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Use of LHRH Antagonists for the Treatnent of Lower
Urinary Tract Synptons, in particular Overactive

w@b@dders4@nd/ or Detrusor Overactivity Descri pt POIYEP2008/052640

Technical field The invention relates to the use of
LHRH ant agoni sts for the treatment or prophy |axis of
| ower urinary tract synptomin manmals. Such | ower

urinary tract synpptom conprise urinary incontinence, .
Hegeof L Antagrpists irrdhgdireatment gfiawer pGPBB’aTWPESVmPtOmss n

paRIcafdr O rit tAd0RIa d B DB EDEGUSED derhLiraLyp! adder
detrusor overactivity, idiopathic detrusor

overactivity, neurogenic detrusor overactivity and
beni gn prostatic hyperplasia (BPH). The invention

busdripgbnrel ates to the treatnent or prophylaxis of
above synptons by adm nistering LHRH antagoni sts in

i nternedi ate doses, which do not cause cheni cal
(hornmonal ) castration. Prior art Genitourinary

PesliciBeldi ncl udi ng neurogeni ¢ dysfunction, such as
I ncontinence and urinary retention, inpotence,

pr ORHedhvemifibn telatBaty/theude bf LHREICINtayois(didl dhe thamrh@t or prophy-

DR NS SIS BTHgRAY S 2R B linBl 0k B rptom
sopiiserminaaninbentiabhey uRjeacdriinent@h opdractive drddaig, ddibpathic over-
g%@%g)?aﬁ;i%gtfeé@tjgglni%p@g%%p?e{@é%%ﬂ%ﬁrpg?%aqqti:gli?yg?'diépathic detrusor
SYdTactvng, r@h&f@ﬁic&feitr?@@r dw;]aa:_tig@frmw banigh p@ostalid metpéamg €BPH).
conti.nenc usu W t | NCrease re enc an
HBE PP Yaftner R AR s A et S arcHy A Pt Stptoms by
aeinixge Mgl HRH ahiagorisgiimintrmietiatadbdee, whitlopanbi cause chemical
(2t mb S CA8EM. ©

Prior art

Genitourinary problems, including neurogenic dysfunction, such as incontinence
and urinary retention, impotence, prostatism, urinary tract infections (UTI), benign
prostatic hyperplasia’hypertrophy (BPH) and prostate cancer, are common in the eld-
erly, and most of the symptoms can be alleviated through pharmacological manage-
ment (Atala A et al., Drugs & Aging 1991, 1(3): 176-193).

Overactive bladder (OAB) is a syndrome characterized by urgency with or without
urge incontinence, usually with increased frequency and nocturia. Bladder overactivity
can be myogenic or neurogenic in its origin or it can be idiopathic in nature. Myogenic
etiology is characterized by impairment in smooth muscle function as a result of partial
urethral obstruction. The increased smooth muscle signalling due to loss normal excita-
tory neural input leads to a state of unstable contractions or overactivity. OAB is also
triggered by neurological effects resulting in dysregulation of reflexes to the bladder
and urethra and leading to neurogenic detrusor overactivity.

In contrast, (urge) urinary incontinence is defined as an involuntary leakage ac-
companied by or immediately preceded by urgency (Tiwari A et al., Expert Opin. Inves-
tig. Drugs 2006, 15(9): 1017-1037).
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etiology is characterized by inpairnment in snooth
muscl e function as a result of partial urethral

wo@bk@snombé on. The increased snooth nmuscl e si gneCT/EPZYP08/052640

due to loss normal excita tory neural input leads to a
state of unstable contractiong or overactivity. OAB is
al so triggered by neurol ogi caf effects resulting |n
dysregul ation of reflexes to the bladder and uret

andn HdPHEW: dlafethrbdBialA g ak. LF%VHQS &9 163): 1|7f$ 193) men-

fANtheask of (MREIGAgoHIstsN8lich A\GatdIReREGSottindRarhiResl aAS baskrelin,
i nvol untary | eakage ac conpanied by or immediately

IoracDiHB GaBYAte JayBIRcy) A0dTORBRS, 19X asianfe (eseRigEINe, ingicanced
biYSRSE clrcindddmdAB98., Th’eﬁﬁ&bahoﬁ%e?ac%%@l)addié} i$ R&t rhentioned, nei-

review, Atala et al. (Atala Aet al., Drugs & Aging
thegare LHRH pntagoRist93) men tion the use of LHRH

agoni.sts, such as gosereli euprorelin, nafareli
e Grsclegediti s G AtOTgs T Teaiment of side ef-
R A BORRctohB orl sPmblIMeLadse st vthodBroduBtivadéaBsRAce in female
prostatic carcinoma and BPH The jndication overactive

BeAYRAS Sueh AS POHEREIbRER W?@?%”r?éw sp¥eq pigqes, in particular urinary
m@brﬂﬁl@ﬂtétrﬁooo\/&ﬁaﬂéésgﬁéﬂ%sﬂ% @h@’élﬂﬁ/hbiﬁ @hé}fﬁg%sofh@'ﬁéht application

anal ogu(gs or the treatnent

of si f ect
WL PH doRisis g Rptageaists Buldy S\fﬁ”ﬂ ﬁb?%'ﬂeoer&bf%nt@@ of chemi-
§@mﬁ@rﬁ@>ﬂa@ cagtrafn@ﬁah@ caﬁa@?;mhamg%ppﬂbpaétemhgmmsamrther
W%ge paYngr itches, in artllculg urin Y
?(@ﬁh”e‘n'é@” Y 88teé*ﬁ% & MERM{lP gaf geesiet déﬁa%ﬁﬁ%? freatment

§m5|§¢®ma-ﬁhﬁr l@é@l‘ﬂtneaﬁtm b\@ﬁd:tﬂ@ blH@ﬁbi Q\fﬂﬁle@ﬁﬂb. |ﬂt§|@é1tio‘ht Al-
revention

n oni s ent about the f
Wé%‘ V‘@SBZ/@ﬁé‘f'Wﬁﬁi")”Séﬁ%f*}eﬁf‘?t'ﬁﬁ' usR®f EHRTEIPBIRNISHS all examples
AP &I rh el 6%@6@@@\@@% GﬁRl—H@ﬁ)hlstsV@e@zﬁ aéél‘é‘ﬁe d&ses only:

onllyOd directed to female mammal s and does not di scl ose

leHerolide a¢siRiqt deHOTRE. FiRierRiharfiRte dRiserelip aceldls mrplose ranges from

gvgrnc'@td vemg)| BslieVer asis RMikpbWA ko tHe(Heedn skiled A thetdtOM i the use
36144 mentions the theoretical use

of GhRH
n@t&@é@gg@lgts |%mesg>ggﬁ%q iggvitably leads to chemlcal (hormonal) castration

and undesired unfavourable hormone withdrawal symptoms. Further, no experimental
data are presented: the described experimental use of the GnRH agonist analogues is
a mere hypothesis.

Reichler et al. describe the effect of GnRH analogues on urinary incontinence after
ablation of the ovaries in dogs. Depot formulations of GnRH agonist analogues leu-
prolide, deslorelin, buserelin and triptorelin were used with dose ranges from 3,75 mg
to 11,25 mg. Castration, i.e. reduction of gonadotrophins FSH and LH to basal or unde-
tectable levels, is reported. The authors are silent about the use of LHRH antagonists,
the prevention of chemical (hormonal) castration, corresponding appropriate dosage
schemes and overactive bladder as medicinal indication (Reichler IM et al., Therio-
genology 2003, 60: 1207-1216).

Nitti reviews the status quo on botulinum toxin for the treatment of idiopathic and
neurogenic overactive bladder and detrusor overactivity. The use of LHRH antagonists
is not mentioned (Nitti VW, Reviews in Urology 2006, 8(4): 198-208).

Reichler and co-workers studied the effect of a long acting GnRH analogue or pla-
cebo on plasma LH/FSH, urethral pressure profiles and clinical signs of urinary inconti-
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and experinmental enbodinents refer to GhRH agonists
used in discrete doses only: |euprolide acetate,

wale@BooENMé N, triptorelin acetate, buserelin acPCHEPR20081052640

dose ranges from3,75 ng to 12 ngy. However, it is
wel | -known to the person Skl|l3€d in the art that the
use of GhRH agonists in these“doses inevitably |eads
to chem cal (hormonal) castration and undesired

DecaBiGria SPRINGIEE MERRANGT HgPaRAIeNsS dtishes: Usgraf aRH agpnist

868G ENoAd lidE Ak Staft if 2lro$%§ MPosek ieredBasd. 8 further reported that
experimental use of the GhRH agoni st anal ogues is a

F‘&?F%‘SW‘&S@?H@Q%” theeiegpense tethepnRid @gepistrnaiqauedgraey, from inef-

rltifaBhb AL Ry &Bic nay b@é&ﬁé’to' izl rB%@e@Bét%en various GnRH
abl ation of the ovaries in rmul ation

of
@ﬁ@g%@oﬁi%@vearpgﬁty&\g%thpbg@qugppl%gsH@pdﬁa@rpﬁmhkely involved

mﬁ@bsdhbgh@mbgyrdf @hﬁér‘?'nﬁd@)nﬂ@ér%e% Bitthek lshhcd PS8 fRNgEfevels are
from3 tggto 11, . Castration, i.e. reduction

Be difsread By *ﬂ)ﬁ#‘%sﬁﬁﬁ %[M@PP@%SM& iPatg dgesid Neevihgss are si-

leBY gbcit tHeSudee QHREHantddhistsl tthe prevahtnsdf |cﬁ8r‘mc§b(%!?mér’(b% castra-
use of LHRH antagoni sts, the prevention of chemc

ioTb CRBPRRONIRS SPPEPTIale, dasage é@]@ﬁ?ﬁ? g ApFCHs 'P'é?‘%er aS medicinal

parateh FRaIRIMaN Al OMRiridgéholGyy(dddes: 1227vedski nal
indication (Reichler I'M gt afgybi Ther i ogenol og); 2003,

gOtRW'ahtd%ojﬁarker%lle%(hﬂmrfea\(}r&mla?hﬁ?eﬁh@b@s gr?]tpplﬁﬁna LH/FSH in
otul 1 humtoxln f or e nt Ol | dl opat ni C

PRAYFE GeAple RigResaiPreeng %W%%Sr%ﬁa G&BH%%’GE“ analogue depot treat-
ﬁ]‘éﬁ{ @F%hﬁdogu@h@u&ﬁl&ieﬂﬁ alddrhy a%é’fﬁﬁﬁtjéﬁcﬁ forfnult@ibn was applied.
nent] one

T bAdBs Nate At bORR AL S PRIBFS @A (Rsagf drins FSH and

Qlf-l wﬁéré SREvR R b @ecdHIEd 30 ahRIS@asE IdveR. TROAUIABrsiré st about
H FSH, urethral pressure profiles and clinical signs

H‘P Yseidh AHRH Fdpnniste Aeergyenton o sRPRIERKPorRRRA fasiition, corre-

SRR Riate dd¥iab 6 B@I‘%méés@opéveﬁbﬁbb BBERESds mBditiAgIuRdication
tate in 20 0 doses is reported.

lid
ﬁe«ﬁé&flwﬁir heaioapr oo 2. 86: 312721385

Kaplan et al. demonstrate efficacy of tolterodine and tamsulosin for treatment of
men with lower urinary tract symptoms and overactive bladder in a randomized con-
trolled trial (Kaplan SA et al., JAMA 2006, 296(19): 2319-2328). The use of LHRH an-

tagonists is not mentioned.

WO 2006/129162 is directed to anti-LHRH vaccines for the control or treatment of
urinary incontinence. The use of LHRH antagonists is not mentioned.

Description of the invention

The present invention has the object to provide novel treatments for lower urinary
tract symptoms, in particular overactive bladder and/or detrusor overactivity, by which

negative hormone withdrawal symptoms are prevented.

The object of the invention has surprisingly been solved in one aspect by providing
at least one LHRH antagonist that can be used for the preparation of a medicament for

the treatment or prophylaxis of at least one lower urinary tract symptom in mammals,
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there is a wde range in the response to the GiRH
agoni st anal ogue therapy, frominef fective to |ong

WO awBilomy46 whi ch may be due to different responBEFEP2008/052640

bet ween various GiRH anal ogues. It is even postul ated
that gonadotropins FSH and LH,are unlikely involved in
t he pat hophysi ol ogy of urinary incontinence in bitches
since FSH and LH |l evels are no different in both

WhereasiEe 3f |eRsHaNe IWeTUE BBssY At FYMPIoEHE S6legisgdromrifig group con-

FuittPss uh SrySndontiféHceal@dtindoRBnatee, Serddifblbladder, |d|opath|c over-
ant a%éanl sts, the prevention of chem cal (hornonal)

eelye qubrﬁ‘eU'E?@PP'Q%%rﬁH?"f?d)'%‘Hﬂ SRR TOVEERCAYE : KligRats detrusor

Q\Flsq‘a&}'(/ﬁfi &f‘ebfd@%n?é'o@@rd%r ASrdthdiyc laﬁ'@{/vhél%m $atat RAst one LHRH an-
(Reichler IMet al., Theriog eno 0 2006, 66: 1227-1

PggYist iRd9 bH peMinigiered i %F‘I@F"@ B %@ekﬂ’h ish g 8 Gause chemical

g@l‘nﬂ&ﬁm%@tr@r&q plasma LH FSH in spayed Beagl e bitches
fore and 8 weeks after GnRH agoni st anal ogue depot

t 1 eMe tB@M tove kR I@Iaédié?glé%e'ﬁﬁéti%)oihledﬁ‘teh’@itlana'iQ)dﬂiﬂnence Society
Hggtg nt hs depot formulatio plied. The bitches

Was
ag q'%‘ﬁﬁp‘t?é%ﬁ”% 280Aet CY\F)ds 6%’“?1?8‘ ¢QraRlenesnsisting of ur-
genFatn HNiMBUFREE #REntddneer Rusiowh fregleAcdasd ﬁ@&@wb iPthe

undet ec able | evels. The authors are silent abo e
HRSENES Of PR PRHIORA PrHEmopgl SHClp B BEMSIT 61l KB be 003, 61(1

gnapnmbrahs FEasd ! @l’?dl&j}/ 20030 e@(ssgaembngs@p% BPaha4e- 42) Syno-
i nal

dosage schene active Dbl add di ci

NHBF BERYEERFIVR Elag re(?)pleﬁ)/l ’@ﬁ“% urgeTiye rOHIfeﬁ‘gg ge fg@eency syn-
8me2. 127-2136). Kaplan et al. denonstrate effl cacy of
tolterodine and tanmsul osin for treatnment of men with

| oviele teinh MRS b Ve tachYityP tsaddhinad By eheethrehdivRalld atielenicd Society
nd zed. con trolled trial &Kalan SA et a JAVA

agégas %gg\quljetruggrlox@rﬁlgg is apyradynamic, posaryatiog characterized by

h@@lgﬁﬂaﬁﬁ @ethﬁsoﬂéﬁntﬂ&@ﬂ’ﬁns%ﬁﬁ tH@lII&@Qﬁ{aée fti%lﬁ%ylbé spontaneous or

dlre to apti-L |nes
proxgl ragps P etal., Uro ogy 03 62 éupplement %%51 28 37 and 40-42).

