Use of Pyrim dyl am nobenzam de Derivatives for the
Treatment of Fibrosis The invention relates to the use
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bel ow or pharmaceutically acceptable salt thereof for
the manufacture of pharmaceujical conpositions for use
in the treatnment of fibrosis, to the use of a
pyri m dyl am nobenzam des of fornmula | or
phar maceutl cal | accet .abl e sal t ther eof in the
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pul monary fibrosis. Pulnmonary fibrosis is a conmon

pat hol ogi ¢ reaction to non-specific post-inflammtory
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Pulmonary fibrosis is a common pathologic reaction to non-specific post-inflammatory local
fibrosis as well as specific processes that occur in interstitial pneumonias. Fibrotic changes
cause functional dysfunction and are categorized as disease entities ( e.g. interstitial

pneumonia and bronchiectasis).

Fibrosis of the lung may occur in five distinct patterns: bronchial, interstitial, parenchymal,
pleural, and vascular. The different patterns will to a great extent determine the type of
functional disability, and may often coexist.

- Bronchial fibrosis will produce functional changes associated with diffuse obstructive

emphysema.

- Interstitial fibrosis will produce essentially diffusion disturbances.

- Vascular fibrosis will produce pulmonary hypertension.



- Interstitial fibrosis will produce essentially
di ffusi on di sturbances. - Vascular fibrosis wll
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fibrogl$- "unknown cause. In one embodi nent the present
invention relates to sclerodernma, which is nediated by
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In one embodiment the present invention relates to scleroderma, which is mediated by

DDR1 (discoidin domain receptor 1) or DDR2 (discoidin domain receptor 1) kinase activity.

It was now found that the pyrimidylaminobenzamides of formula | as defined below can

modulate fibrotic disorders, thereby providing patient benefit.

Hence, the present invention relates to the use of pyrimidylaminobenzamides of formula |



al kyl, | ower al koxycarbonyl -1 ower al kyl, or
phenyl -1 ower al kyl; R2 represents hydrogen, | ower
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or different radicals R3, cycloal kyl, benzcycl oal kyl,

heterocyclyl, an aryl group,3o0or a nono- or bicyclic

het eroaryl group conprising zero, one, tw or three

ring nitrogen atons and zero or one oxygen atom and

zero or one sulfur atom which groups in each case are

unsubstituted or nono- @flysubstituted; and R3

represents hydroxy, lo koxy, acyl oxy, carboxy,

| ower al koxycar bonyl | , Nmono- or

N, N- di substi t ut ed ﬁarbanﬂyl i no, nono- or

di substi tuted am no, cthoaIk |, heterocyclyl, an aryl

group, or a nono- or bicyc teroaﬂyl group

conprising zero, one, two O ee rhng ni trogen atons

and zero or one oxygen atom™s 0 ne sul fur

atom which groups in each case ar|g unsubstituted or

nono- or pol ysubstituted; or wheré&n Rl and

toget her represent alkylene with four, five Si X
wheregr bon at ons optionally nono- or disubstituted by

| ower al kyl, cycl oal kyl, heterocyclyl, phenyl,

hydr oxy, | ower al koxy, am no, nono- or disubstituted
(a) Panfienotes @xayridplyr i dyl , pyrazinyl or pyrimdinyl;

benzal kyl ene with four or five carbon atons;

oxaal kyl ene with one oxygen and three or four carbon
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carl no ato er el itr stitute or
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al koxycar bonyl -1 ower al kyl , carboxy Iomer al kyl ,
car bamoyl -1 ower al kyl , N-nono- N, Adi substi t ut ed
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di net hyl am no yrr0|
or mera-iey Pplygulistitutéd; @pdomet hyl ) pheny! and R | s nmethyl; or
of a pharmaceutically acceptable salt thereof alone or
i n conbination with another active conpound for the
R3 represpats dity ey obwer gkasynmacydonyi carboxyo tqyes ialkoaycarioenyl, lvarbamoyl, N-

mon(B-roF“r"i\},H?Jigub%{itutédbcra?t%r%yl, amino, mono- or disubstituted amino, cycloalkyl,
heterocyclyl, an aryl group, or a mono- or bicyclic heteroaryl group comprising zero, one,
two or three ring nitrogen atoms and zero or one oxygen atom and zero or one sulfur atom,

which groups in each case are unsubstituted or mono- or polysubstituted;

or wherein Ry and R; together represent alkylene with four, five or six carbon atoms
optionally mono- or disubstituted by lower alkyl, cycloalkyl, heterocyclyl, phenyl, hydroxy,
lower alkoxy, amino, mono- or disubstituted amino, oxo, pyridyl, pyrazinyl or pyrimidinyl;
benzalkylene with four or five carbon atoms; oxaalkylene with one oxygen and three or four
carbon atoms; or azaalkylene with one nitrogen and three or four carbon atoms wherein
nitrogen is unsubstituted or substituted by lower alkyl, phenyl-lower alkyl, lower

alkoxycarbonyl-lower alkyl, carboxy-lower alkyl, carbamoyl-lower alkyl, N-mono- or N,N-



Preference is given to pyrimdyl am nobenzam des of
formula I, wherein py is 3-pyridyl and wherein the
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al kyl, 1 ower al koxy-Ilower alkyl, acyloxy-Ilower alkyl,
car boxy-1 ower al kyl, | ower al koxycarbonyl -1 ower al kyl,
or phenyl -1 ower al kyl; nore preferably hydrogen; R2
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het erocyclyl, an aryl group, or a nono- or bicyclic
het eroaryl group conprising zero, one, two or three
ring nitrogen atons and zero or one oxygen atom and
or of agpr@rmacaricaliyadcaptabienalt therechalgneops combartinn wétk @nather active
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wherkini the dadicdls fhuwa)ly thdependdntip od eatthythd pieae\th¢ fdlewngmelmings:
al so known as "nilotinib". The general terns used
her ei nbefore and herei nafter preferably have within

ot R, EPrIseXis I'@/Hrdd%hslo%ﬁ §I|k9|5ld>W@r bik@xj @WeﬁWk?IQad&W@@LIG\Qén alkyl,
unl ess otherw se indic refix "lower"
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at ons eralcals in question being either linear or
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P: ﬁrre (ﬁ'ﬂ'fetzr ud rglbfgﬁltsLaﬁksg%/cf %ﬁk&%ﬁ@ﬂg%gﬁlkyﬁﬂge%cy@@g ah &1 group, or a
mono- or bicyclic heteroaryl group comprising zero, one, two or three ring nitrogen
atoms and zero or one oxygen atom and zero or one sulfur atom, which groups in
each case are unsubstituted or mono- or polysubstituted;

¢ Rsrepresents hydroxy, lower alkoxy, acyloxy, carboxy, lower alkoxycarbonyl,
carbamoyl, N-mono- or N,N-disubstituted carbamoyl, amino, mono- or disubstituted
amino, cycloalkyl, heterocyclyl, an aryl group, or a mono- or bicyclic heteroaryl group
comprising zero, one, two or three ring nitrogen atoms and zero or one oxygen atom
and zero or one sulfur atom, which groups in each case are unsubstituted or mono-
or polysubstituted; and

e R, represents lower alkyl, especially methyl.

A preferred pyrimidylaminobenzamide is 4-methyl-3-[[4-(3-pyridinyl)-2-pyrimidinyllamino]-N-
[5-(4-methyl-1H-imidazol-1-yl)-3-(trifluoromethyl)phenyl] benzamide, also known as

“nilotinib”.



a single compound, salt, or the like. Lower alkyl is
preferably alkyl with fromand including 1 up to and

wo pmbudionyg 7, preferably fromand including 1 pOI/APZNN/0S8940
including 4, and is |inear or branched; preferably,
| oner al kyl is butyl, such ag_n-butyl, sec-butyl,
i sobutyl, tert-butyl, propyl, such as n-propyl or
i sopropyl, ethyl or nethyl. Preferably | ower alkyl is
met hyl, propyl or tert-butyl. Lower acyl is preferably
fornmyl or | ower alkylcarbonyl, in particular acetyl.
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the nolecule via a bond | ocated at an aronmatic ring
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aryl is an aromatic radical having 6 to 14 carbon

atons, especially phenyl, naphthyl,
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lineag gblyrancheasnvith sieglp o imlltiple @r@helmn@d from am no, nono- or

di substituted am no, hal ogen, |ower alkyl, substituted

| ower al kyl, |ower al kenyl, |ower alkynyl, phenyl,
Wherlg/tthemkyral fetrhér udeidddr compsings.i faltedartiytie dikg,, thiniig tagen to mean also

a S'”@éacg’?”r%’%% XY or tﬁgﬁ Eél fied car boxy al kanoyl, benzoyl,

R 'hdno- oF N, N-di substituted car bam)yl
am di no, guani di no, ureido, mercapto, sulfo, | ower

I | h h - | kyl t hio,. |
Lowd o stk nlncior AR TnsTiePieR ] v b Bkip P preterably
from rahemdludmyveto alhd<Mbl$1uInfgl4nﬁhd id Imeer oabrsyt e pydfeabllyi lyder alkyl is

oty s S e B BRI TR B B 5255 orsopropy.,
ethyltR InRgRN - PreveR bl | dwdr AR Cig Phedhy| Nerbed &R 1d oM@y .

al kyl sul fonyl, such as especially
trlfluoronethanesulfonyl di hydr oxybora (-B(OH)2) |,

