc acid

divinylbenzene copolymer salts and cross-linked sodium carboxymethylceliulose.

17. A composition according to any one of claims 7 to 16 wherein the glidant is selected
from silica, colloidal silica, magnesium trisilicate, powdered cellulose, starch and talc.

18. A composition according to any of claims 9 to 17 comprising magnesium stearate as

lubricant.



18. A conposition according to any of clains 9 to 17

conprising magnesi um stearate as |ubricant.19. A
woaopae2asson according to any one of clains 1 RCT®PA®6/001767

wherein the binder is selected from starches,

hydr oxypropyl cellul ose, hydroxyethyl cellul ose,

hydr oxypr opyl net hyl cel |l ul ose, hypronel | ose and

pol yvi nyl pyrrol i done. 20. A conposition according to

t L t i
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ceuulos%fép%@b@%gec%@ﬁ%@b%gh&gehe i ndol yl mal ei ni de

3(IW-indoI 3-yl)-4-[2-(4-methyl -pi perazin-1-yl)-quin
g cal l.
20, AERtpcipoberfih 3hf of oty PRFIANGRIAL ERABMIGHS i he
form oftaacmleoir alabletrihe tabtet Reingwiptiordlly coaledi ndol yl mal ei nmi de
derivative conprises
3-(IH -indol-3-yl)-4-[2-(pi perazin-1-yl)-qui nazol i n-4-
21.  Agdmpegitionlagcord®g tdiaoy ef daims bivedtraderain thel ingolyimaleimide
f
derlvati% %89\&)?‘9«%593 ??Ht mtdgpﬁ gl‘? - &Z%ahn”éér'}gﬁ %iu} 23@ cf/l{?r?é%lbﬁ;rlﬁ ﬂ%rc]e
yrrole@@-dmﬂqy@ Rf@ﬁpafpey@gally acceptab!e salt thereof
3-[3-(4, 7-di aza- spi ro[ 2. 5]oct 7 yI)-|soquinoIin 1
yl]-4-(7-methyl-1 Hindol - 3- rrol e-2, 5-di one or
2. Abphepriiosadoring ip syl m & © 2D Whareindos idoiimimice
derivative EBRDIEELE- (?‘FP%QI Wl)h"[ﬂﬁ%en%fzmci - -BindzdiR-Ay]-bPFold$8s-
preventi ng di sorder5'or di seases
dione Of'fé‘d?f‘@f@ac%&ilcqﬂ)ﬂ%ﬁ%ﬁéb'?tség thaigpfor PKC in a subject in
need of such treatnent 25. A process for producing a
sol i d pharmaceuti cal rTPOSI tion suitable for oral
23.  Agemppgtionaceerding o qf@ aigs 39 28+ wherginifie indplyinaleimide
denvatﬁf@ %Bmp%éwa |[:( ), 7@&5@9;@[@ s]mmwi-u%lﬁh&hdﬁ¥lﬂﬁf(r Yﬁéthﬂﬁ H-indol-

formla defined 1n cl
3-yl)- pmoée ﬁt%@?%ﬁh?ra ah@rmaﬁawﬁcaahacce@ﬁ%ﬁﬂ thereohy b nder ; (b)
m xi ng, dry conpacting, mlling, granulating, dry| ng
or compacting the m xture obtained in (a); (c) mxing
24. thnﬁs’ém@c%mutﬁ @ay Phelaigys hia 28 for psm iy Rrayanting @y treating

disordePPbt §iB8Ade% rﬁ&ﬂét@& b?g' IFAEndSlesHIATHUA 1 £8Mjddith n@e@ of'%uch

process according to claim?25 wherein in step (b) t
treatmeftyt ure is wet granul at ed,

25. A process for producing a solid pharmaceutical composition suitable for oral
administration according to any of claims 7 to 23 comprising: (a) mixing an indolylmaleimide
derivative of formula | as defined in claim 1 with a filler, a disintegrant, a glidant and,
optionally, a binder; (b) mixing, dry compacting, milling, granulating, drying or compacting
the mixture obtained in (a); (c) mixing the mixture obtained in (b) with a lubricant; (d)
optionally tableting and (e) optionally coating.

26. A process according to claim 25 wherein in step (b) the mixture is wet granulated,
roller compacted or compressed.



roll er conpacted or conpressed.27. A nmethod for

preventing or treating disorders or diseases nedi ated
woyoob/oysphocyt es and/ or PKC in a subject in neet/E®2006/001767

such treatnent, which nethod conprises adm nistering

to said subject an effecti-wg-anount of a solid

phar maceuti cal conposition suitable for oral

adm ni stration according to any one of clains 1 to 23.
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27, RapgsFodloind BRI EBGE L leaAURASEILA, T pppocyis
and/or §iK@inza subject frnez@l dfstich ieatpreppavhich wathotl campeséadrpinistering to
sid st BESAPERASHLLA 08 TRl Bkatl LIRS sl oo

administration according o any one of claims 1 to 23.

28. A use of a solid pharmaceutical composition suitable for oral administration according
to any one of claims 1 to 23 for the preparation of a medicament for the prevention or

treatment of disorders or diseases mediated by T lymphocytes and/or PKC.