An excellent overview about the lower urinary tract symptoms “overactive bladder”
and “detrusor overactivity” including their definitions, different subforms and/or different
etiologies, in particular in men and women, is given in Abrams P et al. (Abrams P et al.,
Urology 2003, 62(Supplement 5B): 28-37 and 40-42). From the document it is evident
that patients suffering from overactive bladder almost all have coexisting daytime and
nighttime frequency and many of them also urgency, whereas only up to one half of the
patients have co-existing urge incontinence (figure 1). In woman there is also a form of
“dry” overactive bladder”, where patients show urgency, increased frequency and noc-
turia, but not urge incontinence (figure 2). From this overview it is clear that “overactive
bladder” and/or “detrusor overactivity” (figure 3) are not equal to urge incontinence, as
many of the patients suffering from the former two syndromes are not incontinent, i.e.
they are “dry” (see also: Tiwari A et al., Expert Opin. Investig. Drugs 2006, 15(9): 1017-
1037). This document (Abrams P et al., Urology 2003, 62(Supplement 5B): 28-37 and
40-42) is herewith explicitly incorporated by reference in its entirety and explicitly made
reference to with regard to the definitions, different subforms and/or etiologies given, in
particular with respect to men and women, separately.
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urinary incontinence. The use of LHRH antagonists is
not nentioned. Description of the invention The

wQ@r@sani44é nventi on has the object to provi de NPUFEP2008/052640

treatments for lower urinary tract synptonms, in
particul ar overactive bl adder cand/ or detrusor
over activity, by which negatiVe hornmone wi thdrawal

nPtorrs are prevented. The object of .the invention
haé ig Hfgsefog W@f%yreﬁé'éﬂ‘es%’luv%oo‘c ithe iseenidpeptionipat all these different

BUEYintd dHa éﬂoldgﬁ%%iif “&fé@adﬂl?@bﬂa@ﬁéragﬁ@ﬂoﬁ*deirh%r cﬁ/@ﬂach\ﬁty” are com-
used for the preparation of a nedi canent

:
Pies [ERATIGHaT o BFYETERS (Baighatigpts) suEeRNCHfem Sipsrcte Plageer

Bhd61t “dai i3 @0riabtiVi "%'&mpnéé@ﬂfaﬁaﬂé ﬁd‘ﬂﬁ]c@htldeﬂﬁ% \Qﬁl@do not
lower urinary tract synptomis. selected fromth e%ry

SRRV SYmaRtPRg O prge--lrgﬁqnﬁgqaqpe,, ieprteRenhard thglige but are
i nconti nence, overactive bladder,, idiopathic qv

actingde dpigredizie dosg dnife ‘ERPé?ea%ftth‘%/@reﬁP%td@l‘(ﬁ”t'on s defined by its

High& sl loR¥EIMAEAhd/ hdthe dlio At rRé&niste tThe $@gher limit of “mtermedlate
overact|V|tg neur ogeni ¢ detrusor overactivit

& the e et luéhg‘iesd”f?é CRYSRIFNEAYCRY GTW@P”%"%C%%%%“ as defined

RN VAR remelléwéfﬂlrmtrﬁfelhf@?ﬂb@lb% dtReeis tM‘é"U@ée tﬂQﬁEstQ@bses a
cause chem,cal hor nonal |%ératl on.

loW@EPGRAVEY  arverygmal ong OéléHr 3 ang/or Fﬁét%tﬁre?%wtth §Rregrd to nor-
ﬁan%édwm@n&réb@ueve(sl ONPYS ﬂlﬂhlﬁ Qhd m&vledéé%f?tﬁé smled artisan to
a e S ex. consi stin
'éH%fﬁt%hlg%‘%‘% WNHB%P/'%P %f@rﬁ H’En%quf?é%é%se L?%F'P ;L-Hﬁﬂ gntagonist

for ROuRIACH tABBasIS 6f hik ieRpert KndvEIRLERIGE d%f:lols@t@&if the present in-
pat hol ogi ¢ or hornonal factors (Abranms P et al.

¥$BI°Bgy 2003, 6 1( 1 ) : 37-49; Abrans P et al.

Ur ol ogy 2003, 62( Suppl ement 5B): 28-37 and 40- 42).
Syno nyms of overactive bl adder (OAB) incI ude "urge
syr]nrorre and gne fre%uenc

a preferred embod| ent, at least or¥e Iﬁ-)(IQH antagonlst is provided that can be
used for the preparation of a medicament for the treatment or prophylaxis of at least
one lower urinary tract symptom in mammals, wherein the at least one lower urinary

tract symptom is not associated with benign prostatic hyperplasia (BPH).

In a preferred embodiment, at least one LHRH antagonist is provided that can be
used for the preparation of a medicament for the treatment or prophylaxis of at least
one lower urinary tract symptom in mammals, wherein the at least one lower urinary
tract symptom is selected from the group consisting of: “overactive bladder, idiopathic
overactive bladder, neurogenic overactive bladder, detrusor overactivity, idiopathic de-
trusor overactivity, neurogenic detrusor overactivity” and wherein the at least one
LHRH antagonist is to be administered in an intermediate dose, which does not cause
chemical (hormonal) castration.

In another preferred embodiment, at least one LHRH antagonist is provided that
can be used for the preparation of a medicament for the simultaneous treatment or
prophylaxis of at least one lower urinary tract symptom selected from the group con-
sisting of: “overactive bladder, idiopathic overactive bladder, neurogenic overactive
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The term "detrusor overactivity" is defined by the

I nternational Continence Society (ICS) as foll ows:
wDedosasmn6 overactivity is a urodynam c obser vaPp¢CDEP2008/052640

characterized by involuntary detrusor contractions

during the filling phase that .may be spontaneous or

provoked (Abranms P et al. gl ogy 2003, 62(Suppl ement

28-37 and 40-42) An excel | ent overvi ew about the
P'é@i@?r ARTUSar gvaracivity, é‘}lﬁ%t@ﬁ@et%%roé{%ﬁapii\étyb'i‘%%”'c dgitysor
OFBhENRPT arMRhRALPrydthie hyp@gdia&ﬁ (EPH)N&hErefethi i ie'a@tn&we LHRH

di fferent subforns and/ ferent etiol.ogies,
pRirgPruslinte hmagreinisigned RareRtermedigiedose; ‘Mh'%ibfi%ﬁﬁ;”qi’ cayse chemi-

8al-(hdrivdhaleadiratbnal ., Urol ogy 2003, 62( Suppl enent 5B):
28-37 and 40-42). From the document it is evident that

pat'ITh%NsSfo‘ﬁ stk g hegHs G4 @féfew&i @h@&dimént%di‘@ﬁlts c@h lbe
have coexi stin nme an ttlme requenc

i G2 E iR O S D OSRIGHGIRS 13 SpoUTE ELp Gaies Higpptiic

@\ier&&tﬁ‘{e de@ﬂ&@/&%r@nﬁ%@irddﬂge bia88er a{h@iQ:iéTnig‘nQﬁGQatic hyper-
é ure . In woman there is also a form of

é@?ﬁbe bl adder”, where patients shon/urgency,
|ncreased frequency and noc turia, but not urge
incontinence (figure 2). Fromthis overviewit is

gl ji? r&é{irt r e/r((?erc? bécﬁgbentgggleeéattonggul-&gH %gt%bggégt% provided that

i:anc@@tisercefocme p’rlépdi‘@tmh ¢ifa hédicaménteésrithe Bufciredibdgsdortegatments,
H%Seinatiigﬁ—@-pgnteén rt%rrg ectr ﬁ%}th%&'@%ﬁﬂs‘??@gﬁgr labarelix

@rigmicdl MpeBadt Beri¥dtdSed @a\iurﬂﬁe(r9)83559;l§e? 18@ide. (Chbingal Ab-

gt%;:clfl %g/tic?% o tr)(d\Fui%erab 2]’53@& é% 48 hXZ@ﬁrbogc(pg%;%gPRbstract ervices

R@g.@rrmnaﬂoeﬂ 18Y45R28BEMCE5IIB ( Chemeﬁt Ayt 8&elices Registry Num-

de reference
Gt 1o iooths T BearabelRetting SpsliachaaRs SeoRty g ogber: 120287-
g5b- ‘Gﬁidegarféh}palitdnﬁicél@ibstﬁdfadt@eiﬁ@d@?@égiét@ m@nbﬁmgi AVBBETB-6), detirelix
at efaore prefe n_the cours
iR lokirad cbdvgst et abe s hee 4 or rafitt 831055
@ii@‘nﬂi&diﬁ\b@tﬂ@bt@em&@gwﬁst@f NUrah@t 2833504507 )agsterelix aTHbnieal Ab-
stgaect rSléFc’v?czrescﬁle%ris?rc):/tNluvrngQr 12% 84%%@ Nal-Glu antagonist, ramorelix (Chemi-
cal Abstract Services Registry Number: 127932-90-5), RS-68439 (Chemical Abstract
Services Registry Number: 102583-46-0), teverelix (Chemical Abstract Services Regis-

try Number: 144743-92-0)” and preferably is cetrorelix or ozarelix (D-63153).

In a further preferred embodiment, at least one LHRH antagonist is provided that
can be used for the preparation of a medicament for the herein disclosed treatments,
wherein the LHRH antagonist is selected from the group consisting of: tetrahydrocar-
bazole compound of the formula (1)
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prised. In parti cular it is preferred that patients
suffering from"overactive bl adder" and/or "detrusor

wo@sdeidite/i ty" are conprised that are not i ncoPCT/BRIS/052640

i.e. who do not show synptons of urge i nconti nence,
incontlnence and the like, but, are "dry". The term
"internmedi ate dose" in the colrse of the present

invention is defined by its higher and lower [imt and
has the fol | owing meaning: The highdfblinit of
"internedi ate dose" is the dosytha
cause chem cal (hornonal) castrat
herein, wherein the lower limt of

stosterone with
2od levels. It lies
ed artisan to

very small one, of LH FSH and/
regard to nor mal sex hornone
wi t hi n the know edge 69 thg S
el aborate the Iomer qg AT t of an
"intermedi ate doggpf ac NL RMc&fftagoni st to be
used on the baS|s of hi g expeft ow edge and the

di scl osure of the preseﬁ@ in venHN Ra a preferred
enbodi nent, at |east one LHRH antagoni st is provided
that can be used for the prepara&; &,a%medicanent
for the treatnent or prophyl axi s®of at''l east one | ower
urinary tract synptopyjn mamal s, mherann the at | east
one lower urinary tract synptomis not associated with
berih yhicpr ost ati ¢ hyperplasia (BPH). In a preferred
enbodi nent, at | east one LHRH antagoni st is provided
that can be used for the preparation of a nedi canment

f orXitihe, Oras & f&nt or prophyl axis of at |east one | ower
urinary tract synptomin mammuals, wherein the at |east
one |lower urinary tract synptomis selected fromthe
gr clendonsire indagenstently ehvaneaarathes heragrmeinallyiligkespbt.hi ¢
overactive bl adder, neurogenic overactive bl adder,

detrusor overacti vi ty, idiopathic d e
R1 and R2 are independently of one another selected from the group consisting of -

H, aryl, alkyl and arylalkyl radicals which are optionally substituted in the alkyl
and/or aryl group by up to 3 substituents independently selected from the group
consisting of —Hal, -CN and -O-alkyl, where R1 and R2 are in particular hydrogen,

R3 is an alkyl, arylalkyl or heteroarylalkyl radical, which are optionally substituted
by up to 3 substituents independently selected from the group consisting of -Hal,
-CN, -CO-0O-R12, -CO-NR12R12’, -OH, -O-R13, -O-CO-R13, -O-SO.-OR12,
-0-S0,-R12, -S0,-OR12, -SO-R12, -O-PO(OR12)(OR12’), -O-PO(NR12R12'),, -O-
CO0-0-R13, -O-CO-NR12R12, -O-CS-NR12R12’, -S-R12, -NR12R12’, -NH-CO-
R13, -NH-SO,-R12, -NH-CO-0O-R13, -NH-CO-NHR12, -NH-C(NH)-NH,,

R4, R5, R6 and R7 are selected independently of one another from the group con-
sisting of H, -Hal, -CN, -CONH,, -COOH, -CF;, -O-alkyl, -OCF3, -NO,, and alkyl,
arylalkyl and heteroarylalkyl radicals;

R9 is a hydrogen atom, an alkyl, an aryl, a heteroaryl, an arylalkyl or a heteroarylal-

kyl radical, preferably a hydrogen atom;
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trusor overactivity, neurogenic detrusor overactivity"
and wherein the at | east one LHRH antagonist is to be

wadmsndatered in an i nternedi ate dose, whi ch JdPEFERZINS/052640

cause chem cal (hornonal) castration. In another
preferred enbodi nent, at Ieasg3 one LHRH antagonist is
provi ded that can be used for “the preparation of a
medi canment for the sinultaneous treatnent or

prophyl axis of at |east one |ower urinary tract

Syrmtoqmasr%ﬁrgteﬁ%tdnﬁ Otk RdREPH 1O 19t IGT-OH 11, -CO-NHR11,
overactive bl ad i di opat h| c overactive bl adder

neufF@¥BhiNg 6ve‘|SQ:2tFi“v"eBT HRbt r usor overacti vi ty,

i di opat hic detrusor overact|V|ty, neur ogeni c detrusor

overactivity" and benign prostatic hyperpl asia
whet iR af‘@él‘ybtanlaélés% hejReoantiag Q&M'@%W@sﬁet?@afy@”ﬁ’éra ical, which

adrgr@ bﬁﬁcﬁfaﬂ;ﬂsuusnﬁmed )] @rwadh@fteesuegtﬂ@entwﬁd@beMﬂy aaécted from
cause chem cal hor nonal ) castration. i s

i ndh@arEp CBQS'mrpg gl G, sa'bv'ef%crsréapesn@aq FPeﬂky' ang

pat-o@HCrO)beH,r eated that suffer from overactivce
bl adder and/or its subforns/etiol ogies idiopathic
overactive bl adder and/or neurogeni c overactive

bl aiglier-cawsl-dgna 0|p-[©13©6a§|kﬂ Héﬁ?@éryﬂﬂéie&héﬁ rhét@ro@ryl

further preferre nbodi nent, at |east one

antdjehis sHP$tEutEd By PH%&O treg; PEdprably by<wg. $Lt93t”tuﬁ@t3 independently

Pr eRpiceid fRitn He Q?Olﬁ@%r%@ﬂ'ﬁ%bff (CHJToH fey, &, b-2d-R3ed
treatqnsrants ereln the antagﬁgm st is

L P SRIER ol Bl ohl, sBrod B BN LESRLR:. (CRbioEEh Criz),
Abstrpo lezqfso@@@#w -DLoh R 12R3858Rd 38-CB-NR12R12, or,

antide (Chemcal Ab stract Services Registry Nunmber:
112w, Nowexsr, ahleast ne B (Cheni cal Abstract Services
Regjstry Rugleeor 134457-28-6), A-75998 (Chemi cal

Abstract Servi ces Rec(igl stry Num ber: 13521 5-95-1
cetlilor el i RTQ rotHeand RAd is-aparyiglyl erchaterpanyladyt V‘d'%" which are

Nurdagstitutéd @2 é-aryl or heteroaryl group by one or more substituents independ-
ently selected from the group consisting of Hal, -CN, -alkyl, -CF3, -OCF3, -OH, -O-
alkyl, and -O-(CH>CH,-0),-CHs,

R8 also assumes the meanings indicated for R3;

R12 and R12’ are independently of one another H, or an alkyl, arylalkyl, aryl, het-
eroarylalkyl, or heteroaryl radical and are preferably H,

R13 is selected from an alkyl, arylalkyl, aryl, heteroarylalkyl, and heteroaryl radical,
or is the group -(CH,CH,-0),-CHs, and

nis an integer from 1 to 10, preferably 1 to 6.