LowdtelcIio BhFrably f@fmwepbmralhyléyr%b dﬁ inaficORF ¥betgr OUp and
| oner al kyl ene di'oxy bound at adjacent C-atons of the

ring, such as nethyl ene di oxy. AryI is nore preferably

An aﬂhﬁﬂiﬁb’ls Qﬁlhﬁn}fﬁﬂc r%|C$I%H|@rhbé4fogﬂé‘m‘fh@%olewé QB d PorA6bated at an

caSe I's either unsubstituted or ind epen ent
aromgiip §ng caibed akgm @hthecsadlt:aiokatmgnefqrw@lrﬂr@,bm@@tt ol israprgromatic
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fluorémyver pledniapthremyl.canddy unsitlsiitutedogr subbiityted-tdyoweroranhdog preferably
up to(e}h%e E%’%%:th%ﬂg%¥ Wé %ub%rtlltlféiﬁtspggé%lally sgﬁ{edﬂowgr%ﬂ%, mono- or
dlsubnhtwugd amadi balggen, dxwmfr adtyk \substeutgd Imrrayl{yl ¢0wq5rraﬂfw1|yt lower
aIkynlg/ﬁlp%% '] hy%vr\gxry e{heyhéd or eqstertlflreldfhlyg%&g nl{ro cyano carboxy, esterified
carboxy, alkanoyl, benzoyl, carbamoyl, N-mono- or N,N-disubstituted carbamoyl, amidino,
guanidino, ureido, mercapto, sulfo, lower alkylthio, phenylthio, phenyl-lower alkylthio, lower
alkylphenylthio, lower alkylsulfinyl, phenylsulfinyl, phenyl-lower alkylsulfinyl, lower
alkylphenylsulfinyl, lower alkylsulfonyl, phenylsulfonyl, phenyl-lower alkylsulfonyl, lower
alkylphenylsulfonyl, halogen-lower alkylmercapto, halogen-lower alkylsulfonyl, such as
especially trifluoromethanesulfonyl, dihydroxybora (-B(OH),), heterocyclyl, a mono- or
bicyclic heteroaryl group and lower alkylene dioxy bound at adjacent C-atoms of the ring,
such as methylene dioxy. Aryl is more preferably phenyl, naphthyl or tetrahydronaphthyl,

which in each case is either unsubstituted or independently substituted by one or two



hydr oxy-1 ower al kyl, e.g. hydroxymnethyl or
2- hydroxy-2-propyl; |ower al koxy-Iower alkyl; e.qg.

woredihooset hyl or 2- nmet hoxyet hyl; | ower PCT/EP2009/058940
al koxycar bonyl -1 ower al kyl, e.qg.
met hoxycar bonyl net hyl; | owergal kynyl, such as

1-propynyl; esterified carboxy, especially |ower
alkoxycarbonyl e.g. nEthoxycarbonyI, n- pr opoxy

bonyl or iso-pro car.bonyl ;: Nnono- s b titut ,
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Carb@Wh@taylkyq\Neg at_lxwpyl; sycb ra§f1eprgbyrwl @s@ﬂr@pd @gmoxy especially lower
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efer nmet er e or nore, especia up to
metrGlep b e Py S HEY TS  pr asent . primar: 1y 11 om ¢ he
group selected from hal ogen especially fluorine,
am no, N-Iower al kyl am no, N-di -1 ower al kyl ami n

A oy RPAIBFOR IR BIRSG/PAM BaOPIPHr BYOPSE OB G BK G/C GRS, and may

be uRdUpQHNfER HR0YLttuRa %y@ﬁ@W'mdr@Vh%rpeéﬁbfﬁpéfr}@é\f th/@néfubstltutents
Trifluoromethyl is éspecially preferred. Mono-

selecied fipatthe gravg d@ﬁf‘%abgvee%sp%@isﬁquﬁm%w ﬁ@’l Smﬂ?%tpmfﬁ’ta@a' yjower
alky!! oé'lféh%rs rﬁ&ﬁylr I%We? Qik%xf‘ %h@r%@%e‘tlﬂg? B BQI%Q% | h9BiroRPand further by

her from | ower alkyl, such
0X0 Wuwktp 3 rnEe ragksuch asie lbea%cyzlonwtwmr;k@mwdofleéwer
al koxy | ower al kyl, such as methoxy ethyl;
phenyl - | ower aIkyI, such as benzyl or 2-pheny|ethy|;
Substibued aliyikanibyl 3s lsstciefingd @spegially lbeerzaiyl,; pretepaly methedl where one

or msr%n ejcla{IIV\’QSrt(?'tH?eé %%b?ﬁl&é% n{ q#eerﬁ' n§ ;?rﬁwpaerﬁ {)r{r,%r,le group

€ or nore, y one
selected from halogen, espeC|aIIy fluorine, amlno N-lower aIkyIamlno N,N-di-lower

alkylamino, N-lower alkanoylamino, hydroxy, cyano, carboxy, lower alkoxycarbonyl, and

phenyl-lower alkoxycarbonyl. Trifluoromethyl is especially preferred.

Mono- or disubstituted amino is especially amino substituted by one or two radicals selected
independently of one another from lower alkyl, such as methyl; hydroxy-lower alkyl, such as
2-hydroxyethyl; lower alkoxy lower alkyl, such as methoxy ethyl; phenyl-lower alkyl, such as
benzyl or 2-phenylethyl; lower alkanoyl, such as acetyl; benzoyl; substituted benzoyl,
wherein the phenyl radical is especially substituted by one or more, preferably one or two,
substituents selected from nitro, amino, halogen, N-lower alkylamino, N,N-di-lower

alkylamino, hydroxy, cyano, carboxy, lower alkoxycarbonyl, lower alkanoyl, and carbamoyl;



substituents selected fromnitro, am no, hal ogen
N-I ower al kyl am no, N, N-di-|ower al kyl am no, hydroxy,
wa@yanog7osar boxy, | ower al koxycarbonyl, |ower aP&ERP2009/058940

and car banoyl ; and phenyl -1 ower al koxycarbonyl, wherein

t he phenyl radical is unsubsyituted or especially

substituted by one or nore, preferably one or two,

substituents selected fromnitro, am no, hal ogen

N- |1 ower al kyl ani no, di -1 ower al kyl am no, hydroxy, ,
and %hféWb'OW@é?'Bg&XParqaneY"hﬁT%W&&PBHrYW'Ca'I'%Wé%“bé %E?ﬁo%ﬂesloec'a”y

subs@iitb Y BRNEYthoreaprbidrablp oAk F 8k, ubstitoyRs s@bktgl &@hM@itro, amino,
such as N net hyl ami no, hydr oxy “lower al kyl am no, such

haloggp, QL'HV’GF%'WE\WWI bJrh"Hb'OWPF Qlkylﬂw}o(aiawfp@pwancr Gakhoxy, lower

alko@lcg%ﬁy BWer alﬂ!arlfdéJI arﬁ%%hoa@l%ﬁeénla%‘}ére?éramgl N-lower alkylamino, such
ower a am no, such as benzyl am no,

as mewhﬂﬁm!%\/\évdraxkémwwam% Ruefyas Pmemthwmm Bwer

rcr SR e Aoy S UG B4 RS A onch e st

suchsas| hepz@dminog i, Nﬂelogaeoakbylamm Nsphregybleweoglkdr-teaves atkylamino,

T o e i T

selededfointtoe eubulpycomarlsmg(henamlaml,nocandanlhsoylbgwéraallag@carbonylamino,

Wher%)mgﬁg thﬁ)ll P4 Lal ‘?n g h@s urg\é'ul[\)l's O\{y%r P%J E;/I sﬁﬁ%@%p by nitro or

cyano, caTh R a oxyca
aminal &raaisyy by halagdraramyiho, cN-Ioamr atxgantiom W, ldrdi-froover alkylamino hydroxy,

t Q. .
cyangy S BSDA T a%%%"x?%ﬁeﬂwb?qvmrﬁ&%ﬁﬁ'p?aaﬁ%fmaﬂ % AMinggagoonyamino.
Disulostiagtb yim@ieis alﬁoﬂOweI@aI@ller’fﬁJﬁmh’r@l & @Opyl’ftﬂldIHOV\E-TOXOpyI‘I‘OlldInO or

plpera %gh%rspggalgﬁ]eﬂe agnrrg_, H{}}er acéllag,g% qr)i er, SUbag/lle%gta?nqno e.g.

piperfdiEb P Xygdshemd Mpsrariag) sikh dg- IdiSergsinEer AL | 'y
fluorine, chlaorine, bromne, or iodine, especially

methoxy G IPIRGIPARP-ne. or bromi ne. Etherified hydroxy is

especi al | y C8-C2oal kyl oxy, such as n-decyl oxy, | ower

al koxy (preferred), such as nethox et hoxy
Haloggrbﬁrel%?q:lgljwﬂuogpet(@g\lqrmgupwg@ orp}%}wpspmly flgpmy;hlorme or
brommtch as benzyl oxy, phenyl oxy, hal ogen-Iower al koxy,

such as trifluoronethoxy, 2,2,2-trifluoroethoxy or 1,

1 ,2,2-tetrafl uoroethoxy, or Iovver al koxy which is

Ethegﬁsxebslyro‘rmg e?ﬂedmlg%g-@zo m@ 5)%/ ?@rgfﬁ 95 l Iog\{%ngXk%/)?} (bgeferred),

nitro
suchwdsi rogthpxy, sthexy.i lsmrewlw priededylgxy, pba@yirlcager alkoxy, such as

benz%l'f%% :pzh%ﬁf g 3% élangenR(y\X/érgé lf/clxy e%%g ?sg}iﬂgﬁ% (?ghgz(}?‘ %Z%Iuoroeth oxy
or 1 szmﬁrdﬂmqroﬂyoxmbdlmgelr ,alkes}pwblcallé sulBtipyed oy oongH gr bicyclic hetero-
aryl (pc}ﬁqp?rlzsimrg];ycl)rfe or two nitrogen atoms, preferably lower alkoxy which is substituted by
imidazolyl, such as 1H-imidazol-1-yl, pyrrolyl, benzimidazolyl, such as 1-benzimidazolyl,
pyridyl, especially 2-, 3- or 4-pyridyl, pyrimidinyl, especially 2-pyrimidinyl, pyrazinyl,

isoquinolinyl, especially 3-isoquinolinyl, quinolinyl, indolyl or thiazolyl.