In a further preferred embodiment, at least one LHRH antagonist is provided that
can be used for the preparation of a medicament for the herein disclosed treatments,
wherein the LHRH antagonist is selected from the group consisting of:



85-6), degarelix (Chem cal Abstract Services Registry

Nunber: 214766-78-6), detirelix (Chem cal Abstract
W®008i16R36 Regi stry Number: 89662- 30-6), ozar el PRI/EP2008/052640

(D-63153) (Chem cal Abstract Services Registry Nunber:

295350-45-7), ganirelix (Chenbcal Abstract Services

Regi stry Nunber: 124904-93-4); Nal-d u ant agonl st,

ranprel i x Abstract Services Regis

AGHBERen Y HOI D 5y (S) A iy - Caneiny 9PV RBBERYA-6.8-dichloro-
Ser vp gess9- Fé@l@h%rbyl ENS T 3%6&@ zﬂhetﬁyﬁjf@é)ﬂ}bhﬁbamate (1),

t S R
S T S N M TE AR
( D' 6§ 1%,5139 tetlaRydrof 1H- &é?@ézdm%ﬂc%rrﬁérﬁ'oﬂ]@ﬁ@tm&yl}caltbah%@é(-'2

H antagoni st is provided that can

fo
f‘rﬁ@'om@ﬁawéﬁ (B S-4Sheaivgaioxiy- ”TGHFY'Q%BQC%EE@'@PH 6 g-dichioro-
di sch @%@@itétrraﬂ%rﬁﬁlm éarbmwldarﬁaﬁomtﬁmeﬁm@m@b%maﬁe (3),

selected fr up consi St
P& anirdlone: §r{b$c)220ﬁ2e(25@ﬁmﬁﬂylﬁpetty%€“$‘8 PRy PeyiaAcylamino}-
whi ch3 29 tdt@ahyroQ HEarbazdié-3-c8hb Rt atk RSF1 carbamoyl -2- methyl

i nde endently of one another O or gemnally |inkéd H2,
R 1 B¥)3®0'dgkd: i ndependent |y of one another sel ected

{®) CBTB-URJWO@@ 92!(8 LZO[fQS(BSﬁJbﬂﬁ)h@ﬁyl)’dcel@rathno]ﬂJ ﬂﬁ)éihyib@ﬁtanoylammo}

aryl al k I cals are optionall e/substltute in
the aP te&rﬁHMP 15# Wb@%%%é 0693%]6“%9'% (Subsarmemoyt¢methyl-
[ nde&gwgmﬁ@g% sel ect ed fromt he group conS| stl ng of

B Ploratieray! Ty i BReer CSiesaibama- &meyhbLAYGA B Ryl 6 6-dichioro-
het ep gar, 9’ ke@ﬂah}’dirof ﬁrﬂbé?@ézol ‘ﬁf})l@ahbéiﬁé%/l]ozmﬁeﬂ%ult carbamate (6),

substj t U bstituents i ndepende

BT TPre B lprau S Tas BV il asprbopiay bungarBamoy)-25,4.0-

-CO 3,
e Sgtrgﬂdé%? 1H,Q,Q_r%BJ§IO@ aﬂoamoyﬁ}i me@&%@carb@n@@m

beyzsict- f)t{e@@ﬂ?xlbcarboﬁv'ﬁ@mgﬁi 3G -carbapoyl-2-methylbutyl-
carbamoyl)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]propyl}-

phenylcarbonate (8),

benzyl [(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-2,3,4,9-
tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-(4-phosphonooxyphenyl)ethyl]-
carbamate (9),

benzyl [(S)-1-[(R)-6,8-dichloro-3-((S)-2-methyl-1-thiocarbamoylbutylcarbamoyl)-2,3,4,9-
tetrahydro-1H-carbazol-3-ylcarbamoyl]-3-(4-hydroxyphenyl)propyllcarbamate
(10),

benzyl [(S)-1-[(R)-3-((S)-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-2,3,4,9-
tetrahydro-1H-carbazol-3-ylcarbamoyl]-3-(4-phosphonooxyphenyl)propyl]-
carbamate (11),

benzyl [(S)-1-[(R)-6,8-dichloro-3-((S)-2-methyl-1-thiocarbamoylbutylcarbamoyl)-2,3,4,9-
tetrahydro-1H-carbazol-3-ylcarbamoyl]-3-(4-
phosphonooxyphenyl)propyl]lcarbamate (12),

(R)-6,8-dichloro-3-{(S)-2-[2-(2-fluorophenyl)acetylamino]-3-methylpentanoylamino}-
2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-methyl-1-thiocarbamoyl-
butyl)amide (13),
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0-R13, -O-CO-NR1 2R1 2', -O-CS-NR12R12', -S-R12,
-NR12R12', -NH COR13, -NH SO 2-R12, -NH-CO-OR1 3,

WO NHS@OH4MHRL 2, -NH C(NH)-NH 2, R4, R5, R6 andP@®IEP2068/052640

sel ected i ndependently of one another fromthe group
con sisting of H, HaI -CN, -CONH 2, -COOH, -CF3,
-Oal kyl, -OCF3, -NQ2, and aIWyI aryI al kyl and
heteroar r adi ydrogen at om

KS/P- dlcﬁ?;f%r?’glels 2a[2r{8tf'é'96>&h9myl asﬁtyﬁﬂwodﬂk(ﬁrhYQFOXé{phenyl)butyryl
het eér‘ﬁﬁ%ﬁb@u & ¥dtrah@@HoCM- ca@éﬁfl@@ﬂi&?%@hd‘é’éﬂ RS?E n@étﬁ‘iﬂﬁhm

10 is a en a m or the radical -
co@@afiloy' DRr¥ge @4).- c(NH) - NHRL 1, -soz R1 1 or
mokb@-= {WEQL[ -6f8- éhéhlbr% @RS?bkﬂéthylanthﬁk)il‘barr@)yibﬁfyﬁ!aﬂﬁin}’dw

an ar et eroary adl ca

ot Lo wt@umf‘%@@eawwf@rwwfur%tzs@bfgprth@nw@cetylamuno]-

|nde &Iﬂ%h gls & romthe group consi stl ng of
i ylp(h i 53 -OCF 3, -OH -Oalk and

(I@ Q@;@c@@:@B@S @-_qg quRg)pihgnyl)@rq@ugwygnpwp] &P hy!ﬂentanoylammo}-
-d- Cg3a éi}@trah?dr@fﬂﬁéé/rbazdmgfc@rﬂdiﬁl|<396[ch ((8J- 1J&§Fb%h’ﬁ)§r ZJmethyI
|

group is substituted by one to three, preferably b
one, PRVt E)s i ndependent |y sel ected fromt he

%@%ﬁF@Q@%&tédﬂlﬂ?ﬁéyl Q%étﬁ{ﬂg%fgg%ai@\an{by 8&88@232 %14292’
-0 P@Ef@bMdZWUFaaZ gzol-3yyloaghadrey! BB-(4- - 0- C0- OR13,
-O Cﬁ%d?*ﬁil‘?e‘ﬁ%l é’roploﬁﬁﬂm tyﬂ%lrﬁ&%@matnm!oroddéﬁit@(ﬂ

S s Slebloress- {%at?ewar@pmxxmenwaeme'anw?%moﬁ ﬁlraeelta'ylﬁeﬁgnow

subshiningi-e® 4, 0-tdthyaroy! H-earbB |83 tydxy i &3P ((BY- m,raﬂ)amoyl -2-
nore substituents independ ently selected fromt e

gr oupeEYRBIEMIRE @) Hal , -ON, -al kyl, -CF3, -OCF 3,
b&aZyl {( S} KR)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-2,3,4,9-

tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-[4-(2-{2-[2-(2-methoxyethoxy)ethoxy]-
ethoxy}ethoxy)phenyl]ethyl}carbamate (19),

(R)-6,8-dichloro-3-((S)-2-{3-[2-(2-{2-[2-(2-methoxyethoxy)ethoxy]ethoxy}ethoxy)-
phenyl]propionylamino}-3-methylpentanoylamino)-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid ((S)-1-carbamoyl-2-methylbutyl)amide (20),

(R)-6,8-dichloro-3-((S)-2-{2-[2-(2-{2-[2-(2-methoxyethoxy)ethoxy]ethoxy}ethoxy)-
phenyllacetylamino}-3-methylpentanoylamino)-2,3,4,9-tetrahydro-1H-carbazole-
3-carboxylic acid ((S)-1-carbamoyl-2-methylbutyl)amide (21),

(R)-6,8-dichloro-3-[(S)-2-[3-(2-fluorophenyl)propionylamino]-4-(4-hydroxyphenyl)-
butyrylamino]-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-1-
carbamoyl-2-methylbutyl)amide (22),

(R)-6,8-dichloro-3-{(S)-2-[3-(2-fluorophenyl)propionylamino]-3-methylpentanoylamino}-
2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-1-carbamoyl-2-
methylbutyl)amide (23),

benzyl {(S)-1-[(R)-6,8-dichloro-3-((S)-2-methyl-1-thiocarbamoylbutylcarbamoyl)-2,3,4,9-
tetrahydro-1H-carbazol-3-ylcarbamoyl]-3-[4-(2-{2-[2-(2-methoxyethoxy)ethoxy]-
ethoxy}ethoxy)phenyl]propyl}carbamate (24),

benzyl {(S)-1-[(R)-8-chloro-6-fluoro-3-((S)-2-methyl-1-thiocarbamoylbutylcarbamoyl)-
2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate (25),
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and -0-(CH 2CH2-O n-CH3, R8 al so assunes the meani ngs
indicated for R3; R12 and R12' are independently of

wor@saomsher H, or an al kyl, arylal kyl, aryl, PEI/EP2008/052640

eroarylal kyl, or heteroaryl radical and are preferably
H R13 is sel ected from an al#yl aryl al kyl, aryl,
heteroarylalkyl and heteroaryl rad|cal or is the

is an |nteger

m1l:tt
Bt a2 P B B o et YR A ccPoro-

e ”b OQ Bfm@ltetraﬂpdrbﬂ%&arﬁﬂﬁ)l B s @@]@h}%ﬁhﬁl&t)ﬂ}b@hﬂaﬁ%@e (26),
preparation of

?@rd'qu?éotr?@.zxéh{fﬁ d1| %'8} %é@d IragameraneiRHBr|cAbamoy|) grgdichloro-

ant ag e]p! gatetﬂaﬁy@rel1¢péﬁsaidl@rplééa@arﬂm]tmw@mwuwlpcaﬂ)amate (27),
chl or obenz r%(S -

S S R ZD S W3 S bR Mgy ieAtamgy)-6.8-dichloro-

2 3, é39r§ fﬂtrraﬁm’r@f@-r éarbazol 3- Q/Icarbamoyl] -2- methylbutyl}carbtamate (28),
carbanat e
é 8-di-

5’; 5- dlwlgﬁpg}zdb%ﬁ)zw R@-(ngs 11 ~CRIPANOY: £ ¢ hy[putylcarbamoyl

- car @rﬂ&@}’i 3 2%&5%}0@6 - PYd LA Rt oF ] DL BB Aty lcarbamate
2,3,4,9-tetrahydro-1

H-ca azol - 3- yl car banoyl ] - 2- net hyl but yl } car bamate (2),

é'flﬁbtloﬁé 8)"1 [({F( D¢3)-1- carbamoyl -2- methylbut;gcarbamoyl) -6,8- dlchloro
- car armyl 2- et h ){I car ){ 6, 8- di
hI or é 3, getr,ghgdrpeﬁ eHOBFD: _31ylcarbamoy] 2-methylbu yI}carbamate (30)

t’l‘flgarfob@ﬁ i £( ?yl[em@ ch]arb%mas?mM{éw %@a’#bmaﬁ}es(cﬁahloro-

i chl oro-3 enyl ) acetyl a

o) - S5 I ENO bR R hapioasbamon o el DA Enats (1),
BrcaRFdRAS) € (283'1C[?R)b J1Ccaﬂ§dn‘i’og4 Q%ethylbutyloarbamoyl) 6,8-dichloro-

-car bam)% met hyl bu Ci’ r%
(R - & 3ghSricuihgdig: thi-earaszdh Spycaermoxlia sty saiayai32).
B@ld.f%dﬂ@déﬂﬂl%@)ﬁapgnysx«fs HQ}arba%&/l 5, rﬂeﬂﬁlbu@laﬁdfa%oiﬂ -8-chloro-6-

car bazal e carboxylic acid ((S)-
-car M% 497 ﬁ%tfq{yp%{ Igypgrbgﬁqld’séyl%@;pamoyl] -2-methylbutyl}carbamate
(33),

3-fluorobenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-8-chloro-6-
fluoro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate
(34),

2-fluorobenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-8-chloro-6-
fluoro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate
(35),

3-fluorobenzyl [(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-
2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-3-(4-hydroxyphenyl)propyl]-
carbamate (37),

2-fluorobenzyl [(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-
2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-3-(4-hydroxyphenyl)propyl]-
carbamate (38),

2-(2-fluorophenyl)ethyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-di-
chloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate
(40),
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2-chl orobenzyl {(S)-1
-[(R)-3-((S)-carbanoyl - 2- net hyl but yl car banoyl ) -6, 8-di c

whb@soe742¢ 3, 4, 9-t et rahydro- 1 PCT/EP2008/052640

H car bazol - 3-yl car banoyl ] - 2- net hyl butyl } car bamate (6),
benzyl {(S)-1 -[(R)-6, 8-di ch_I1ozr2_o-3-((S)-2-rret hyl - 1

-t hi ocar banoyl but yl car banoyl ) -2, 3,4,9- tetrahydro-1

H car bazol - 3-yl car bam)ylé - 2- met hg/l but Yl %car,bamat e (7),
g—éngngppenzyl {(S)-1-[(R)-8-chloro-6-fluoro-3-((S)-2-methyl-1-thiocarbamoylbutyl-
4- { (QrbambAN2 vl KXy ah herayil-agaBaz ok-alfidaroam bR -mettiAdupam
oyl - 2- et heé but yl car banmoyl ) -

6, 8- 6A'BRAN8IEd4D), 3, 4, 9-t et rahydro- 1

glrﬂgarrolbaﬁ I;(@?-‘S;Jé[fzféJW)éld-MdP&ﬁl(IS)-ZPH@HM-¢@Hi&§d?@érﬁo;(ll§)tyl-

enzyl [(S -1 (R) - 3- (Si)_l
- car BAREPPYIp2 At *}qt@bvéfpc&-B%Iﬁagﬂ'ﬁské?%bw%—%mﬂm@w};

9- tedrbanudr@a)l

H car bazol - B-YI car banpyl | - 2- (4- phosphonooxyphenYI ) et hg
Pffluorohemzyhipk ﬂ@):G,%glﬁglﬂo-?-{@-_2rmethyl-1-thlocarbamoy butylcarbamoyl)-
- [ (R2,36), G 1ediabdirB 104-Sarb &) -33/1 ¢ dhidyi]13-(4-hydroxyphenyl -

-t hi ocar bam?y but yl carr barr032/yl1) -2, 3’,1]4, g) 3{éct>>;y§h§rg/r)g_r0fy]

H caf¥BZBACI4Y) car banoyl | - 3- (4- hydr oxyphenyl ) propyl ] ca

slhaembens 1%%)-1@@)%){3-&[:(1@0—13-( S)-2-meth I-1-thiocarbamobeuéyIcarbamoyI)-
-1 ( Ré- 3-! ) - car banoyl| - 2- net hy| but){ car banoyl %1 6, 8-di ¢
hl or Bgf - ,trqa,hgdrot1é—{-pa(gﬁ§%ﬂl-§;yicarbamoy]-3-(4-hydroxyp enyl)propyl]-

H cagkrBaahtedas), car banoyl | - 3- (4- phosphonooxyphenyl ) prop
§H@&§L§§‘z§? @ﬁ)&i@)@%ﬁ}z -}(lzlgr_b[ﬁxég%{g-,é-n@thbeutyIcarbamoyI)-6,8-dichIoro-
- t hi pgar hemvldrat \H-abRAIBWIdarZam Sy -RretiyiiutylldMehaaTale (47),
H car bazol - 3-yl car banoyl | - 3- ( 4- ,
AESToRBTIK ST oF by RibeaToyhAetusyicarbamoy)-6,8-dichioro-
(R) - §,3§r,giteﬁﬂ&h%r@=13+-éa{r§é;&3[ﬂca(rt§’arﬁdzemoz-ﬁi@h@m(h%]@@%yﬂa@éMS),
noj - 3- met hyl pent anoyl ami no}- 2, 3, 4,9-tetrahydro-1 ,
Prictery S LRGN ecabrmoyEspebyiRsbiaprsamoy)e.s-dichioro-
- t hi pgar paaRYydrdt iH-garbazol-3-ylcarbamoyl]-2-methylbutylicarbamate (49),
2,3-dimethoxybenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-
dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate
(50),

2-methoxybenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-

2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate (51),

(R)-6,8-dichloro-3-{(S)-2-[2-(2-fluorophenyl)ethylamino]-3-methylpentanoylamino}-
2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-1-carbamoyl-2-
methylbutyl)amide (52),

2-trifluoromethylbenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-
dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate
(53),

3-trifluoromethylbenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-
dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate
(54),

3-trifluoromethoxybenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-
dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate
(55),
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am de
(13),(R)-6,8-dichloro-3-[(S)-2-[2-(2-fl uorophenyl ) acet

wWQ b@silomalie 4- (4- hydr oxyphenyl ) but yryl am no] - PCT/EP2008/052640

2,3,4,9-tetrahydro-1 H carbazol e-3-carboxylic acid
((S)-2-nmet hyl -1-thi ocar banoyl 7 butyl)am de (14),
mono(4-{(S)-3-[(R)-6, 8-dichloro-3-((S)-2-nethyl-1

-t hi ocar bam)il)l but Yl car bam)%l E - 2,3,4,9-tetrahydro-1

el rpmihoxybenzyh H(Bidd()13- 85T camamaybe-sisiankytylerreagpy)-6.8-
M NOdjichlBFoCP S 14 PReeaM)dreNeseBaRI-8 Y Rarbamoyl]-2-methyloutylicarbamate
(R) -6, 8-di chl oro-3-{(S)-2-[3-(4-fl uor ophenyl ) pr opi onyl

am nPP)3- net hyl pent anoyl am no}- 2, 3,4, 9-tetrahydro-1

kigaiobads) gSi1 Q@%Wchl%r@gj(@)@(lﬁkth I-1-thiocarbamoylbutylcarbamoyl)-
- car banpyl - 2- hyl pr opyl amde(lg,
(S)- g,3[4(, je_trgx_h((érg)1¥&carbazol-3-ylcarbamoyI]- -methylbutyl}carbamate (57),

8- t L i - . i -
(ot ot o iy Sty

f | uof-SphEIRIIANKIBPIrbERPaFAIG TS RN YICARRD P i fricarbamoyl-2-
tri f hegrRReBhHde 687) |

S)-6, 8-di chl oro-3-{(S).-2-[3-(2-hydroxyphenyl ) propi onP/ ,
IE0G 1S onal ) e S oAy Ao e ol & BhatBivsioytaminG)-
H cap BarettraBydror 1bpéé¢bé£blélgic@rt{o€<?)cdcid G8J-PaEmalnogr-2-
nmet hyl butyl ).am de ?;18), benzyl {(S)-1 -[(R-3-((95)-1
- car efyPuYamide@Pbut yI car banmoyl ) - 6, 8- di chl or o- 2,
3-fioRbeh S {(S;lyfﬂ(ng%lchIoro-6-f|uoro-3-(28£-2-methé/l-1 -thiocarbamoylbutyl-
H car bazol - 3- yl car banoyl ]-2‘-:1%’4- -{2-[2-(2-nmet hoxyet ho
vy) eEHBAPPY)- BB KGRy bRisRord St R e oty
(R) - arBadlbelboy, 0- 3- ((S) - 2-{3-[2-(2-{2-[ 2- (2- met hoxyet h
g%(?)e%et hoxy] et ho

S EDIP Her AOpO BeER WA By MEdhYRSp Ianodaming)-
-tet 2,@W@Eé@raﬂaydﬂ@ﬂﬂ-hé@r@bﬁﬁe-@;déﬂfo@lgﬂéyédic?((9}3i1 Rafdamoyl-2-
-car r%%%?{)u:[y%érrrr%eh%wm yl )am de (20),
(R)-8-chloro-3-{(S)-2-[2-(2,6-difluorophenyl)acetylamino]-3-methylpentanoylamino}-6-
fluoro-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-methyl-1-
thiocarbamoylbutyl)amide (62),
(R)-8-chloro-6-fluoro-3-{(S)-2-[2-(4-fluorophenyl)ethylamino]-3-methylpentanoylamino}-
2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-1-carbamoyl-2-
methylbutyl)amide (63),
4-fluorobenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-8-chloro-6-
fluoro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate
(64),
(R)-8-chloro-6-fluoro-3-{(S)-2-[2-(4-fluorophenyl)acetylamino]-3-methylpentanoyl-
amino}-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-methyl-1-
thiocarbamoylbutyl)amide (65),
(R)-8-chloro-3-{(S)-2-[2-(2,4-difluorophenyl)acetylamino]-3-methylpentanoylamino}-6-
fluoro-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-methyl-1-thio-
carbamoylbutyl)amide (66),
(R)-8-chloro-6-fluoro-3-{(S)-2-[2-(4-fluorophenyl)ethylamino]-3-methylpentanoylamino}-
2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-methyl-1-thiocarbamoyl-
butyl)amide (67),
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(R -6,8-dichloro-3-((S)-2-{2-[2-(2-{2-[2-(2-net hoxyeth
oxy) et hoxy] et hoxy} et hoxy) -

w@b@agbacet yl am no} - 3- met hyl pent anoyl am no) - 2PGI/AP0$/€52640

trahydro-1 H carbazol e- 3-carboxylic acid ((S)-I
- car banoyl - 2- met hyl but yl )am d1e (21),
(R) -6, 8-di chI oro 3-1(S) - (42 f1 uor ophenyl) pr opi onyl
am no hen

Eﬁ?t%l?@)P@ré ﬂqﬂro@ %ﬂqogqg}@pﬂ)apetylammo] 3-methylpentanoyl-

H Caérlﬂ%rlb%zﬁg-%tféhgd%HI-%%bé’olé-(’ﬁ)ardoxyhc acid ((S)-2-methyl-1-thio-
car banpy %I)amde(Z

(R) - @arbarapﬂhw'a%n@e{(? 2-[3-(2-fl uorophenyl) propi onyl

ﬁ"ﬂ@@ﬂlor% emlﬁdmlsr{?sl)t@[md mjarmﬂenggac%ty{’an%nb]eé Fr@h%feﬂtdqoyl

car bazol e- 3-car boxyl | ¢ d ( ¥
met h?/’F‘lS‘GWI:*)Aa%t%F@hé@@ﬂH pRRazele-Bagroxylic acid ((S)-1- carbamoyl -2-

[(F%eﬁmy%'uﬁll ahi.dé’(@saﬁ ((S)-2-net hyl

}/ ar banoyl| ) - tetrahydro-1
ﬁi @a{r 58% é? (3t %reﬂi%‘ahﬁﬁﬂtlj'a@'”Phe’ﬂ?&tTlﬁp?rﬁaW'%@?}cﬁ(V@PW@
XYy) eflaeyyd, 3 £4- E&M}&bﬂ%&érﬁaﬁﬂw BldarRyild &ff RemicGelopropyl-1-
(24) bénzyl f?
[ ( Rhiogaamsy @'Wmﬂ%@% ((S) - 2- met hyl -

R tB RS?EQ@’(@BJdPMbMJpﬁ@ﬁﬁ)@@’@tgla)mn&] ﬁméth?tpbﬁﬂahéﬁé(rﬂfn@} &-trifluoro-

car bazol car butyl}carb
(25) M8 thyls2 ﬁﬂ %Eeﬁrz'zxpydr{)ﬂé celrba{cﬁep;z)’i cgrQO(g)c aeid ((S 2 cyclopropyl 1-

carfhmwan%ym ﬁhﬁug(y;hpar banoyl ) - 6, 8-di chl or o-
3,4,9-tetrahy

g R f'%or913c{é$>o%%g% fluoserheniacstaminglsd-msthyirentanoyl-
(26) am%oﬁ2@| 4 b#’éiféh?&rrézm -chrb&201d-3- c[a@@xgﬁ’c 4di®)(st2-cyclopropyl-1-

car banoy et hy but(%l car banoyl ) -6 di chl or o-
W'@afb@moé(l?y&’ gmide
Eﬁ Czi{ Qﬁzgé (236)dﬁf@éfoﬁbﬂ€@}{ila}:({at§aﬁﬁﬁd]§d ﬂauwlgbﬁ@hsﬁgmtn@} -8-trifluoro-

uor obenz
) Db S ARV AP B PP A (ST g methy -
H car ba yl but yl } car bama

2,3, ﬂ’lio%aftﬁ‘iﬁ@maqﬁl @m]de 73

(@8?) {( 823252 &ﬁ @ﬁ,f@p@@@ﬁ%} ac?té/@jnnlo] 3[ rp@hy@g@t@g?ylimmo} -8-trifluoro-

2cgr ﬁ@tﬁ?}%b t321' %@tr‘&%b@r@tm -6AbRAE® B! harddxFichcid(8)- Pcarbamoyl-2-
etra

H camﬁg‘é’ uty@amlcgad(,?ﬂbmw ] - 2- met hyl but yl } car banat e
(R)-3-{(S)-2-[2-(2-fluorophenyl)acetylamino]-3-methylpentanoylamino}-8-trifluoro-

TOX

methyl-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-1-carbamoyl-2-
methylbutyl)amide (75),

(R)-3-{(S)-2-[2-(2-fluorophenyl)acetylamino]-3-methylpentanoylamino}-8-trifluoro-
methyl-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-methyl-1-thio-
carbamoylbutyl)amide (76),

(R)-8-chloro-3-{(S)-2-[2-(2,6-difluorophenyl)acetylamino]-3-methylpentanoylamino}-6-
fluoro-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-cyclopropyl-1-
thiocarbamoylethyl)amide (77).

Above tetrahydrocarbazole compounds of the formula (I) and tetrahydrocarbazole
compounds (1) to (77) are known from WO 2006/005484.