Esterified hydroxy is especially lower alkanoyloxy, benzoyloxy, lower alkoxycarbonyloxy,
such as tert-butoxycarbonyloxy, or phenyl-lower alkoxycarbonyloxy, such as

benzyloxycarbonyloxy.



I soqui nolinyl, especially 3-isoquinolinyl, quinolinyl,

i ndolyl or thiazolyl. Esterified hydroxy is especially
wo emenomBkanoyl oxy, benzoyl oxy, | ower PCT/EP2009/058940

al koxycar bonyl oxy, such as tert-butoxycarbonyl oxy, or

phenyl -1 ower al koxycar bonyl oxy, such as

benzyl oxycar bonyl oxy. Esterified carboxy is especially

| ower alkoxycarbonyl such as tert-butoxycarbonyl,

I, Sopr opoxycar bon | met hox car bonyl or hoxycarbon
ESteiﬁff?é’rﬁﬂr&W\A%Ps%q X;FE"éF‘rr @BW¥ ar%‘?”ybﬁé‘ﬁ@/P%WE%‘FBWWO”\;' 1S0-
prop&U@QﬂtﬁM%l h}‘étrﬁfxyéﬁibbﬁw oﬁéﬂﬁ}zﬂkﬁ,@ﬂk&m{ Rhet%ﬁ-ﬂﬁ@ér%'lldo)(yéa‘?h&@fyl or

kanoyl, e.g. acetyl. N Mno- N-di substituted
phenylox Yli's especially substltuted by one or two
substituents |ndependently selected from | ower alkyl,
phenyl -1 ower al k and hydroxy-lower al kyl, or |ower
Alkangyk gl rsimearihosdkylcastenyl.asegtialielower alkanaybeed- a@pw ene
optionally substituted at the term nal nitrogen atom

A nono- or bhicyclic heteroaryl group conprising zero,
N-Manoe or Nb-diskbstivtee caibagon| is espegialitsonstitaied byene astwegebstituents
indeﬁ%ggghé%gé%@ggrgqg\&%% 3{I0;¥h zléﬁt)\gvy erqugﬂ%% gpﬁ?&?—l&&&%ﬂ@/l, or lower
alkylpud, psedierértalityéhe areizedavaraliyldnetaptionsllyl substitoledtay thentatminal
mnoé gﬁﬁturated in the ring binding the heteroaryl

adi ¢ to the rest of the nolecule in formula | and
IS preferably a ring, where in the binding ring, but

A e BERRYE IS AR B R ety Sk oy aLfEs B Firagan atoms
and idre og bl pxRensitehiang zefo o dricagdfar at@w gaichagrdusalihfedath case are
unsu tgptgp%{%?nf%ng#pn y§qbﬁgtu%de];§ersgﬂ% reﬂych,gwogpgy {F%'E Fs unsaturated

in thé! A8y bRtlingUuh& HeteFoapy Paditd| Wb 8@ reyt sTIke Mold¥Ikan formula | and is
especially one or twy, substitutents selected fromthe

profegatdLp et Theid e RInda0 0841 CBERE algn ARy pneslRs ring. at least

one HrB6RERRI ¥ rEMat Y a AbleYdatorh el cRY fF@ﬁ m@ rohé"é@rﬁ&stmg of
al koxy, such as net hoxy or ethoxy

nltrogiprbpéy%] nck furpere H\e inding ring pf?é‘?'@b'&éﬁ? |5 t@ r18UW0r%preferab|y
5 or §‘ﬁh§ atgnsh; Bh@MNdA- MYy hO |u¥éubsﬂbﬁ'féooé)ryéubsfltme‘aacﬁlcﬂn%l or more, especially

benzi m dazol'yl, pyrazolyl, indazolyl, purinyl
one gitvodsubstieris sqaiyq:ted pr thiedirenp definpd jagiave ﬁ@substltutents for aryl,

s AP EARY b ST DAL, s D .20 SEABED Moty o
hydrepye Prefemaply, thé nibwobot ei lmyycllc Beteurqmiyilwwp isrsetsicteld, from 2H-pyrrolyl,
pyrroilﬁ,q.FnriH%%)M, benzimidazolyl, pyrazolyl, indazolyl, purinyl, pyridyl, pyrazinyl,
pyrimidinyl, pyridazinyl, 4H-quinolizinyl, isoquinolyl, quinolyl, phthalazinyl, naphthyridinyl,
quinoxalyl, quinazolinyl, quinnolinyl, pteridinyl, indolizinyl, 3H-indolyl, indolyl, isoindolyl,
oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, triazolyl, tetrazolyl, furazanyl, benzo[d]pyrazolyl,
thienyl and furanyl. More preferably the mono- or bicyclic heteroaryl group is selected from
the group consisting of pyrrolyl, imidazolyl, such as 1H-imidazol-1-yl, benzimidazolyl, such
as 1-benzimidazolyl, indazolyl, especially 5-indazolyl, pyridyl, especially 2-, 3- or 4-pyridyl,
pyrimidinyl, especially 2-pyrimidinyl, pyrazinyl, isoquinolinyl, especially 3-isoquinolinyl,
quinolinyl, especially 4- or 8-quinolinyl, indolyl, especially 3-indolyl, thiazolyl,
benzo[d]pyrazolyl, thienyl, and furanyl. In one preferred embodiment of the invention the
pyridyl radical is substituted by hydroxy in ortho position to the nitrogen atom and hence

exists at least partially in the form of the corresponding tautomer which is pyridin-(1H)2-one.



oxazol yl, isoxazolyl, thiazolyl, isothiazolyl,
triazolyl, tetrazolyl, furazanyl, benzo[d]pyrazolyl,

wo bitenylosaand furanyl. More preferably the nbnoPCDEP2009/058940
bi cyclic heteroaryl group is selected fromthe group

consisting of pyrrolyl, imdgzolyl, such as
1H i m dazol - 1-yl, benzi m dazolyl, such as
1- benzi m dazol yl, indazolyl, especially 5-indazolyl,

pyridyl, especially 2-, 3- or 4-pyridyl, pyrimdinyl, ,
In a”@ﬁ]@é@%/eé?ﬂreiﬂsg’%ﬁf“ﬁﬁji”iﬁxW””ﬂ@'Mi ?&'9?','3 g%t&‘fﬁﬁ%w ﬂxﬁi'r,oxy both in
positRPESH Bl bid BehSOskistE M sdVgkal t4lHbABlid Ryths, £8§PRCHAMi¥ind-(1H,

or 8-quinolinyl, indolyl, especially 3-indolyl,
SH)2¢dlige1 yI , benzo[d] pyrazolyl, thienyl, and furanyl. In

one preferred enbodi nent of the invention the pyridyl

radi cal is substituted by hydroxy in ortho position to
Heterqsyclyl is eappoipliidiveasiy Ohaenes-ermbereddetaraeystic pestem avithyone or two

. h ; o ¢ | : .
et e 1 o Tne SRR TR, SRy THF RS which may
be unsaéurpipdi afivdiofly br pardy saltrated.sandds brsubstitutsd diysdbelityted sspecially
by Io%/vglr'l?lg ! %l?cglr%%rpé‘n@gl éh%{W—gs p%ﬁﬁyﬁ?g(ﬂés_ %%%EY)%%r heteroaryl, such
as 2-plePazinytlihetarocydil sresppcbiy 24 & Semypedidialll 2-oxo-Bipyeroliding,

: . n- ed. h i C, SYSEem W 0] . :

vive L BT G o RRY F PR SAu Ao Pbinbiiny.
morphiotinyb.gea, 2-@x Bgeorphalingl, 2edxoutH-ardpicB-yidrtetrah yrsfatanyg toe @-methyl-

r olly or partly saturated, and is unsubstituted or
13'@%&?#'%% especially by lower alkyl, such as nethyl,

phenyl -1 ower al kyl, such as benzyl, oxo, or

_heteroaryl, sych as 2-piperazinyl; heterocyclyl is
Py RPEy st dgs wapyhs SRap a2 bEbSTYE ook pifiyyand the
proc®dseF iheir Mydnufddtire iy tisdropéPrrwd gwbe5281!RiveEhed on January 15,

al kyl -4-pi peridinyl, N I|ower alkyl-piperazinyl,
2004 uhibin is1 eRgY, ingorgorated igjo tae prrssRbERRIGRlombYSeirgnce.

H azepi n-3-yl, 2-tetrahydrofuranyl, or 2-nethyl -

1, 3-di oxol an- 2-yl . rim dyl am nobenzam des within the
The @wpiéylamm@%«‘tﬂnad¢ of plgjl vhepein Eysﬂ_epm%&ywyr{an@yhtﬁﬁ@s hydrogen,
v SRRSOt AR TBRAAEL 0 8 Uil Ran e o .
methiykis @tpp knaworasdNbiCe406. The conwoprédismanifiattireanddahapyaceutical

: L Fd: am . i . f la |

com R R B i BT ROREORRT (B e '

[[(3S)-3-(di met hyl am no)-1-pyrrolidinyl]methyl]-3-(tri

r 2 | _iS: . .

Pharfrigh G IR e RILET K By o g  iB) ErcRREH, Bferein py is
3-pynidyaramaespradiaiglthose disclosed in WO2007/015871. In one preferred embodiment
nilotinib is employed in the form of its hydrochloride monohydrate. WO2007/015870
discloses certain polymorphs of nilotinib and pharmaceutically acceptable salts thereof

useful for the present invention.

The pyrimidylaminobenzamides of formula |, wherein py is 3-pyridyl, can be administered by
any route including orally, parenterally, e.g., intraperitoneally, intravenously, intramuscularly,
subcutaneously, intratumorally, or rectally, or enterally. Preferably, the
pyrimidylaminobenzamides of formula |, wherein py is 3-pyridyl, is administered orally,
preferably at a daily dosage of 50-2000 mg. A preferred oral daily dosage of nilotinib is 200

- 1200 mg, e.g. 800 mg, administered as a single dose or divided into multiple doses, such



conpositions suitable for its admnistration are
di scl osed in EP1533304A. Pharnmaceutically acceptabl e
w@ 2010807084 pyri m dyl am nobenzani des of forrmul a PCT/EP2009/058940
wherein py is 3-pyridyl, are especially those
di scl osed in WO2007/015871 _.4gl.n one preferred
enbodi nent nilotinib is enployed in the formof its
hydr ochl ori de m)nohydr ate. WOR007/ 015870 di scl oses

certain of pilatinib har maceuti cal |
as t%%%wmgegs'%@ 45@18?%8? aeeér'ﬂﬁreg alyfwicsreadl¥ it a %Osgo‘c 200 to
300 mvegtgmmgThe pyri m dyl am nobenzam des of fornula I,
erein py is 3-pyridyl, can be adm nistered by any
route including orally, parenterally, e.qg.,
Usudll?té SRS HBQ—:“@%ldmlnlétBFerdQHlﬁQIW&’the'dBEééH"E%%Hu%W ¥creased until the
ubcut aneously, intratunorally, or rectally,
optmaaahdeﬁ%aq fpr tmrf@ﬁér@dﬂryreatm@tpﬁ/rdertﬁrr@rp%nif hﬁ)bwéﬂmltdééﬁoeqige is
[ [
that %rﬁig)lg%ﬂé By %rrdg}’ggl‘r%gg d?rdg%éné)% cfi}’réf)r}ﬁﬂr‘aéi% tgygtélbgffoﬁg{g' rg%g%& n'g h§Heated.
preferred or al dally dosage of nilotinib is 200 - 1200

The %ﬂn ge%tmgr(?tg opghef\rggs(m r@rt?g gcgfér%q)sgﬁnﬁacﬁé: %gér%f%glﬁlﬁ y?é'rapeutic
(inclutieg Ig.not NG dHoatisativé ecuddgd sympt@m-etledatargl gyropiocereducing,
kina%gﬂlelgﬁlﬁir}rﬁ]g gnésjlﬁrg lﬁpé)%d%g%rtmggt%gaqmgg% ofthd dls%a%)es fclosedcpereln

se I's¥adnmi ni'stered ini
the dosage is gradually increased until the opti nal

sh sage,.f or thhe: host under treatnent is determ ned. The
—EQB%?%QMOF age is that inposed by side effects

and can be deternmined by trial for the host being
. freate ernms "treat t ra refer t
Fig. { HGY BigPae FESandpErabaiyehia spBsEh meniiereR i long
tlssuéldr% degdrmineaiHigdlogigalRalsingbickeirius Wed Bidin (statistical analysis: Man
npt om al | evi at 1 ng, synptom reduci ng,

Wh'tR"r‘WEi’é‘e SHEGEStAt i ng and/ or ki nase-i nhi biting) treatnent
of the diseases disclosed herein. Short Description of
the Figure Fig. 1 shows the relative area and
In a fuRhemasPegt. 81is INyertiast GONCaINS AramRiRAtiop ngilias aseplined preparation

ora bﬁ’é?&aké&ﬁ:%\?c&%pd%ﬁfoﬁr\Whl@ﬁ@ompﬁ&%l (‘é? bﬂ@éé%n@%yﬂ&rdylammo-

Picrosirius red stain (statistical analysis:
benzapiidasesf foramuka kand (Rt Jeast ﬂn%\ccrrup@ur@rswrtﬂtiormtﬁﬁr r1geceptor
anta%&\{sqgtrag B\g%o gﬁr%rt&éhrgrvﬂrgﬁfagl Ca?é‘i’ngrse%?&t%gre rgé)é:hq Crﬁfegendently of
eachoaihgarin $res f¢ra) orain tHreemsrh cxﬁramhpynamud:lyélbymcneﬂﬁehlz%tded optionally at
least one pharmaceutically acceptable carrier; for simultaneous, separate or sequential use.

Such a combination will be referred hereinafter as COMBINATION OF THE INVENTION.

A COMBINATION OF THE INVENTION is in particular useful for the treatment of hepatic

fibrosis.

Surprisingly, the in vivo the administration of a COMBINATION OF THE INVENTION results
not only in a beneficial effect, especially a synergistic therapeutic effect, e.g. with regard to
slowing down, arresting or reversing fibrosis, but also in further surprising beneficial effects,
e.g. less side-effects, an improved quality of life and a decreased mortality and morbidity,
compared to a monotherapy applying only one of the pharmaceutically active ingredients
used in the COMBINATION OF THE INVENTION.



of formula I, and (b) at |east one conpound sel ected

form ATr receptor antagonists and ACE inhibitors, in
wokiiokotole active ingredients are present i ndepen@rwnd/gss940

of each other in free formor in the formof a

pharmaceutically acceptableqgalt and optionally at

| east one pharmaceutically acceptable carrier; for

si mul t aneous, separate or sequential use. Such a

conmbination will be referred hereinafter as

COMVBI NATI ON OF THE | NVENTI ON. A COMBI NATI ON OF THE

A fudH@VEBH-éfm th&t loWePaddds O ki adlﬁ@fri{jrecflé”rﬁts ohthetcORBIMEATION OF THE
_Ipatlcflbr05|s Sur prisin the in vivo the

INVEQHHPH canrbs Y599 Bor exampiopihri %pdqseﬁesmlm nayeRty|afien be smaller but

are digSapdigd Rk fl‘éﬂhé(ntlynoﬁ‘cé?%helﬁééﬂ |ﬁ|or(?érft§9ﬁmn|§ﬁ E’r?‘élhélldleﬂfc@of side-
synergi stic therapeutic effect, e.qg. th regard

effecty. JWSHQ ingesoRrdagee @éthltfr'@d@?'reﬁémérr §W1E?”fqﬁéﬁ gisthe PaerttS to be
treatdy SO in further surprising beneficial effects, e.g.
ess side-effects, an inproved quality of life and a
decreased nortality and norbidity, conpared to a

R R RELNS BBty RSP RO, ko

be thiobd/EbiMeGhrddieutst thet bibe trethe tAT Setdpadr dubtype dﬂeﬁgsteoélntlhleceptor
active ingredients_of the CO\/BINATIC]\IC]:THEIN\/ | ON
but dogpt b’éguﬁé%aCt'V@B?” ekBRPPEPIAHAS ACRBSRAIEAGR ST e drlibilien of the AT,

receStBt, Yh&¥et Sita RRistBA A, €61 é?(ka\hpﬂ{ %e@nﬁﬂ’o;%@ﬂis‘ £lihlSstensives or for
er

frequently, or can be used in or to dimnish the
treating cop@eRiNe Heard fAES-f ects. This is in accordance with

the desires and requirenents of the patients to be

treated. ATr receptor antagonists (also called

The glag @t AhISPRRALPr aniRYqmisEs COMPHRRSIFOSIPONNGY kavinaidifitingefruckral
featuPss, %Egérﬁla%‘?%ﬂe‘(eﬁréd Bl BEH-Bebtf ?rler SN %xérﬂﬁleﬂ%gtlon may be

receptor subtype o angl ot ensi n receptor
made ebthetcompoynds that arersetsfictadhisom daegioop com@stmgccefw%qd@mé@

desc%?& mqhé %mc%etah%g e‘?lft é@ﬁ:aﬁ?&NBS@ggég 3 oFe{dH%‘;tZS patent No. 5,399,578

goni sts 'can,
- CAantt Bﬁ&ﬁzﬁsﬁiﬁ-éntsadﬁemme Eblovart)rleaartang(desm@edﬁrh the Hheapdan patent

appllggt r Ses%ﬁp@ﬁ?ﬁ%&%gﬁgnl&d’eggﬁtéﬁﬁrt]rgenfsiar%% ﬁb%ﬁent application No.

459136 pleprasartae sdotibed inythe Eef@ea&@a@néap;ﬂeaﬂmﬂNoeﬂgﬂmde irbesartan
ones.. For_exanpl e,, nmenti.on. e of the

(des B in e AT e SEAPbl R o, A oo Bies Rniestriteg in the

Européary phtear dpplic4tR® No. 503785), tasosartan (described in the European patent

application No. 539086), telmisartan (described in the European patent application No.

522314) or cilexetil.