(29), 3-fluorobenzyl {(S)-1 -[(R-3-((S-1

- car banoyl - 2- net hyl but yl car banoyl ) - 6, 8-di chl or o-
WQ2®840R46 et r ahydro- 1 PCT/EP2008/052640

H car bazol - 3-yl car banoyl ] - 2- met hyl but yl } car bamat e

(30), 2-fluorobenzyl {(S)-1 {r?I(JR) 3- ((S) 1

- car banoyl - 2- et hyl but yl car banoyl ) - 6, 8- di chl or o-

2,3,4,9-tetrahydro-1

H d&@ﬁwﬂaﬂrpsefw%da%%wﬁpt at lsastranediiRH pelaeprists Bravigied that

¢an bé’>u§éb| foF fh*é?fr‘ép’drat{cfnS)f'annediléﬂerﬁ‘f&r(tﬁé hérein disclosed treatments,

- car banoyl - 2- net hyl but yl car banoyl ) - 6, 8- di chl or o-
wherejp tgeigﬁl-hﬁryagqjuslt is selected from’thé group consisting of: tetrahydrocar-

bha Beraativedonthé airanmyl 1 - 2- et hyl but yl } car barmat e
(32), 3,5-difluorobenzyl {(S)-1-[(R-3-((S-1

- car banoyl - 2- met hyl but yl car banoyl )g$gchl or o- 6-
fluoro-2,3,4,9-tetrahydro-1
H car bazol - 3-yl car banmoy! | -
(33), 3-fluorobenzyl {(S)-1 -
- car banoyl - 2- net hyl but yl car banyg
fluoro-2,3,4,9- tetrah f

H-car bazol - 3-yl car banoy ?\N
(34), 2-fluorobenzyl {(S
- car banoyl - 2- net hylpyq
fluoro-2, 3,4, 9-tetrahyd
H car bazol - 3-yl car [Rm3yY|
(35), 3-fluorobenzyial
- car banoyl - 2- net hyl but yle
2,3,4,9-tetrghyd
H- car bazol - 3-yl carb
carbamate (3

- car banoigll ©2- e
2,3,4,9-tetrah

H car bazol - ﬁ%angmyFW 3- (\i hydr%yqunyl ) pr opyﬁ‘@

(i)

wherein:

(A) V, W are independently from each other selected from the group consisting of:
“=0, =8, =5"-0", geminally linked H,";

R1, R1* - when present - together independently form “=0, =S or =5'-O™ or are
independently both “hydrogen”;

R2, R3 are independently from each other selected from the group consisting
of:

(i) ,hydrogen, alkyl, (Ce-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl, —Br
CN, —CF3, =N3, —=NH,, -NHX1, —-NX2X3, —-NO,, —OH, =0, —-OCF3;, —-SH, —-O—
SO;H, —OP(O)(OH),, -CHO, —COOH, —C(O)NH,, —SO3H, —P(O)(OH),, —
C(O)—X4, —-C(O)O-X5, -C(O)NH-X6, —C(O)NX7X8, -0-X9, —O(-X10-0)—
H(a=1,2,3,4,5), -0(-X11-0)—-X12 (b =1, 2, 3, 4, 5), -OC(0)-X13, —
OC(0)-0-X14, —-OC(O)-NHX15, —-O-C(O)-NX16X17, —
OP(O)(OX18)(0OX19), —0OSi(X20)(X21)(X22), —OS(02)—X23, -NHC(O)—NH,,
—NHC(0)-X24, —-NX25C(0)-X26, -NH-C(O)-0O-X27, -NH-C(O)-NH-X28,
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carbamate (38), 2-(2-fluorophenyl)ethyl {(S)-1
-[(R-3-((9-1

wo cashemy | - 2- met hyl but yl car banoyl ) - 6, 8- di chl oPGF/EP2008/052640

2,3,4,9-tetrahydro-1
H-car bazol 3-yl car banoyl ] - 2- gt hyl butyl } car bamat e
(40), 2-fl uorobenzyl {(S) -1

-[ (R) -8-chl or 0- 6-f | uor o- 3-
i ar DY XA RPN 1 05 G A BRI B34, -

H car ba@@kSé’L@(@}"«%@%ﬁ@Y'—]-N}?S(@JJ)GQSbUNXBéS OCAXABNES-£X41, —S(0)-
(41), 3-fl uorobenzL‘y

O XA SR A oI N ey 2SR NS48, ~S(0JO-X47, -
- thi ocariamldsymaonrsrnes)xst %(5% 4+(§’(T\!F§1N|ab¥d:f|9xés “NH,, —

H- car bazol - Ica ba - car barrate

(42), 2 NbBT @gﬁzxmc [q{lao-)Nx%xse —C 0% NHX58 —C(NX59)-
-[ (R) - 6,Nabxa! DNIQ—@(d (K= @} KBL WNH-IC(0)-NX63-0-X64, —~NX65—

- t hi ocar ban%%l/ | car banD zﬂ\l'ﬁ%ﬁﬁ?} %@tra%dgpgég—]o—xm )2, —

H car baZd®)

car bamatr@( C(@’))-NFBO‘JXUWDQ ZMb(?fZJ(@X'iB —C(S)-X74, -C(S)-0-X75, —
-[ (R) - 6, 8-di chl or o- é %6 -Qy
-t hi ocarci)@?fﬂ‘y'r"@g re@)odb (K58 —$1(Q) N’b‘q 2t Pany §)oNX80-0-X81,

H cgr batz@ (S Nﬂ@n@@?ﬁa E)) bﬁxéél-dﬂ»(moxm R-M-m;egl 16(0)-NH-

car panat e et Nox nz

- car bamﬁ% gkefq%@ bUK%ﬁ%@é@yT()&@é @Hdk ﬁ%%? ogC ? NH-

a 3, 4b9 M)leetm@b?/d@@b )ANX94—-NX95X96 —C ot 10})—0—>69Zm —tCe(O)—C(O)—NHg,
carpazo car panon u a

o e B RO g OF Ry ke SIS 28 Soxro1, -

- Zagrq/etfc(lrgimmﬂ ye@y-besomlx163, &Gdsplai OF-MiH,, -C(S)-C(O)-

H- car ba2¥TX H4y r@é§ baRy N 92K Gy RIS C‘B‘Hb’aTFe(tSé‘C

(48), 2- NIWX’W]' bemyi(d)cRX1 dsx{ng;e@%)LC&? 0)-C(S)-
- car bam et hyl butyl car ba iC oro-
2,3, 4,09- I@fﬂé)hyg%) NX111X11

H-car bazol | carba 2-me h | butyllc rbarrat
Cron T P8 hersin K1 R R, | S 2X R YR VXA S KHG2EE k3, x14, 15,

X16, X17, X18, X19, X20, X21, X22, X23, X24, X25, X26, X27, X28, X29,
X30, X31, X32, X33, X34, X35, X36, X37, X38, X39, X40, X41, X42, X43,
X44, X45, X46, X47, X48, X49, X50, X51, X52, X53, X54, X55, X56, X57,
X58, X59, X60, X61, X62, X63, X64, X65, X66, X67, X68, X69, X70, X71,
X72, X73, X74, X75, X76, X77, X78, X79, X80, X81, X82, X83, X84, X85,
X86, X87, X88, X89, X90, X91, X92, X93, X94, X95, X96, X97, X98, X99,
X100, X101, X102, X103, X104, X105, X106, X107, X108, X109, X110,
X111, X112 are independently from each other selected from the group
consisting of: ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl,
heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl“ and wherein al-
ternatively X7, X8 and/or X16, X17 and/or X29, X30 and/or X36, X37 and/or
X45, X46 and/or X55, X56 and/or X60, X61 and/or X77, X78 and/or X86,
X87 and/or X89, X90 and/or X92, X93 and/or X95, X96 and/or X99, X100
and/or X105, X106 and/or X108, X109 and/or X111, X112 and/or respec-
tively together can also form ,heterocyclyl®;
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)
(R) 6, 8-.di chl or o-

2, 3-di met hoxybenzyl {(S)-1 -[(R-3-((9)-1
- car banoyl - 2- net hyl but yl car banoyl ) - 6, 8-

walr@khiones 2, 3, 4, 9-tetrahydro-1 PCT/EP2008/052640

H car bazol - 3-yl car banoyl ] - 2- met hyl but yl } car bamat e
(50), 2-nmethoxybenzyl {(S)- 11i(R) 3- ((S) 1
- car banoyl - 2- net hyl butyl car banoyl ) - 6, 8-di chl or o-
2,3,4,9-tetrahydro-
H- car ba2¥ierejo )‘PPH‘HW%#B?/‘{G] S@SWHFW? Iobﬁlﬂtaﬂt ueasEAAYR @ c(5‘5‘1'” turn

independently from each other be substituted with at least one substituent,
2-fl uoropheny]| )et hylam n

o] - 3- rret"l"ﬁﬂ“ﬁ%'rﬂr W’é’rﬁeﬂﬁﬂ‘ed f2°”3 tbfP @99%9?'&?‘@696’ ‘1
H car bazgl e- 3- ¢ g lic aCId(éyﬁl - car bano
met hy| butly 3kl ge bW' ayctonlkyl gestosalf. 6@FPZ§WC{V b Spterocycly-
-[(R)-3- ((@)kylla 9;@%&;4@1 yhetardaaﬂ Metdrehrylafgr, benogl »B6 ~B-—CN, —
di chl oro-2 tetra
H- car bazol C§3 )/‘Il\bar%'émwzg né\ﬂ)f%ﬂ%(@f@l‘}% pRace> ~OCFs —SH,
(53)b 3- t:ri—d)l—sgtmrtiﬂm ;wCHGSS)GGOH[L@o RHL(-DOH, -
car bano
di chl or oyzp@ %dle%/e&%&%/%%% ‘%HB%‘XQOF’ ~C(O)NH-X206, —
(HSZ;H bgzgl € Wmvk?@r)]@wd;@ogm bg;zm@ad)[qg (Pames e, 4, 5), -O(—
rifluag oxybenz
o oy L hEDETEL AV bR 6 D adi LB, 205 xare -
ﬂchl gro Fo&@-‘NHxﬂ%ahcbdc lNX216X217 —OP(0)(0X218)( ox219)
car bazo ar
(55 oir p%d%?%@}@?@?a%é 5%&3 2 r@ &1% SNHC(O

- car bamylx@zneu\b@lzbgwﬂ—mg@arm%c) of)L@-x227 —NH-C(O NH—X228

di chl oro-2, tetrah

H oar basol “JHo DI DRRERRA 5 - PRI Q) ;@%%%awé?@-c )-NH-

(56), 4- flxgwhwmb—é( )—Nﬂ(236X237 —NHS(OQ)—X238 —NX239S(0,)-
-[(R) -6, 8-di chl

-t hi ocar baﬁ%@q b%t‘%%b ‘&1?%%%42 g@ﬂ‘@”’?eﬁ QQWH o2, -
H car bazol s yNxasreasyl$2yostday! brto)dxasy@rese), —

(57), Si(X250)(X251)(X252), —C(NH)—NH,, ~C(NX253)-NH,, ~C(NH)—
NHX254, —C(NH)—NX255X256, ~C(NX257)-NHX258, —C(NX259)—
NX260X261, ~NH-C(O)—NH-0-X262, ~NH-C(O)-NX263-0-X264, —
NX265-C(0)-NX266-0-X267, —N(~C(O)-NH—-O—-X268),, ~N(~C(O)-
NX269-0-X270),, =N(=C(O)-NH-0-X271)(=C(O)-NX272-0-X273), —
C(S)-X274, —C(S)-0-X275, —C(S)-NH-X276, <C(S)-NX277X278, —
C(O)-NH-0-X279, —C(0)-NX280-0-X281, —-C(S)-NH-0-X282, —
C(S)-NX283-0-X284, —C(O)—NH-NH-X285, ~C(0)-NH-NX286X287,
—C(0)-NX288-NX289X290, ~C(S)-NH-NH-X291, ~C(S)-NH-
NX292X293, —C(S)-NX294-NX295X296, -C(0)-C(0)-0-X297, —
C(0)=C(O)—NH,, —C(0)-C(0)-NHX298, <C(0)-C(O)-NX299X300, —
—C(0)-0-X301, —C(0)—C(S)-0-X302, —~C(S)~C(S)-0-X303, —
—C(0)=NHj, —=C(S)-C(O)-NHX304, ~C(S)—C(O)-NX305X306, —
—C(S)-NH,, —=C(S)-C(S)-NHX307, —C(S)—C(S)-NX308X309, —
0)—C(S)-NH,, —C(0)—C(S)-NHX310, =C(O)-C(S)-NX311X312";
wherein X201, X202, X203, X204, X205, X206, X207, X208, X209,

X210, X211, X212, X213, X214, X215, X216, X217, X218, X219, X220,
X221, X222, X223, X224, X225, X226, X227, X228, X229, X230, X231,
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(R -6,8-dichloro-3-{(S)-2-[2-(4-fl uorophenyl)ethylamn
o] - 3- net hyl pent anoyl am no}- 2, 3,4, 9-tetrahydro-1

wok@anaael e- 3- carboxylic acid ((S)-1 -car banopCTF/EP2008/052640

met hyl butyl ) am de (58),

(R) -6, 8-dichloro-3-{(9)-2-[2- {% 6-di fl uorophenyl ) acety
| am no] - 3- net hyl pent anoyl am no 2,3,4,9-tetrahydro-1
H car bazol e- 3- carboxylic a

net hyl but yK§3iXf83 (%934, X£35,|>E%356o6%%%9f23{3(é?391¥<240 X241, X242,
-[ (R) - 8- chikos®-&4h| %ﬂ@xﬁé(ﬁ%ﬁx@lﬁé r){sd4*91x250 x251 x252 X253,

-t hi ocar barm I but %l car barmg 2.3 tetrah)é(Eg
H car bazol X824 ZRPbisefy K> W%?%%P@GP X6k ﬁﬁt)é%?’ X264,
(60) X265 X266 X267, X268 X269, X270, X271 X272 X273 X274 X275,