The class of ACE inhibitors comprises compounds having differing structural features. For
example, mention may be made of the compounds which are selected from the group
consisting alacepril, benazepril, benazeprilat, captopril, ceronapril, cilazapril, delapril,
enalapril, enaprilat, fosinopril, imidapril, lisinopril, moveltopril, perindopril, quinapril, ramipril,
spirapril, temocapril, and trandolapril, or, in each case, a pharmaceutically acceptable salt
thereof. Preferred ACE inhibitors are those agents that have been marketed, most preferred

are benazepril and enalapril.



descri bed in the European patent application No. 0 443
983 or the US patent No. 5,399,578 - CAS :
wda3meeer3B- 4, trade nanme: Diovan), |osartan (dESDEPDe"058940

in the European patent application No. EP253310),

candesartan (described in the European patent

application No. 459136), eprosartan (described in the

European patent application No. 403159), irbesartan
rlbed i n the European patent g |ication No.

'tW"h%emdeﬁtoo betiieeners odes ermBBatiehPaTg EREgPeaN to also include
the pPafRideudpdllyiseaéptable Naits 50BE ampotidosart an (descri bed

in the European patent application No. 539086),

telm sartan (described in the European patent

The ﬁFlRJtur@%tf i Me agemts Idbhtifidd 5&’ l:(?d%eﬁdsl ge-ﬁt}ﬁc 6F fsde AméTRay be

i nhibitors conpri ses COfT'pOUI’] s havi ng differi ng
taker fronicthe aaﬂualr%ttqn@ghe slgpdard meprendiveniTneMarel Index neidem

datatMsek h@ gﬁlénﬁil%rﬁ’é{‘ﬁbﬁé] (Q:g‘;el WS VRGTEsL tfhEQﬁBntsPQ'hgrc%H@spondmg

conS|s acepri | azeprl benazepr
cont@d;ﬂn&;pqafls he@@vmmqratpd@ylrafzamel del apri |,

enal april, enaprilat, fosinopril, inidapHI,

l'isinopril, noveltopril, perindopril, quinapril

Whendind pembinatiqm paximerd emplemxd:'@nhe bomahndtid)rrmajdj‘s@mddl herein are
appIiI{a{j: mef’ﬁ%qor%ggg%‘ngﬂ(rég%aaégéﬁg rYelraé:oCSSB% %Rb ?no%% otftadministration

er eof ors are®those agen
can t’ahablabaveac’cmednnkrawmettleeimfasmmtlop pedvirfedenh the epablmmzeqmﬂ of the

d il.1l, ill b , f
respdiiite SHSRA Hitih oler i PSR ieRBRo ool SAshibeE Bplra  not
mentidhadmeestilbineakisy. accept abl e salts of the conpounds.

The structure of the active agents identified by code
nos., generic or trade nanes may be taken fromthe

In a Beést @ﬁibo@i@hdm QRe @ﬁgubi@as@trammlwgn@waﬁb WesdvinGK a potent,
I ndex" or from dat abases, . Patents | nternational

orally gollye angis!ansin lirasaBicr SABBRE) SndHEIcR af fesss @ dDagd 160 mg once

daily¢R81hRBh shb®k &Pbe bS cREIREYNY 'B)%ﬂérﬂ@fe@ét@@i a@)éohﬂ'fcﬁﬁyeu%@l ACE
When the conbination partners enplo in th

inhibienshinaikding psalzeridfas dhosezimest @i ’ﬁ"‘hﬁoé“@%ﬁieéfsﬁ"r‘lt'@ Rgpertension.

The B@féﬂ@%r%dﬂ%%gag%soﬁ)a&ghsn %Eé&ém tt@ﬁHC@M%WRT@WOF THE
of adm hi stration can tak g@ ace in accordance

|NVEM'HQNIlhéeiWﬁeOHr@&?tﬁdoWOﬁﬁ@\nra@dahﬁh elgh@rage i nsert of
the respective marketed drug in order to result in the
beneficial effect described herein, if not nentioned
Thush ér 2funthet prefasiesiaspect, this inventions concerns a combination, use or method

as described above, wherein (a) is at least one pyrimidylaminobenzamides of formula |,
especially nilotinib, and (b) is valsartan and optionally hydrochlorothiazide. Surprisingly,
valsartan as combination partner (b) exhibits a beneficial and unexpected effect, e.g., a
mutual enhancing of the effect of the combination partners (a) and (b), in particular a
synergism, e.g. a more than additive effect, additional advantageous effects, less side
effects, a combined therapeutic effect in a non-effective dosage of one or both of the
combination partners (a) and (b), and very preferably a strong synergism of the combination

partners (a) and (b).

The present invention further relates to the use of a combination for the preparation of
medicaments for the treatment of fibrosis, a commercial package or product comprising

such a combination as a combined preparation for simultaneous, separate or sequential



In a best enbodi nent, the angiotensin receptor bl ocker

is valsartan. Valsartan is a potent, orally active
waegboe®asi n 1|1 receptor antagoni st and whi ch BCT/EPREE058940

of 80 and 160 ngy once daily has been shown to be as

effective and better toleratygd as commonly used ACE

inhibitors, including enalapril, for the treatnent of

mld to noderate essential hypertension. The preferred

or al dall%ﬁﬁos%%e of val sartan accordln

|

se {eaRRPRAHY RS PR/ (O B b 2RI GHAT psisg and to a

meth@a@gém%,ﬁ&,§o 160 ng. Thus, in a further preferred
aspect i s inventions concerns a conbi nation, use or
nmet hod as descri bed above, wherein (a) is at | east one

The %Yr'h' FicdrbRgy 'E)‘P&?Jr‘étﬂm dasusef HeRdildbhds esp@ér@ﬁy:é adif of parts” in the
lotinib, and (b) is valsartan and optionally

Sensﬁ%ﬁté%ﬁéfﬁ binaliezpartersig gpd i (iﬁf'nﬁglla@@t\ﬁ eAn kesdosed
indeGHURh AL uéeatfftd'\?efrer(tqpkeﬁ%ghglntaﬁ Glfs @ﬂheﬁ%ounts of the

unexpecte ef .g., a nmut ua ncr ng of
com@ﬂatmtpa@mem@) a@dﬁh)na& |Strm1Ukbeneronelys>r @tagilﬁemt {im$ points. The parts of

the k@%ﬁ‘ éér@éﬂ:?ﬁ th@ ﬁgrbg' gmm. efbd Qmm? Flg%r ?ﬁr%lngl' }ﬁlgglly staggered,

addit vant ageous e ess
that iefat diffesgnt arrrec]]dmtsledd tl\/lrtbleapell,(trldd'feeérftélme infenaals for any part of the kit

of pagtgpygr& rngr% %B?y grgé?rﬁ? m%rv 08,9 h(?s% @ugﬁ tl'ral??necgqﬂ%lt ”S‘EH Peated

ver preferab y as
diseasgnetisd somtghed hee cfdhblpaa‘s |sdargeatrtanehes effegt waiah \Mn)ld b&lbtained

ent |nvent| n furth ates .to the_use of
oy g SR BT b hindfin A BT SRe b S ThHE e ordhre o
amolinteaf merdonmbindtiobparthér, (aﬁtodﬁ%ﬁﬂhbln@ho@ﬁ@r’f&%@b)&b berdatitistered in
such a conbj nati on a

the CBF’E;BW}I(FQ at'rqﬂ caly %qu%esgsm a%ratpgpee mtﬁqhe needs of a patient

sub-SlRIdh It by S ateadR e heddst dF th@§|h?l@0ﬁaltr@rﬁISNH|@n uuﬁereﬁwﬁeeds can be
conbination in the treatnent of fibrosis

due todhe partighlat fisgasen §I¢ <ol Weihll: plsr A thg p@B‘?ﬂi? rPe"Gferab'y there is

at IezPsTt %ﬁéfbéheﬁlﬁal,eﬁé& H3Eh REBI niiRtinges tRSERE 8f thk c@mbliﬂattlon
arts" in the sense that the conbinati on partner

partr\ege a3 3ad (i) inRariredar Reyngrsre earp Heraihaegdditive effect, addltlonal
advah%@@@é"gﬁ&ﬁé Yeé%rsupé’eﬁecc@s %fccﬁir'rglrfr&f ﬁ@Faﬁehﬁ@eﬁ’ effect in a non-effective

mbi nations w th di stingui shed amounts of
dosag@@bpﬁepr lopth phherrompinatipnaastneis)(a) and(b), aﬂdrmry pieéergklyya strong
Etioh [ e parts of the kit of
Swmﬁﬁgﬂgfggn ?L mhrgﬁna%(géﬂﬂjﬁpstered si mul t aneousl y
or chronologlcally staggered, that is at different

Thus |nn@uII%91 me§{aﬁ1%gd| etnlp tﬁ%‘ }ﬁ%lan?rnvghéc{nergrgmheg é'ﬁ‘?etrh&} glrtyeaaltlﬁg a

warm- bIooded anlmal especrally a human, having or likely to contract a fibrotic disorder, in
particular the treatment of hepatic fibrosis, comprising administering to the animal a
combination, such as a combined preparation or a pharmaceutical composition, which
comprises a COMBINATION OF THE INVENTION and optionally at least one pharma-

ceutically acceptable carrier.

It is one objective of this invention to provide a pharmaceutical composition comprising a
guantity, which is jointly therapeutically effective against fibrotic diseases, in particular
hepatic fibrosis comprising the COMBINATION OF THE INVENTION. In this composition,

the combination partners (a) and (b) can be administered together, one after the other or



of parts. Very preferably, the tinme intervals are
chosen such that the effect on the treated di sease in
wo baooambi ned use of the parts is |arger than PEEEP2009/058940

ef fect which would be obtai ned by use of only any one

of the conbination partners4ga) and (b). The ratio of

the total anmpunts of the conbination partner (a) to

t he conbi nation partner (b) to be admi nistered in the

caonbi ned tion can be varied, rder .to _
Sepa&%ﬁ'&"%% E‘”ﬁ &8¢ dgyagg fpap Péﬁ&twglfﬁpﬁ%ﬁﬁm%ﬁﬁ? 9?6”6@ The unit
dosagéwﬁﬁha?%lsbﬂ% dpediscombihdt®nsi ngl e patient which

ifferent needs can be due to the particul ar di sease,

age, sex, body weight, etc. of the patients.
The E’r’iaerfrﬁﬁélmc‘él cdn'ﬁ%s‘ﬁldn§ féHsehgatd a@miRans bﬁﬂh@lcoﬁ'fbfr%%n partners

., a mutual enhancing of the effect of

(a) a@@)%ﬁ)le\ﬁ‘dtfordhe gaminigdraiopdr) a dixed combinglippaet3 §|gglgrgagan|cal compo-
sﬂmr%ﬁd&)‘ﬁﬂ??gﬁ atgec?%g %A?)aééﬂgf)tﬁgétgﬂbg?gg?s ('a)égréc?g), o ord#régcto S:[he gmventlon
can keppiispared it henaenknew perf feeand are thoseosuitabledert ¢énteral, such as oral

or regtgP %gg)og en?eggl ﬂmlp@{rg]t%o%ftabl rgglgt(({{vgﬁﬁ 'bgbr&rqg(r}“éhlﬂgl%f ig%ging
man ,cxmmmrtsatgl a)tmepmeutnwls eﬁaf;tlvarmmC(lm) of aTHe&t ona pbanrmacologically active
comtﬁr@%hggora n?glgn P |n co%?natlgﬁl oo d)élgrbverporé %ﬂarpnq c\éhﬁicaﬁly%cceptable

rea '’ng a warnt ani mal espec a
carriés) mapecidig\suitgble forl dnkerbortpararderat awdlicatidni. br otic
di sorder, in particular the treatnment of hepatic
fibrosis, conprising admnistering to the animal a

Novet hiinise Ul compbsitien @)rﬁ@ﬁtfbﬂefbrmléﬁaj’rﬂbbaﬁt 10r%ao about 100 %,

profdRpR RATIRaNE 2 o4 R B G e ST eiF T, Sharmageyical

prep@agomRF IR coptbihdidhltierapg rRipleAl & dﬁ@éfdn@éral ddmihistretid are, for
objective of this jnvention to prov

exa”ﬂﬂﬁ%trtﬁ%??e'f]tulngé*PS%QﬁTfBHE%t%UGH aééHﬁ?"r%anF‘gj tébGE?altﬁqI?t§ capsules or

suppWBitdiiesi snd @HAEIMoré BRIpBRRY! IF fdl ihYicskl @tidrVRe 2Batd 8t prepared in
fibrotic diseases, in particular hepatic fi brosi s

a ma@@ﬁﬁfq%nr@rtsﬁefompmwwqus of penyaQiengtnexing .| grapyaling, sugar-
coatlﬁgrﬂ?&%hﬁrﬂ@('i‘nl SR zﬁ%"&bé@sb@"]t erﬂerﬁjﬁe(ﬁéiéd ﬁ{é@ltr(ebgnltccﬁiﬂtent of a

mnlstered together, one after the oth
commn@t@ﬁmeahn@r Wntwn@%@ aoingivised! @nﬁetof@@gfag@sa‘gﬁrfmr@ne% not in itself

consht\‘%b %’l?gﬁé R/@ 2 uht %9 88 dREESry E{Fﬁgvg inciRBAHELd Rﬂ{a‘ghed by

conbi nat1 on. harnmaceut i ca
admipistrptici of a:nlgra‘htyrofsi@pag%wretsadm nistration of the
conbi nation partners (a) and (b) and for the
adm nistration in a fixed conbination, i.e. a single
In pagtiduéem] & tleraymmpcally effective amount of each of the combination partner of the

COMBINATION OF THE INVENTION may be administered simultaneously or sequentially
and in any order, and the components may be administered separately or as a fixed
combination. The individual combination partners of the COMBINATION OF THE
INVENTION can be administered separately at different times during the course of therapy
or concurrently in divided or single combination forms. Furthermore, the term administering
also encompasses the use of a pro-drug of a combination partner that convert in vivo to the
combination partner as such. The instant invention is therefore to be understood as
embracing all such regimes of simultaneous or alternating treatment and the term

"administering" is to be interpreted accordingly.



sitions conprising at |east two conbination partners
(a) and (b), according to the invention can be
w@eapaom®e4 i n a manner known per se and are t hOBEI/EP2009/058940

suitable for enteral, such as oral or rectal, and
parenteral adm nistration togsmnmuals (warm bl ooded
animal s), including man, conprising a therapeutically
ef fective anount of at | east one phar macol ogi cal |y

active conbi nation al one or in conbinati

The feHVR Aesage dhereh ngartn g3 PRGNS camsdn %‘%y@'NAT'ON

OF TefPREJENTIDNSHA E@lﬁdlﬁ@bﬂrﬂi pAHicPA RMRUAY or pharmaceutical
appl i cati on. armaceuti cal conposition contain,

Com@(&ltIO@)@é’@ﬁj@}@d fr}edﬁp%@fﬁdnyglsty@t@%] hsotandition b%ng treated, the severity
of th@EEAEBHAPOIng troaeabrtls #@ fbshge ﬁk@ﬁHén 00 @’@M@fNAﬂ@N OF THE
active ingredients. Phar rmceut | cal preparations
|NVEtN1TéQ&‘dﬁﬁﬁlﬁﬁﬁeﬁdhaW%¢Qﬂ§§ withra eaitedy fa@iprspaﬁe'é@'iﬂ@mﬂ rOUte of
admiﬁg%ﬁ]&rﬁéﬁ@ leFBn&'ahd hfe%tlce%g e(rf thd PSRk, I’A PWS‘iClQP%ﬁfggan or
ornms, such as sugar-coate ets, table capsul es
veterinarign9b oxlinavy slgk Caﬁafﬂﬂidﬂwdeﬂ&ﬁﬁlﬁﬁrﬁ@d mub@ﬁle effectier amount of the
. indi.ca erw t j o
singl BRGNS 1o ghERS Xoin R 8P 368 1hpfoPRR T the condtion
Optimialm'ra(gjsiogiraanhi@ﬁrigqg)ncsuﬂga'rooa&ttﬁm@tivdiir@eﬁﬂiemtagvitb'm the range that
: hili e j :
vilay KRG VAR AT TP TS ot et ZRRAE R B oS s
ingredientgh dvailatilipl todaget sifeseach dosage form need not in
itself constitute an effective anmount since the
necessary effective anount can be reached by
Moreaslei, tHespresdrit iveatiorapfolvides bi doynnedrcidbsagagel bormprisindias active

ingrefonts, SOMEA R BE B AN BN st AT s fep o

tanediNYERJAre dragqbéntRil sddinetddT adtheid@dyt AResYISdsiorPér treatment of
sequentially and in any order, and the conponents may

fibroffdisefiesi st ered separately or as a fixed conmbination.
The i ndividual conbination partners of the COVBI NATI ON
OF THE | NVENTI ON can be adm ni stered separately at

The perpprepldid 'f‘ltfr‘n‘i‘eﬁefél[]?”tr?@ is fidly epabisd t@ pelepict r@@/aa?test model to

prov& Mrélﬁﬂéﬁoye érﬂj RirsindREr iRkicSted %&aﬁ&mé' inftdtRAs LRE Beneficial

Furt her nore, he term adm ni steri ng al so enconpasses
effectshd ha%a@mawqw@l detivgy &% for examplen demgnstrﬁéed inewelt ergablished in

vitro %ﬂ@Yr{ewE {er%% Bljo\égdt}r th?‘iEn 59 &Q@;dd&%s%géﬁﬁr 33&%89 herelnafter
nst an

Crventon 1 ere ersto d
For exatnple; imgvatdstsseantshoaghaetse plyrisidylamisoisoasmates of formula | or
pharmaggurtlr(]:gﬁy ac%ep{a%% smft%ereo mhriﬁt t%gﬁ‘cr)rr]mation of asbestos-induced lung
scarring in mice or significantly reduces vanadium-induced pulmonary fibrosis (i.e. inhibition
of fibroblast proliferation, reduction of the hydroxyproline accumulation) in mice, e.g. in
accordance with the methods described below or with the protocol as described by Driscoll
KE et al. in Toxico.l Appl. Pharmacol. (1992)116:30-7). Another well-established model for
lung fibrosis is the rat bleomycin model published by E. White et al, Am J Respir Crit Care

Med. 2006, 173: 112-121.
Examples

Example 1 — Nilotinib (AMN107) in the Rat Bleomycin Model




"adm ni stering"” is to be interpreted accordingly. The
ef fecti ve dosage of each of the conbination partners

weepboymed i n t he COVBI NATI ON OF THE | NVENTI ON PE/ERANY/058940
dependi ng on the particul ar conpound or pharnaceutica
conposi tion enpl oyed, the noge of adm nistration, the
condition being treated, the severity of the condition
being treated. Thus, the dosage regimen the
CQNB NATI ON OF THE I NVENTION is_sel ected i.n accordan ,

A hisfglegical a\rx‘a'ﬁ’ﬁ'étoﬁc/'eé{P'Sfoééf"Jﬂ%”udﬁBP%JE‘?rh'ﬁ thaangdeferstiym. as determined

usindeigtdirRisrad k@ih, astbiddmeydi rﬁél@he a8 d el apabmbinass bfdtledthycin and
the patient. A physician, clinician or veterinarian of

sevegy QFW%PS?mQRWqS tghydingaAdYINg YO easrnarieemathd herres\disiahe shewn in Fig.