(R - 68d|chlor03){<é7r€ 52@3fluor yla

0] - 3- met hyKgéhr&idy KsY &9, X291, a}ﬁ 3<2§4 X285 X286,
H fﬁf ng?l $2§7 Q@YSBOX%Q X286 Xbd1( Rbed, x2ar REGNW29B- X296, X297,
met nyl buty

e B A8\ V40, Xap, K208 KB Ml g0 A38B KR X308,

noj - 3- net hXB@@NBaOOXfBﬂm)@@k afs mdependently from each other selected
fluoro-2, 3,4, 9-tetrahydro-1 H carbazol e- 3- car

held (S Bomdihgtonp onyHIEt e&«wbﬁ@gocaqow%ﬁyragal%gzgydoamy
(R)-8-chl Oraﬂwﬁhfa{elpks&yelyﬁhét@%cya i (éryt |dpl3qana§qh|eéw,lo)agﬂ et

| am no] - 3-net h pent anoyl am n tetrah dro-1
H- car bazol 83N AW |wtteret8|atter(n@ttyew Xz%lr)@& °2X216 X217

met hyl but ybhcﬂaﬂ Xzod &30 afd/bot X3®) xenz vhdlbft @245 X246 and/or X255,

L oy RB36randig1 XRR, K287 BBy X3T% X7 Geop X286, X287 andior

f1uoro-2, 3x4gd X@braahwmeé x293 and/or X295, X296 and/or X299, X300
H car bazol - 3-yl car ba g X( utyl}car mat e
(64), and/or X305, X30 and/or X308 309 and/or X311, X312 and/or re-

spectively together can also form ,heterocyclyl®;

wherein optionally above substituents of substituents group (ii) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(iii) ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl, —Br
—CN, —CF3, —N3, —=NH,, -NHX401, -NX402X403, -NO,, —OH, =0, —
OCF;, —SH, -O-S0O;H, -OP(O)(OH),, -CHO, -COOH, —C(O)NH,, —
SOzH, —P(O)(OH),, —C(0)—X404, -C(0)O—-X405, —C(O)NH-X406, —
C(O)NX407X408, -O—X409, -O(—X410-O).—H (e =1, 2, 3,4, 5), —
O(-X411-0)—X412 (f =1, 2, 3, 4, 5), -OC(0)-X413, -OC(O)-O-
X414, -OC(O)-NHX415, -O-C(O)-NX416X417, —
OP(0)(0OX418)(0X419), —OSi(X420)(X421)(X422), —OS(0,)—X423,
—NHC(O)-NH,, -NHC(O)-X424, -NX425C(0O)-X426, -NH-C(O)—-
0—X427, -NH-C(O)-NH-X428, -NH-C(O)-NX429X430, -NX431-
C(0)—0-X432, -NX433—-C(0O)-NH-X434, -NX435-C(O)—
NX436X437, -NHS(O,)—X438, —-NX439S5(0,)—X440, -S—X441, —
S(0)-X442, —-S(0,)—X443, —S(O2)NH—X444, —S(O-)NX445X446, —
S(02)0—X447, —P(0)(0X448)(0X449), —Si(X450)(X451)(X452), —
C(NH)—NH,, —C(NX453)-NH,, —C(NH)-NHX454, -C(NH)—
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(R)-8-chloro-6-fluoro-3-{(S)-2-[2-(4-fluorophenyl)acet
yl am no] - 3- net hyl pent anoyl am no}- 2, 3,4, 9-tetrahydro-1

wok@anaael e- 3- car boxylic acid ((S)-2-nmethyl - 1PET/EP2008/052640

t hi ocar banoyl but yl ) am de (65),

(R)-8-chloro-3-{(S)-2-[2-(2, 49d|fluorophenyl)acetyl am

nojl - 3- net hyl pent anoyl am no} 6-

fluoro-2,3,4,9-tetrahydro-1 Hcar 3- car box

aci d ((S)- 2- MEX4ARpK486 1HNSAEY) b&'hBSé‘ﬁ%m%\Wé?a awé@%&m —NH-
(R) - 8- chl or 0-Go)LNaLO=sd Shi2Cl @ fkabbLoLRRbRINEE Iy(O)

| am no] - 3- net ent ano -tetrah -1
Hocar bazol o éﬂ%%e%b@xwﬁ% AR B Kaemg N CIS) Riciso-0-
-t hi ocar banoyt4ral,yL % §i€NH—o—X471 c%o NX472 O—X473) —C(S)-
(67), (R - 80h|or06 | uor o- 3- ophenyl

) acet yl ani no]X43. nﬁ@@T‘B‘é%‘iaﬁmé} %)WNHO‘%M‘S —C NX477X4 8, -

2,3,4,9-tetr WHloEk £y, be -Nx&s@a@bﬂzmﬂl l-e CNFI-0-X482, —
((S)-2-net hylairm-tthl ocar bano ){?jb é@

ST R S vy A SR - ) S

yl 'am no] - 3- ﬁ&ﬁ)kkbdep(aat ) Jsmm}-Nxas@mgo —C ) NH NH—X491 -
,4,9-tetrahydro-1 H-carbazol e- &8 5o

L car bany| - 2-CERTHYTASRXAS —Cpe(sw@;494—NX495X496
(R)-3-{(9) - 2--%49Z; i@f@Lgmﬂ)eNM )4§(®)¥¢@3LNH}<4§8 O1bylcr;(o

ent anoyl am na trif oromethy tetrah
H car bazol e- ﬁ)&%ﬂgﬁfé%}l T {SESE '(?@5502 cQ@bSl@)p ?02 -C(S
t hi ocar bamylce(smcb%eamdec (S50e0 —C (S)-C(0)- NHX504 —C(S)

GEAICHp i T e e
2,3,4,9-tetraty $¢Ir®<5b8bd50@ﬂmz>§ﬂ®(s?y—w b@{@i—C@S)a-Nl-ﬂ(Sm -c )
((S)-2-cyclopr - thi ocarbanoyl et hyl )am de (71),

(R) - 8- chli orocass)‘r%d 51%(8) 2 [ 2- (2-f1 uor ophenyl ) acet

| am no] - 3- net hyl pent anoyl am
y I- whe¥e|re X401, X402, X403 }X404 X405, X406, X407, X408, X409,

X410, X411, X412, X413, X414, X415, X416, X417, X418, X419,
X420, X421, X422, X423, X424, X425, X426, X427, X428, X429,
X430, X431, X432, X433, X434, X435, X436, X437, X438, X439,
X440, X441, X442, X443, X444, X445, X446, X447, X448, X449,
X450, X451, X452, X453, X454, X455, X456, X457, X458, X459,
X460, X461, X462, X463, X464, X465, X466, X467, X468, X469,
X470, X471, X472, X473, X474, X475, X476, X477, X478, X479,
X480, X481, X482, X483, X484, X485, X486, X487, X488, X489,
X490, X491, X492, X493, X494, X495, X496, X497, X498, X499,
X500, X501, X502, X503, X504, X505, X506, X507, X508, X509,
X510, X511, X512 are independently from each other selected from
the group consisting of: ,alkyl, (Cs-Csp)alkyl, cycloalkyl, cycloalkylal-
kyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, het-
eroarylalkyl“ and wherein alternatively X407, X408 and/or X416,
X417 and/or X429, X430 and/or X436, X437 and/or X445, X446
and/or X455, X456 and/or X460, X461 and/or X477, X478 and/or
X486, X487 and/or X489, X490 and/or X492, X493 and/or X495,
X496 and/or X499, X500 and/or X505, X506 and/or X508, X509
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2,3,4,9-tetrahydro-1 H carbazol e-3-carboxylic acid
((S)-2-cyclopropyl -1 - thiocarbanoyl et hyl)am de (72),

WO R)083od®) - 2-[ 2- (2, 6-di f |1 uor ophenyl ) acet yl an PCT/EB2008052640

hyl pent anoyl am no}-8-trifl uoronet hyl -

2,3,4,9-tetrahydro-1 H carbazg| e-3-carboxylic acid
((S)-2-nmethyl -1 - thiocarbanoyl butyl)am de (73),

(R -3-{(S)-2-[2-(2,6-difl uorophenyl ?,acetyl am no] - 3- net

hyl pent anoy!| @Qp{%}}@gj,t)ﬁka qumm ively together can also form ,het-
2,3,4,9-tetrahydenrl H carbazol e-3-carboxylic acid

((S)-1 -carbanoyl -2- nethyl butyl)am de (74),

(R) - 3nir(o@ber2de[n@sé(s20 bt pror ophenyl ) acet yl am no] - 3- et hyl p

ent anoyl am no}-8-trifluoronmethyl- 2,3,4,9-tetrahydro-1

H ;:ﬁr g meeﬁrarp?gxﬁ&omt, ifRBE1E atd PtpPresed@(ridMPIR2, B3 must not
nmet hy e

(R) - 313‘5)’[5%%'%3?%1996(@ 7%’&3&91%% yacet yl ami no] - 3- net hyl p

entanoyl gm no}-8-trijfluoropethyl- 2,3, 4 9-tetrahydro-1

1 cor i B Stebadpigep i BT AT | dsp oot iy T1 Rd togethet inde-

(E;“ gﬁé":ﬁ@aﬂpwrhlﬂ:@l 92% @nge—z(ﬁ"g@r)darfe Iindepenci]ently Ib;)th “h%/drlogen.”, R2,
- O= or o- o- -2Z- - , o= Al uor o en ace am

o - Srane Rahh R idient aghe Shmd G neny ! acety

fluoro-2.3,4,9-tetrahydrn-1 car bazol e-3-car.boxyl |

hol'd ey il a1 1. RE S Bl B Rsei it Or s piie. R

(77) . mbbowe beehydbyah actiezare! tineah@othedshafonklte R2, R3 is “—

formu I nd tetrahydrocarbazol e conpounds (1) to
(77) éfﬂ\gw)h%am’from WO 2006/ 005484. 1 n a furt her

b S I i e L

medi cemBrioth tiydtdyenh eneiohRaj RS s edbttbeeaydregdrs at the same time

Sons: Wbeh e ate B AR aca SRR E | om e erowp
with the fifth proviso that, if R1, R1* are present (n is 1) and together independ-
ently form “=0” and one of R2, R3 independently is “hydrogen” and the other
one of R2, R3 independently is “alkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl,
heteroaryl”, then the other one of R2, R3 being “alkyl, cycloalkyl, cycloalkylalkyl,
aryl, arylalkyl, heteroaryl” must be substituted with at least one substituent se-
lected from the group consisting of:

(iv) “heterocyclyl, heterocyclylalkyl, -CF3, —N3, —NH,, -NHX600, —
NX601X602, -NO,, -OH, —OCF3, —SH, -0O-SO3H, —OP(O)(OH),, -CHO,
—COOH, —SO;zH, —P(O)(OH),, —-C(0O)-X603, —C(0)0O—X604, —C(O)NH-
X605, —C(O)NX606X607, —O-aryl, —O-arylalkyl, —-O—heteroaryl, -O—
heteroarylalkyl, -O-heterocyclyl, -O-heterocyclylalkyl, -O(-X608-0),—H
(9=1,2,3,4,5),-0(-X609-0)-X610 (h =1, 2, 3, 4, 5), -OC(O)-X611,
—0C(0)-0-X612, -OC(0O)-NHX613, —O-C(O)-NX614X615, —
OP(O)(OX616)(0X617), —OSi(X618)(X619)(X620), —OS(0O,)—X621, —
NHC(0)-X622, -NX623C(0)-X624, -NH-C(O)-0-X625, -NH-C(O)-
NH-X626, -NH-C(O)-NX627X628, ~NX629-C(0)-0-X630, -NX631—
C(O)-NH-X632, -NX633—C(0O)-NX634X635, —-NHS(0O,)—X636, —
NX637S(02)-X638, —S—X639, —S(0O)-X640, —S(O,)—X641, —S(O2)NH-
X642, —S(O,)NX643X644, —S(0O,)0-X645, —P(0)(OX646)(0OX647), —
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derivative of the formula (I1) wherein: (A V,Ware
i ndependently from each other selected fromthe group

wa@omsitgt4iteg of : "=0, =S, =S+- O, gem nally | iPKRPEP1488/052640

; R1, R1* - when present - together independently
form "=0, =S or =S+ O-" or e i ndependently both
"hydrogen"; R2, R3 are independently from each ot her
sel ected from the rou consi sting of

al kyl , ( COIXEHS) EORYIX c‘rfa’éHyNHe,c%MSéﬁéy'N%l Nfg' —NHX652,
hEterOCyclcdeH)hﬁk@fss)@sal ¥d: Xasls NSHX/d56 %W)@éd?}'iNxessxesg -

het er oaryl| het er oar yl al k
o5 Y N-CIRENDEOY KRG NH-GEIX €D X6 3 NXES3-C(O

- OCF 3, r$kl56¢ 6%51 —N %ﬂ\ﬂﬂb EHQN (%hxew-o-xees
C(ONH 2, - so 3H Cé
- C(0) NH--C (Y -NXBY-roied) 72, -C(S
OC(Z, 3, éfxéjs —€ —Nﬁ—kaﬁz) do (LN Nd75%6 16 5—2; (OB-NH-0N677, -
C( 0 - ,\g(qo G —&—)@@q@@ergT@UX@LS(b)—C —NX681-0-X682, —
GSi ( X20)®€©’§1ND-|LN2|2)<683 C%@)—ZNH)@%MX@B@(—@ ONEN%%—
HC(O) x24 I\IXZﬁIEé NH-C(C) O X27
v G PR GE ) o @agww%sﬁsa@ﬁ@@z—c
3 C(QNXM?-KB@MG@E(&@(@( cS

NX39S( O 2) - X40, -S-X41 ng-’s‘)@))zz HE(0)-

- S( O 2) NEESIZNHXEPE 5 @(Z@QABN))@@( 98) S RUC(Q)-0-X699, —C(O)

1 H H 1

P( O ( OX483(SP39)700; ST(SEL)S xalxmz)o %@l NINH-2(S)-C(O0
S((&g% I}u&&?,@z —CE%N% 9)~ NX%OBX?(% @ —~ %—;JDHQ, —C(S (s)_

NHX705, —C(S)—C(S)-NX706X707, ~C(O)~C(S)~NHs, —C(O) —C(S)-
NHX708, —C(O)—C(S)-NX709X710”;

wherein X600, X601, X602, X603, X604, X605, X606, X607, X608, X609,
X610, X611, X612, X613, X614, X615, X616, X617, X618, X619, X620,
X621, X622, X623, X624, X625, X626, X627, X628, X629, X630, X631,
X632, X633, X634, X635, X636, X637, X638, X639, X640, X641, X642,
X643, X644, X645, X646, X647, X648, X649, X650, X651, X652, X653,
X654, X655, X656, X657, X658, X659, X660, X661, X662, X663, X664,
X665, X666, X667, X668, X669, X670, X671, X672, X673, X674, X675,
X676, X677, X678, X679, X680, X681, X682, X683, X684, X685, X686,
X687, X688, X689, X690, X691, X692, X693, X694, X695, X696, X697,
X698, X699, X700, X701, X702, X703, X704, X705, X706, X707, X708,
X709, X710, X711, X712 are independently from each other selected from
the group consisting of: ,alkyl, (Ce-Cso)alkyl, cycloalkyl, cycloalkylalkyl,
heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl®
and wherein alternatively X606, X607 and/or X614, X615 and/or X627,
X628 and/or X634, X635 and/or X643, X644 and/or X653, X654 and/or
X658, X659 and/or X675, X676 and/or X684, X685 and/or X687, X688
and/or X690, X691 and/or X693, X694 and/or X697, X698 and/or X703,
X704 and/or X706, X707 and/or X709, X710 and/or respectively together
can also form ,heterocyclyl®;
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NX60X61 , -NH C(O -NH O X62, -NH C(O) -NX63- O X64,
-NX65- C(O) - NX66- O X67, -N(-C(O -NH O X68) 2,

WO D{os@i@6 NX69- O- X70) 2, - N(-C(O-NH O X71  PCT/EP2008/052640
) (-C(O) - NX72-O X73), -C(S)-X74, -C(S)-0O X75, -

C(S) - NH X76, -C(S)-NX77X78, -5 O - NH O X79,

-C(0) - NX80- O X81 , -C(S)- NH GX82, C(S) NX83 O X84,

- C(O) - NH- NH- X85, - C(O) - NHNX86X87, - )) -NX89X90
~Q(S)- N HikD iBeiriher pr@(sg)thNHR&@)Xygalkyl —c N(cycloalkyl).,

-(S) - W%@ﬂxﬂgcg@léalk |Q(<®2, _ Wéﬂéa?@akél)ﬂg%c{\@rwg!&@g?