1. AELddRatd }hq:@”pk'ﬁﬁwﬁté tﬁeh@véé BoihRr&fibl dRhabSOMadhEMstie as
required to preven counter or arrest the progress of

detefntipe¢ bigpladicaHly uepe |Pﬂfé133'w9e@id§|fajrm (statisiedliaaalypig: Man Whitney rank

C [

s S B Ph o BN iR RS BT oY PhORCE S ggorg than 50

%. regi men based on the kinetics of the active
ingredients' availability to target sites. Mbreover,
the present invention provides a comrercial package
conprising as active ingredi ents COVBI NATI ON OF THE
I NVENTI ON, together with instructions for sinul
t aneous, separate or sequential use thereof in the
del ay of progression or treatnent of fibrotic
di seases. The person skilled in the pertinent art is
fully enabled to select a relevant test nodel to prove
t he herei nbefore and herei nafter indicated therapeutic
i ndi cati ons and beneficial effects. The
phar macol ogi cal activity is, for exanple, denonstrated
in well established in vitro and in vivo test
procedures, or in a clinical study as essentially
descri bed hereinafter. For exanple, in vivo tests can
show that the pyrim dyl am nobenzam des of fornmula | or
phar maceutically acceptable salt thereof, inhibit the
formati on of asbestos-induced |ung scarring in mce or
significantly reduces vanadi uminduced pul nonary
fibrosis (i.e. inhibition of fibroblast proliferation,
reduction of the hydroxyproline accunulation) in mce,
e.g. in accordance with the nmethods descri bed bel ow or
with the protocol as described by Driscoll KE et al.
in Toxico.l Appl. Pharmacol. (1992)1 16:30-7). Another
wel | - establ i shed nodel for



lung fibrosis is the rat bl eonycin nodel published by
E. Wite et al, AmJ Respir Cit Care Med. 2006, 173:
wdiRea@m34 Exanpl es Exanple 1 - Nilotinib (AVMNPADEP20091058940
the Rat Bl eomyci n Model A hi stol ogi cal anal ysis of
| evel s of collagen depositioy.in the |ung
interstitium as determned using Picrosirius red
stain, for bleonycin alone as well as conbi nati ons of
bje?, C|n and several other conpounds, including AWN
il serforned. The results are shown in Fig. 1.
As depicted in Fig. 1 showing the levels of
interstitial collagen in lung tissue as determ ned
1. Thei lsspdrf@gqyé'mlmaru@pg@pzpmq)gffpme@a.'ed stain
(statistical analysis: n Wiitney rank sumtest),
co-adm ni stration of can reduce the effect of
bl eonmycin by nore than 50 What is clainmed is: 1. The
use of a pyrim dyl zarjde of fornula I wherein
(a) Py denotes 3-pyridyl, R Trtepresents hydrogen,

| ower al kyl, |ower al koR¢-l guer_al kyl, acyl oxy-| ower
al kyl , carboxyl ower al kyl , alkﬁiycarbonyl-lomer
al kyl, or phenyl -1 ower alk R2_repyesents hydrogen,
| ower al kyl, optionally subs utyd byRme or nore
identical or different radicals R3! cycloal kyl,
benzcycl oal kyl, heterocyclyl, an afyl group, (Ipr a
hefdRNO- or bi cyclic heteroaryl group conprising zero,
WheT§lle, two or three ring nitrogen atons and zero or one
oxygen atom and zero or one sulfur atom which groups
each case are unsubstituted or nono- or
(a)P%§P99@6§%WW§Y' and R3 represents hydroxy, |ower
al koxy, acyloxy, car boxy, |ower al koxycarbonyl,
carbamoyl , N-npno- or N, N-di substituted carbanoyl
R reprasspts WSFRSle”o'PWSI' §'t‘§¥)'sPM’@U?'@BXhWﬁba'kﬁ'yé‘l:yé%y@‘f"er alkyl, carboxy-
loWet SIkACHFEY bikoRJtafonlI-IEWEeHlkyl Or FheAPNOWerdikypi cycl i ¢
heteroaryl group conprising zero, one, two or three
ring nitrogen atons and zero or one oxygen atom and

R, reéﬁés%ngrhmfgeﬁuiowér aﬂypaa)t.dﬁlanﬂh&mwby B8k oRATENREFor

unsubsti'tut'ed or nono-
different radicals Rs, cycloalkyl, benzcycloalkyl heterocyclyl, an aryl group, or a mono- or

Wha

bicyclic heteroaryl group comprising zero, one, two or three ring nitrogen atoms and zero
or one oxygen atom and zero or one sulfur atom, which groups in each case are
unsubstituted or mono- or polysubstituted;

and Rsrepresents hydroxy, lower alkoxy, acyloxy, carboxy, lower alkoxycarbonyl,
carbamoyl, N-mono- or N,N-disubstituted carbamoyl, amino, mono- or disubstituted
amino, cycloalkyl, heterocyclyl, an aryl group, or a mono- or bicyclic heteroaryl group
comprising zero, one, two or three ring nitrogen atoms and zero or one oxygen atom and
zero or one sulfur atom, which groups in each case are unsubstituted or mono- or

polysubstituted;

or wherein Ry and R; together represent alkylene with four, five or six carbon atoms
optionally mono- or disubstituted by lower alkyl, cycloalkyl, heterocyclyl, phenyl, hydroxy,
lower alkoxy, amino, mono- or disubstituted amino, oxo, pyridyl, pyrazinyl or pyrimidinyl;

benzalkylene with four or five carbon atoms; oxaalkylene with one oxygen and three or



pol ysubstituted; or wherein RL and R2 together

represent al kylene with four, five or six carbon atons
we@piiboomB4 y nono- or disubstituted by | ower al Rg1/EP2009/058940

cycl oal kyl, heterocyclyl, phenyl, hydroxy, |ower

al koxy, am no, nono- or disufgstituted am no, oxo,

pyridyl, pyrazinyl or pyrimdinyl; benzal kylene with

four or five carbon atons; oxaal kyl ene vvith one oxygen

and ghree orfouraéikar bon atons; or azaal kylene with one

ToHF €3 BefR AIATd Of Ak wsiner vy Nt IsR9paE i g rfarbon atoms

wRérein dnSis UH%H%ﬁfu*téd«'éreﬁlb@ftufé@ktﬁltlb\ﬁlé'rt 212 b()’nelns)l\l‘@\Vver aIkyI lower
al kyl , phenyl -1 ower al kyl, | ower al Ycarbon

a'5‘P’1¥9?rb06ﬂﬁWya”fyb\£@fboéVﬂWer e ﬁéFﬁ%/”I‘Q -oner agﬂylkplrmono or N,N-
didHERRRsd %rb%wllcﬁk‘@%k}l Wyedakar mﬁlkbk%ongl '6§1boxy, phenyl,

cycl oal kyl, 1 ower al kox car bonyl, carboxy, phe
s%b@tthnm@ml BYrétM, PYBYYGiRN ng/IYradYim di nyl , or
pyrazinyl; R represents hydrogen, |ower al kyI, or
hal ogen; or (b) Py denotes 5-pyrimdyl, R is
R4 repyaseotyerydraeeni lowel aiBg) oshqleganedhyl am no) -
1-pyrrolidinyl]- methyl]-3-(trifluoronethyl)phenyl and
R4 is methyl; wherein the prefix "lower" denotes a
(b) Py aenctab Shawimidyl.Lp is bydnoden, iRl isi{3%g-3a(dimeethyraminof)- T#pyrrolidinyl]-

a tically acceptable salt
meth&ﬁer@ﬂwgéo or t%g) 8%8393{‘]‘“%%%@% phar maceut i cal
conp05|t|on for the treatnment of fibrosis, vvherein t he
hfi h E’SGJ dfrom Irmnaréﬂ_éjb Si,S_an ‘7
WheTR ?PEe i BMEE] e”° Saﬁ?é’cﬁ ALY 'P8“8P8uarﬂ“ix'm“m°
cam@f@ﬂomst he pyrim dyl am nobenzam de of formula | is 4-
met hyl -3-[[4-(3-pyridinyl)-2-pyrimdinyl]am no]-

or of AR T DG PRFBIRT GeRoti e Praprgie ggpphemaceutial

cormseitidhrigr the trebmhdnt 2f fiasis evRereliethe fibrosis is selected from pulmonary

pyr.i m dyl anj nobenzam de is enployed in the formof its
f'@éﬂ?@ﬁ%%%ﬁ’?t@ %Fﬁﬁ'\%hydrate 4. A method of treating or

preventing pul monary fibrosis or hepatic fibrosis
fibrosis conprisi ng adm_ ni sterin

2. TheuseAcggoig R AR Zamihaein e, W&Nl%&ﬂlﬁ?bqrgﬁmﬂeaof formula | is 4-
médhy-3018 LS pDridiay)-By A ity R SmBoRKLEAY Imethyl-1H-imidazol-1-yl)-3-

(trifluoromethyl)phenyl] benzamide.

3. The use according to claim 2, wherein the pyrimidylaminobenzamide is employed in the

form of its hydrochloride monohydrate.