- (O - C( O - NHX
101 - C( i’ g{e @(@Iudﬁ@(rg)n |tuqms group (iv);
NHX1 04, -

05x1 wb rel@@pnétygy ﬂitiez ng@‘(%g R leging Ralisel qy%aﬂ(yl cycloalkylal-

S ! o ]
NIC—:(|X1) kﬁ(aﬂ/l |a|l%?%bte@8aryll%<r?n t@(rﬁhdéﬁénaentw@(@ eﬁiﬂﬁ)ther be ad

X3, XQItIOIjély S stltg@& w;gg at %st g@elwbstjgugntllde%pgl or)aféerent selected

X14, %é@ab&vé@ubﬁitubﬁts@ﬁod&x%x 19, X20, X21 , X22, X23,
X24, X25, X26, X27, X28 X30, X31 , X32, X33,

X34, wB&reineiflioniB the S8R oXS 8t RZ‘F@B bé(ﬂé-“alk%‘l%cloﬁﬁ, cycloalkylal-
X44, X48, X4

X54, égga}rylﬁggla@g%et%agyl“ aR bel%@ub%ited wﬁggt Ie%tsone substitu-
X64, X@dSidedl ordifferemd8eleteq from/dbov& élibstituefds grédg (iv) and, op-

§gj ;%%Ilygsg) ||§%:§?m o)<78 ally(égfur@gsug@iuted Qg%eir ;igg:tituents se-

X94, KBfed 6APabotR cub&RBentXfbupXivi8fd, oli®dally, afsd (i with at least
X103, X 104, X105

111, KO§ypsijugnt mgﬁ%a]{ggﬁﬁff?glﬁ% Fs@éﬁ?#nﬁ%ﬁe SopERworoun
from (..t)g gr oup
with the sixth proviso that, if R1, R1* are present (n is 1) and together inde-
pendently form “=S or =5'-0” and R2, R3 are independently selected from the
group consisting of “hydrogen, alkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl”,
each of R2, R3 being “alkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl” must be
substituted with at least one substituent selected from the group consisting of:

(v) ,heterocyclyl, heterocyclylalkyl, heteroaryl, heteroarylalkyl, —-CF3, —N3, —
NH., —NHX800, —-NX801X802, -NO,, —-OH, -OCF3, -SH, -O-SO;H, —
OP(O)(OH),, -CHO, —-COOH, —C(O)NH,, —SO3H, —P(O)(OH)., —-C(O)—-
X803, —C(0)0O—-X804, —C(O)NH-X805, —C(O)NX806X807, —O-aryl, -O—
arylalkyl, —O—heteroaryl, —-O-heteroarylalkyl, —O—heterocyclyl, —O—
heterocyclylalkyl, -O(-X808-O)—H (i = 1, 2, 3, 4, 5), —O(—X809-0)-X810
=1, 2,3, 4, 5), -0C(0)-X811, -OC(0)-0-X812, —-OC(O)-NHX813, -O—-
C(O)-NX814X815, —OP(0)(OX816)(0X817), —OSi(X818)(X819)(X820), —
0S5(0,)—-X821, -NHC(0)-X822, —-NX823C(0)—X824, —-NH-C(0O)-0O-X825, —
NH-C(O)-NH-X826, —~NH-C(O)-NX827X828, —-NX829—C(0)-0-X830, —
NX831-C(0O)-NH-X832, —-NX833—-C(0)-NX834X835, —-NHS(0O,)—X836, —
NX8375(0,)-X838, —-S—X839, —S5(0)—X840, —S(0,)—X841, —S(O,)NH-
X842, —-S(0O,)NX843X844, —S(0,)0O-X845, —P(0O)(0OX846)(0OX847), —
Si(X848)(X849)(X850), —C(NH)-NH,, —C(NX851)—NH,, —C(NH)-NHX852, —
C(NH)-NX853X854, —C(NX855)-NHX856, —C(NX857)-NX858X859, -NH—
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consisting of: ,,alkyl, (C9-C30)alkyl, cycloal kyl,
cycl oal kyl al kyl, heterocyclyl, heterocyclylal kyl,

waeoos/10Amy | al kyl , heteroaryl, heteroaryl al kyl "PETEP2008/052640

wherein a | ternatively X7, X8 and/or X 16, X 17
and/ or X29, X30 and/or X36, XZ"S? and/ or X45, X46 and/ or
X565, X56 and/or X60, X61 and/©or X77, X78 and/or X86

X87 and/or_ X89, X90 and/or. X92, X93 and/ or
and/ or X48)-Nido—%8RH GNHXCi@B'NX)%GiO@—)é%?/ O'NXﬁG:i'CQ‘O )RNX864—

109 and/@lxe?ésllm?] ~CYOf-NH- AN () ) eRpERO}INveer-basigbher N~

can al so_form etero in opt

cl
subst i t ERNBFOXEEY -ﬁyﬁ hﬁ@“&%@pﬁﬁ‘) t%@ T¥137t%r9 5)-0-x873,

i ndependmsmﬁ-b@mea@dg Q‘;IWS)@%&@(@)J—NHL@jXWﬁ hcab)-Nx878-
| east one substituent ical or

sel ect e THS) gWHUQ‘X%&%F@@h@‘X@’ﬁFQTX%% ‘Q ))ﬂNH —NH-
(C9- C30)>edds?¢c11e;tNHaﬂb(was%yct@'—KMs@éMawxsee —C(S)-NH-

Eii er 82?% 01 oo sar o1 ankoRoxaa Cigh-roi \Bisbikasy, o0
N?{O =k gbs, =B @%O) NHYX202{208)-NNRs8e, = —C(O)
2(05 ﬁﬁF@@g@@g@Hc %2@1%829(90) é%-céc,@—xgoo ﬁg‘ﬁq S)-O-

O NOZ - 08
8(( &213@%5 CC@Q&:M)I-—NEIQ@ZC @)WOQZE@ @(O§2Q§(903X904
d-x212 (FE-LSHN, -G(S)s§(S) 5 xﬂ% " Rixo06X807, ~C(O)-

o) - N o NRGdoXEX8L 7,
-8%&03(0 ﬂﬁocg@;é@s_%p?%%@e% )(xzzzxfgxa as( 0

2) - X223, whelNsieex@ho N3, x8bbi(daB: X&E4L 4805 NX@iH, RO - 4686 X809,
-NH C(O).- O x22 - NH- NH X228 - NH- 0(10) NX229X230
- NX231- & BB 12 %@%g 81,Q|_Bg§gqx 7, X818, X819, X820,

- NX235- g} W%@@?xszd,\lbd@é@, X26XR887, xE2ROR ReBd-X831,
X832, X833, X834, X835, X836, X837, X838, X839, X840, X841, X842,
X843, X844, X845, X846, X847, X848, X849, X850, X851, X852, X853,
X854, X855, X856, X857, X858, X859, X860, X861, X862, X863, X864,
X865, X866, X867, X868, X869, X870, X871, X872, X873, X874, X875,
X876, X877, X878, X879, X880, X881, X882, X883, X884, X885, X886,
X887, X888, X889, X890, X891, X892, X893, X894, X895, X896, X897,
X898, X899, X900, X901, X902, X903, X904, X905, X906, X907, X908,
X909, X910, X911, X912 are independently from each other selected from
the group consisting of: ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, het-
erocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl“ and
wherein alternatively X806, X807 and/or X814, X815 and/or X827, X828
and/or X834, X835 and/or X843, X844 and/or X853, X854 and/or X858,
X859 and/or X875, X876 and/or X884, X885 and/or X887, X888 and/or
X890, X891 and/or X893, X894 and/or X897, X898 and/or X903, X904
and/or X906, X907 and/or X909, X910 and/or respectively together can also
form ,heterocyclyl”;

wherein optionally each of R2, R3 being “alkyl, cycloalkyl, cycloalkylalkyl, aryl,
arylalkyl” can in turn independently from each other be additionally substituted
with at least one substituent, identical or different, selected from above sub-
stituents group (ii);
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X240, -S-X241 , -S(O)-X242, -S(O 2)-X243, -S(O
2) NH X244, - S(2) NX245X246, -S(O 2) O X247,

WO BOOIe@XR48) (OX249), - Si (X250) (X251) (X252), PC{/EPH00S®52640

2, -C(NX253)-NH 2, -C(NH)- NHX254, - C(NH)-NX255X256,

- C(NX257) - NHX258, - C( NX259) - 260X261

-NH C(O) - NH- O X262, -NH-C(O) 63- O X264, -

NX265- C( O) - NX266- O X267 g C(O-NH O X268? 2,

-N( - C(vbyr_elq\gpzlggala i7(§>)‘ 2, R3 being™“alkyl, cycloalkyl, cycloalkylalkyl, aryl,

- N( - Cé@a@ﬁa@d%%@s@b%@edND&E7a¥1éas?<8ﬁe3§ubstutu€ﬁtS)dexﬁ’Ja4or differ-
- () NH X276, - C(S)

(O - RiM @'?@?@from ye Rpatiblonisxaragr (v) and SyRligppity. Ko i), can op-

- C( Sjigr¥h 88‘&9%2%%8“1[%@1 tNﬁr M‘Eb‘sﬁ%%ﬁts selected from above substitu-
- C(O) - NH NX286X287, - C(0) - N H N

H X29¢nts greypdy) wggalso @ g)lt_ @@@g %@m@gnt identical or

- C( O giffefnt, eiefr,from Shdve- s@b@tué\'ﬁ% rou8 ii);
. 0-¢0 - NHX298 70 - (O - NX298 X300,

C(9) - M iRedendsAl is 1-de00) - C(S) - O X302,
-C(S)-C(S)- ox3 3, - C(S)-C(O-NH 2,

- C( S) R&( CP)5WNIH>S394 RSCFQ&S)R@( 11 NkBDF¥30BR14-R15, R16, R17, R18,

o C(S)S) NQ\IfédSE%% 3l %je&qﬁ @fyé Sriygash other selected from the group

C(O)C&(s&hn@\lUP(Sl 0, -C(O)-C(S)-NX31 1X31 2": wherein
X201 , X202, X203, X204, X205, X206, X207, X208, X209,

X210, (iX2hydkogef? blky!, K21C3)alkiR bdcloR, &yclodkdBikyXBéttrockeldl, het-
b oty Ayt S Sk B
X236, XIN,-CR238\;, XRIBIQ,,—I\}(-EMDOQQMEU 002X2483, W,—ONZé‘:@ -
X245, Xodk. XGAT. XeA8, X548 5920 hoot%Ro e som, -
P(0)(OH),, —C(O)=X1004, —C(O)O—-X1005, —C(O)NH—X1006, —
C(O)NX1007X1008, ~O-X1009, ~O(-X1010-O)—H (k = 1, 2, 3, 4, 5), —O(~
X1011-0)=X1012 (I = 1, 2, 3, 4, 5), ~OC(0)-X1013, ~OC(0)-0-X1014, —
OC(0)-NHX1015, ~O-C(0)-NX1016X1017, ~OP(0)(OX1018)(OX1019), —
0Si(X1020)(X1021)(X1022), ~0S(05)-X1023, ~NHC(O)~NH,, ~NHC(O)—
X1024, -NX1025C(0)-X1026, —-NH-C(0)-0-X1027, —-NH-C(O)-NH-
X1028, -NH-C(0O)-NX1029X1030, —-NX1031-C(0O)-0-X1032, -NX1033—
C(O)-NH-X1034, —-NX1035—C(0O)-NX1036X1037, —-NHS(O,)-X1038, —
NX1039S(0,)-X1040, ~S-X1041, —S(0)-X1042, —S(O,)-X1043, —
S(0,)NH-X1044, —S(0,)NX1045X1046, —S(0,)0-X1047, —
P(O)(OX1048)(0OX1049), —Si(X1050)(X1051)(X1052), <C(NH)-NH,, —
C(NX1053)=NH,, =C(NH)-NHX1054, ~C(NH)-NX1055X1056, —
C(NX1057)-NHX1058, ~C(NX1059)-NX1060X1061, ~NH-C(O)~NH-O—
X1062, -NH-C(O)-NX1063-0-X1064, ~NX1065-C(0)-NX1066-O—
X1067, =N(~C(O)-NH—-0—X1068),, ~N(~=C(O)-NX1069-0—-X1070),, ~N(~
C(0)~NH-0-X1071)(~=C(O)-NX1072-0-X1073), ~C(S)-X1074, ~C(S)-O—
X1075, =C(S)-NH-X1076, =C(S)-NX1077X1078, ~C(O)-NH-0-X1079, —
C(O)-NX1080-0-X1081, —C(S)-NH-0O-X1082, —C(S)-NX1083—-0-X1084,
~C(0)-NH-NH-X1085, ~C(O)-NH-NX1086X1087, ~C(O)-NX1088—
NX1089X1090, —C(S)-NH-NH=X1091, ~C(S)-NH-NX1092X1093, ~C(S)~
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X254, X255, X256, X257, X258, X259, X260, X261 , X262,
X263, X264, X265, X266, X267, X268, X269, X270, X271 ,

WOK200810M203, X274, X275, X276, X277, X278, X27BCT/EKRRD$/052640

X281 , X282, X283, X284, X285, X286, X287, X288, X289,
X290, X291 , X292, X293, X294 5 X295, X296, X297, X298,
X299, X300, X301 , X302 X3032 X304 X305, X306, X307,

X308, X309, X31 are nd(yoendentl from
each ot H¥f! 0@61’@?55@%5)?1108@1"[@{9 g@@)‘poc%h@ﬁ s TP —5(©)-NHz, —C(O)-

hef”emz% pm«%ra]g%ﬁ gmk -@(@ mebm mocl-eeé l;zlzL@)Lbstb(n 101, —
heteroa?/ p); -GS P st égﬁ *Céﬁdo i‘rqéal g‘-‘rr@f‘%)a{\‘uﬂaeﬂ(s
X207, XZtQ@b mﬂkofodzd;g&%,-c leamdéXJﬁ 0822@ l@@? g/—@f
X236, X237 and/ or 46 and

X260, X3E%)-AHHEbio xz%s —Q@?sNéth%(r 5@87(9 (OxZ&P) dez/ o (O

X289, X298)-an4X Prr10X20@) —6§3Nﬁm‘iﬂﬂ(11>@95 X296 and/ or
X299, X300 and/or X30 6 and/ or X308, X309 and/or