4. A method of treating or preventing pulmonary fibrosis or hepatic fibrosis fibrosis

comprising administering a pyrimidylaminobenzamide derivatives of formula (l):



Ri represents hydrogen, |ower alkyl, |ower
al koxy-| ower al kyl, acyl oxy-|lower al kyl, carboxy-| ower
wa@bdkylg70Bower al koxycar bonyl - | ower al kyl, or PCT/EP2009/058940
phenyl -l ower al kyl; R2 represents hydrogen, | ower
al kyl, optionally substitut.ed_by one or nore identica
or different radicals R3, cycloal kyl, benzcycl oal kyl,
heterocyclyl, an aryl group, or a mono- or bicyclic
het eroaryl group conprising 0-, 1-, 2- or 3-ring
whergin; r ogen” at oms and 0 or 1 oxygen atomand 0 or 1
sul fur atom which groups in each case are
unsubsti tuted or nono- or poly-substituted; and R3
(a) Py dgPeiss vty BYldr oxy, | ower al koxy, acyl oxy, carboxy,
| ower al koxycar bonyl, carbanoyl, L/-nono- or
L/, L/-di-substituted carbanoyl, am no, nono- or
Rjirem;b@tts'; hydredera ovna, alkyj/ddmal AHigtxy-ldvedreiog, yack wky-loarer alkyl,

corBrEGias ot oWy Sertborenter kgl i Bpiea 2"

f ' ,
oSO ool s 0 eGP ot WBhice o
poldyfaueritradioale s, eiclorikyhndnRycloalsylebeierocyelglpaegemgroup, or a

aI er %n% %’ut edé%grglll %088‘5 rﬁErlﬁ%é)HB 10% E§-ﬁ{nb*it@%ﬂ’atoms and

P - su cl’oal
hetOemrdIchIgyzh ,atqunhenty[) or hyedltfomgtpml vw\ﬂ:h gadbksXy caamTtase, are
nono substltute ridyl, razi nyl
o7 Ui ot ARhk SRR P B DY 5 s o ar o
R‘%)Fé‘@rbgé/rt@ H?drt%(); rbv@er%?%@fb@y 305950)6/ BWepgmo@c%Fﬁi)nyp Earbamoyl,

azaal kyl ene wit nitrogen and car bon at ons,
\AhéV'éiOﬁOnO'tNéb@r‘ﬁUbSt'tUﬂﬁé $BEEmat, @mm @Qmsprﬂml@@tltytﬁd amino,

Elogtlkiﬂytwetef&?axéa* Qﬁféro‘abkyrj mbﬂg\’e& bi- cycllc heferoaryl group

x car bon carb al ky
CaerEnmthgloe,v(er-ajrlayrllr]g mtrQMOmerand/O or 1 oxygen atom and Oor1

L/ sﬂ|furSﬁHEr§1t WB%B l{h rrp% eoé’t’S trs’“ute XFrln (% pon-

ycar oxy,
phesupkt;tutpylrordl nyI yr| m di nyI or pyr azi nyI R4
represents hydrogen, |ower a or hal ogen; or (b) Py
Rd@ndthestogether, |rﬁﬁ)r§§qant a[tk;qung VHM&J@,{S cagroon gtoms optionally mono- or

[[ (o(?’é%?s%ttft%% ?‘ﬂoﬁ»ﬁg?o ?phe er’t(ft't)g}ﬁﬂdwy ttlengl tr%drﬁg()/ lower alkoxy,

amino, mono- or di- substituted amlno 0Xo0, pyridyl, pyrazinyl or pyr|m|d|nyl
benzalkylene with 4 or 5 carbon atoms; oxaalkylene with 1 oxygen and 3 or 4
carbon atoms; or azaalkylene with 1 nitrogen and 3 or 4 carbon atoms, wherein
nitrogen is unsubstituted or substituted by lower alkyl, phenyl-lower alkyl, lower
alkoxycarbonyl-lower alkyl, carboxy-lower alkyl, carbamoyl-lower alkyl, N-mono- or
N,N-di-substituted carbamoyl-lower alkyl, cycloalkyl, lower alkoxycarbonyl, carboxy,

phenyl, substituted phenyl, pyridinyl, pyrimidinyl or pyrazinyl;

R4 represents hydrogen, lower alkyl or halogen; or

(b) Py denotes 5-pyrimidyl, R is hydrogen, R, is [[(3S)-3-(dimethylamino)- 1-pyrrolidinyl]-
methyl]-3-(trifluoromethyl)phenyl and R4 is methyl;

or a pharmaceutically acceptable salt of such a compound.



or a pharmaceutically acceptable salt of such a
conpound. 5. The nethod according to claim4, wherein

wo baopyrs4i dyl am nobenzam de i s 4-nethyl - 3- PCT/EP2009/058940
[[4-(3-pyridinyl)-2-pyrimdinyl]amno]-
L/-[5-(4-methyl -1 Him dazalyl-yl)-3-
(trifluoronethyl)phenyl] benzam de. 6. The nethod
according to claimb5, wherein the
pyri m dyl am nobenzam de is enployed in the formof its
hydr ochl ori de nonohydrate. 7. The use according to any

. THENRetBbd Gbédrilg o E:I@m$40\ﬁ/hé|’@ﬁ1 tﬁ@b?ﬁhﬁld@%ﬁﬂﬁéﬂéﬂ%&@&@% methyl-3-
one of clains 4 to 6, wherein the fibrosis is nmedi at ed

[[4{3-ptridinyRe Pysimidigy lanmiral-Nk-¢emretivh  domisieac bdispt or 1)

(tmggongghﬁmbqﬂpbg%m,% receptor 1) and PDGFR (pl atel et
derived growth factor receptor) ki nase activity. 8. A
combi nati on which conprises (a) at |east one

. Th@%étﬂb@%%ﬁc&fhiﬁ@?@&%%%ﬁer@% tﬁggg:gﬂg@ %ﬂ&érﬁﬁg id Qmployed in

clarm | east one C 1ect
thaTorim efgtsdpydoochionide gaotiobydratend ACE i nhi b| tors, in V\,hl ch
the active ingredients are present independently of
each other in free formor in the formof a
. Thehesereacendingctaldny oae o plaaihd ¢ tsalot treendetbpt imocatling tatiny one of

Clélea ‘f EO%?I gv(;%healtrrl eeg@)?é%i%%l 'f’g@%t%ﬁz’?{ﬁ?gla%bé@g cr)fldfll.’)l%l']]féc%coidin domain
receptbi NRDDRE (@scoidi dugndio redeptam’P andVREIGHRN(pineléfderived growth
rec r..antagonists is selected fromval sart an,
faP@gEﬁ%Bﬁ) r) l%'?:ﬁ?&%ﬁi\r’ eprosartan, irbesartan,
ol nesart an, tasosart an tel msartan and cil exeti | . 10.
The conbi natj on accorgl gqgt oclaim9, wherein the A

A C?@E'Qﬁfﬂ%}wgﬁlﬁ SYBRTESL3] 23t ong Pyfimidylamirghgnzamides of i‘ormula I

as@sTRcBdt £iQin a%ﬁ@r(ﬂj a1%edsP oﬁ@)éorﬂla@urﬂf séiécﬁéd“ﬁ)n% AT-réBsptor
wherein the Zrl m dyl am nobenzam de is

arxtagﬁgtlzﬁg pnq; n(ngl.tgwmdymgh me@cb\ﬁ ingfe(gi“qw:q ?rgmrﬁ@ni independently
of ac[m% ﬁ‘?é Wén o%( r“ rr&gl;% ?rrr]r;/ ceu‘1 call afceg)eterq]bzlearsnalt gnd
ormnaw mman@bhamumlla apeaniatie o@rded f@rralmalltaneous separate or

y a human, having or likely to contract
Se%@?ﬁﬁr@lrsé fibrosis or hepatic fibrosis, conprising

adm nistering to the anl mal aconbi nation according to
r%rm nr?atl%fn a%!:c?r'dlrrrl% tg claih %1Whgr%cljn P }\'T?rﬁgtlzelp\/or antelqg%%lss s i8'38lected
from valsartan, losartan, candesartan, eprosartan, irbesartan, olmesartan, tasosartan,

telmisartan and cilexetil.

10. The combination according to claim 9, wherein the AT1-receptor antagonists is

valsartan.

11. The combination according to any one of claims 8 to 10, wherein the

pyrimidylaminobenzamide is 4-methyl-3-[[4-(3-pyridinyl)-2-pyrimidinyl]Jamino]-N-[5-(4-
methyl-1H-imidazol-1-yl)-3-(trifluoromethyl)phenyl] benzamide.

12. A method of treating a warm-blooded animal, especially a human, having or likely to

contract pulmonary fibrosis or hepatic fibrosis, comprising administering to the animal a



ceutically acceptable carrier. 13. The use of a
conbi nation according to any one of clains 8 to 11 for
wo baonemwat ment of hepatic fibrosis. 14. The USBECT/EP2009/058940

according to any one of clains 1 to 3 or 13 for the
treatment of hepatic fibrosig.in a patient with

chronic Hepatitis B, Hepatitis C, non-al coholic

st eat ophepatitis, alcoholic liver disease, netaboli c
l'iver diseases, bi I i ary _obst rgct | ﬁ,ﬂa or liver disease

ccggtg%pgtaé:&owiwtgntofqn% |08§|°§ clgims A kg ndptignally at least one pharma-

ceutically acceptable carrier.

13. The use of a combination according to any one of claims 8 to 11 for the treatment of

hepatic fibrosis.

14. The use according to any one of claims 1 to 3 or 13 for the treatment of hepatic fibrosis
in a patient with chronic Hepatitis B, Hepatitis C, non-alcoholic steatophepatitis, alcoholic
liver disease, metabolic liver diseases, biliary obstruction or liver diseases associated

with fibrosis of unknown cause.