?<31 1, i]@ibr&n &ndborxro%zsmm Xeby4, b@ges beroogam@hsmoos
orm,, eter

Sobet | doi90e KITIohma01 b aGRTE B 5 kalE ot gotior?.

i ndependelra)tﬂsyxfcn@rrxqe@@m mbberxmzs)aim; wom >wotzb »t026,
| east o(r}? rt:%%t i tuent enti

sel ect o 175" § e, XTGP ERtgx 132, kTP ES X103s05105.

g Co- C30)xailolsg| x1 @37 koaddk w1038 ycioaal kydal kyb4o, X1043, X1044,
et erocy

het er oar 1&59&@%%39’%&&%@&%49 ra/SIO,J éﬁl(r)%l%(%glél‘a“ 053,

-CF 3, -x1PdB4 xNi552x1 09044057 , X roNEAR P00 R 1080\R 1861, )Xd62,

=0 - ibes R vea; 1058, Roes Lo e x 1088 %1076 87+

-C(O NH & [ : , : : , ,

X1072, X1073, X1074, X1075, X1076, X1077, X1078, X1079, X1080,
X1081, X1082, X1083, X1084, X1085, X1086, X1087, X1088, X1089,
X1090, X1091, X1092, X1093, X1094, X1095, X1096, X1097, X1098,
X1099, X1100, X1101, X1102, X1103, X1104, X1105, X1106, X1107,
X1108, X1109, X1110, X1111, X1112 are independently from each other
selected from the group consisting of: ,alkyl, (Cs-Cso)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl“ and wherein alternatively X1007, X1008 and/or X1016,
X1017 and/or X1029, X1030 and/or X1036, X1037 and/or X1045, X1046
and/or X1055, X1056 and/or X1060, X1061 and/or X1077, X1078 and/or
X1086, X1087 and/or X1089, X1090 and/or X1092, X1093 and/or X1095,
X1096 and/or X1099, X1100 and/or X1105, X1106 and/or X1108, X1109
and/or X1111, X1112 and/or respectively together can also form ,heterocy-

clyl;

wherein optionally above substituents of substituents group (i) can in turn
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(i) ,alkyl, (Cs-Csp)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocycly-
lalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —CI, —Br, —I, =CN, —
CF3, =N3z, —=NH,, =NHX 1201, -NX1202X1203, -NO,, —-OH, =0, —OCF3;, —
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WG2008/10R46 1, 2,

SBH, -P(O(OH) 2, -C(O-X404, -C(O O X405,
-C(O) NH X406, - C(O) NX407X408, -O X409, -0(-X41 0-0O
3, 4, 5), - 0(-X41 1-O f- X41rPQT/EP2068/052640
1, 2, 3, 4, 5), -0C(O-X413, -0OC(O) -0Ox414,
~0C0(O) -NHX41 5, -O C(0) - NX416%417, - OP(O) (OX4l
8) (OX41 9), -OSi(X420) (X421) ( 422) -0S( 0 2) - X423,

-NHC(O) - NH_2, - NHC(O) - X4 - NX425 - X426, - NH
O way NPy SR O b SO AR SO N aH, —
O-0 X43|’a‘ WO 336 @)Ok 1244 Xé: —)d‘Pé §3- H-X1206, —

NX436X437, R B 2y a5 35500 5) - X4 s-x44
- S(O) - xaGRINYIRey }2%4¢@—X1%(%— m 82) Hsf(”a?1 ,3,4,5),
2) NX445X445®& Xﬁﬂﬂémf&‘l@?n_ﬂz@hﬂ&? 48)(‘,@4%921, 3, -OC(0)-0-

- Si ( X450) ( X451) ( X452
2, | E:( NH) - g ( Hﬂc&gés‘)@s@ 1@91)2)1 KiHX458,

I s onte s et oo

NGO - N &5 by 01N~ B ORA83% AR50 D)X 1226, -
-N(- (O - l\bg@} - XA KA 221, WWN&)@Q&M&%H—C gSNxQ@szso -
-C(S) - O X47 S)- 77X4

(O - N O NX733 1= b)QﬂSéz?@é XIEBB-COINEXRBH-RREH235-C(0)

- C(S) - NXARR1 88654247, =M mws&&%&@gs@(@hdﬂo —S-X1241, -
HNX486X487 %&gx(mss f89X490

1, - S)- R9) ]&@AN @4@ ozm%42%5x1246
-0 -CO-=5 -%247@@)0 >©)24J§M03¢1249 ), =Si(X1250)(X1251)(X1252),
-4O- C(O)—élNH‘lgﬁH (N%(12 3)=NH,, ~C(NH)—NHX 1254, —~C(NH)-
2y 23 ’
NX1255X1256, —C(NX1257)-NHX1258, —C(NX1259)-NX1260X1261, —
NH-C(O)-NH-0-X1262, —~NH-C(O)-NX1263-0-X1264, -NX1265—
C(O)-NX1266-0-X1267, -N(~=C(O)-NH-0—X1268),, -N(-C(O)—
NX1269-0-X1270),, ~N(~C(O)-NH-0-X1271)(-C(O)-NX1272-0O-
X1273), =C(S)-X1274, -C(S)-0-X1275, —C(S)-NH-X1276, -C(S)-
NX1277X1278, —C(O)-NH-0-X1279, —C(O)-NX1280-0-X1281, —
C(S)-NH-0-X1282, —C(S)-NX1283-0-X1284, —C(O)-NH-NH—X 1285,
—C(O)-NH-NX1286X1287, —C(O)-NX1288-NX1289X1290, —C(S)-NH-
NH-X1291, —C(S)-NH-NX1292X1293, -C(S)-NX1294-NX1295X1296,
—C(0)-C(0)-0-X1297, -C(O)—C(O)-NH,, —C(0)-C(O)-NHX 1298, —
C(0)-C(0)-NX1299X1300, ~C(S)-C(0)-0-X1301, —C(0)-C(S)-O-
X1302, -C(S)-C(S)-0-X1303, —C(S)—-C(O)-NH,, -C(S)-C(0O)-
NHX 1304, ~C(S)-C(O)-NX1305X1306, —C(S)—C(S)-NH,, ~C(S)-C(S)-
NHX1307, -C(S)-C(S)-NX1308X1309, —C(O)—C(S)-NH,, ~C(O)-C(S)-
NHX1310, —C(O)—C(S)-NX1311X1312”;

wherein X1201, X1202, X1203, X1204, X1205, X1206, X1207, X1208,
X1209, X1210, X1211, X1212, X1213, X1214, X1215, X1216, X1217,
X1218, X1219, X1220, X1221, X1222, X1223, X1224, X1225, X1226,
X1227, X1228, X1229, X1230, X1231, X1232, X1233, X1234, X1235,
X1236, X1237, X1238, X1239, X1240, X1241, X1242, X1243, X1244,
X1245, X1246, X1247, X1248, X1249, X1250, X1251, X1252, X1253,
X1254, X1255, X1256, X1257, X1258, X1259, X1260, X1261, X1262,
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NX499X500, -C(S)-C(0) -0 X501 , -C(O)-C(S)-O X502,

-(S) -

C(S)- O X503, -C(S)-C(O)-NH 2,

WO Gshe3ecd) - NHX504, -C(S)- C(O - NX505X506, PCT/EP2008/052640
-C(S)-C(S)-NH 2, -C(S)-C(S)-NHX507, -C(S)-
C(S) - NX508X509, -C(OQ-C(S)-NH-2, - (O -C(S)-NHX51 0,
-C(O - C(S)-NX51 1X512"; wher®in X401 , X402, X403,
X404, X405, X406, X407, X408, X409, X410, X41 1, X412
Xa1 3, Xa1%12681K1864,%41P65, X126, XXaq7. & 1288,1X €694 by 0, X1271,

X421

X430,
X439,
X448,
X457,
X466,
X475,
X484,
X493,
X502,

XZ<42212?%3<3273%21‘E74>%12§75 X@@s )(Xé?? x1>é4’§8x12?‘b§9<,1 280,

X 7
X440X138i14 K1283i1283 504 1284, 3@%&5 X)%@&@ X184 6X 13884 %1289,
ijégx%%gguzﬁ% 2,92X>452333 X4§é34 xXé@é x1>é@§5x12§<?5$(,1 298,

X467X139%5:&K 138069 30i<4)§b302x2ﬁ§03 X)@% X%@$8X13@§7261307

XA76x1308] %1309, 581,3180(P311X%8812 A28ddepertd&ily fP&flrSSach
X485, X486, X487, X488, X489, X490, PR491

X4940thxm@%ect§@§@m thergrpup e Bgistingalo.alkis ffes- Ce(k?diw' cycloal-
X503ky|>i:§/@|fba|k%ié@<§|, hé’t%%yc%ﬂéter%&ﬁlalk?@@@ﬂ afpdikd; het-

X51 1, X51 are i ndependent | from eac

sel ect ed f?@ﬁfyt' H’@%P@M@”‘é’bﬁ@f’ §\thieF?g” alfernativglyX;1207, X1208 and/or

(C9- C30) al kybis, wghwahdf/wx12290b<@2$¢<yﬂ1c%ﬂ<x1236 X1237 and/or
heterocyclg/(l heterocyc yl

het er oar yl /

| | ai kyl
#R &184% PR 25%%&%%%9??%@&%%@# /g

X407, X408x4121ﬂ7 X1 278 dn&or Xfdgh, XAPE P ANAG201 2884 RP2FNEH Db
X436, X437 and/ or X445,

X446
X1292, X1293 and/or X1295, X1296 and/or X1299, X1300 and/or
X1305, X1306 and/or X1308, X1309 and/or X1311, X1312 and/or re-
spectively together can also form ,heterocyclyl®;

wherein optionally above substituents of substituents group (ii) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(iii) Lalkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl, —Br
—CN, —CF3, —N3, —=NH,, -NHX1401, —-NX1402X1403, -NO,, —OH,
=0, -OCF;, —SH, -O-S0O3H, —OP(O)(OH),, -CHO, -COCH, —
C(O)NH,, —=SOzH, —P(O)(OH),, —C(0)—X1404, —-C(0O)O-X1405, —

C(O)NH=X1406, ~C(O)NX1407X1408, ~O—-X1409, ~O(—X1410-0)—

H(o=1,2,3,4,5),-0(-X1411-0),~X1412 (p =1, 2, 3, 4, 5),
OC(0)-X1413, ~OC(0)-0-X1414, ~OC(O)-NHX1415, ~O-C(O)—
NX1416X1417, ~OP(0)(OX1418)(0X1419), -
OSi(X1420)(X1421)(X1422), —0S(0,)-X1423, -NHC(O)-NH,, —
NHC(O)-X1424, -NX1425C(0)-X1426, -NH-C(0)-0-X1427, —
NH—C(O)—NH—-X1428, ~NH-C(O)-NX1429X1430, -NX1431—-C(O)—
O—X1432, -NX1433—C(O)—NH-X1434, —-NX1435-C(O)-
NX1436X1437, —=NHS(0,)-X1438, -NX1439S(0,)-X1440, —-S—
X1441, =S(0)=X1442, =S(0,)-X1443, =S(O,)NH-X1444, —
S(02)NX1445X1446, —S(0,)0-X1447, —P(O)(OX1448)(0X1449), —
Si(X1450)(X1451)(X1452), =C(NH)—NH,, —C(NX1453)-NH,, —

B B
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and/ or X455, X456 and/or X460, X461 and/or X477, X478
and/ or X486, X487 and/or X489, X490 and/ or X492, X493

wWaREsA074X6195, X496 and/ or X499, X500 and/ or X5PST/EXINH0$052640

and/ or X508, X509and/or X51 1, X51 2 and/or
respectively together can al _s&for m,, heterocyclyl™; n
i ndependently is O or 1; with the first prow so that
if R1, R1* are not |Ioresent

both be " hydrddéh-NaxX14 Xﬁé5%>6ﬁ5ﬁ r%\bgéléa}ramxmss
provi so that,_gkxkado) @(MG@(H%PLEM% o()n\msolﬁumd NH-

t oget her inde

d t
are i ndependéri@)yWN en Xt G,Qy%&jfr%eﬂkmﬁéﬁ @_M&G%&XMW -N(=
both be "hydrgy G)?-Q\]H%—X%%zaﬂﬁ @%NWJ@—DhmHU{dN —C(0)-

provi so that,

e o R RN R XTI e O S PGt B he 2%1{1%4@0

when the ot hQD—)OIﬂﬁSOiC@NMVWG c -Nkambham,-cymlm-o-
the fourth prow so t hat resen

is 1) and areli4f8epfel&b @%14859%48hy&(§b "O‘BﬂéB f‘C

R2, R3 nust ngt1488— bhxd&szgec( I—FJI\FH—SQV(BSMCH@NN]%
t he ot her one of R2,

fifth provi sd\Df‘H‘&@XHW ROiO -+ 8§T“éxlf’r8§§<éﬂ90 (‘r@ S}s Nﬂ—NH—

and toget her iadepar(s)-amLyx {42 495). @sytr\pﬂagmiNM%XM%
R3 i ndependent | oEe and the ot her on
y

e o
R2, R3 i ndepe@déh‘tq’ é rC(Qyel@aNkl (O ) —NHX1498,
cycl oal kyl al k;d mj(ral TN)Qf4d9$(|1 Byo ,-dns;-@ @z;lrcyi%1 5011 her0)-c

t he ot her one cl oa

cycl oal kyl al I@/TX15Q?yTC Sér%sé%ﬂw(%et'% a@@ "'N%!IZJSTC (el C

substituted wHXysos, L@@Lcwyemmb@swtmenic<sg=l®(€m%, —C(S
fromthe grouc? cansi sting_of:
S) NHX1507 —C(S) C(S)-NX1508X1509, —C(O)—C(S)—NHQ,—

C(0)—C(S)-NHX1510, =C(O)-C(S)-NX1511X1512";

wherein X1401, X1402, X1403, X1404, X1405, X1406, X1407,
X1408, X1409, X1410, X1411, X1412, X1413, X1414, X1415,
X1416, X1417, X1418, X1419, X1420, X1421, X1422, X1423,
X1424, X1425, X1426, X1427, X1428, X1429, X1430, X1431,
X1432, X1433, X1434, X1435, X1436, X1437, X1438, X1439,
X1440, X1441, X1442, X1443, X1444, X1445, X1446, X1447,
X1448, X1449, X1450, X1451, X1452, X1453, X1454, X1455,
X1456, X1457, X1458, X1459, X1460, X1461, X1462, X1463,
X1464, X1465, X1466, X1467, X1468, X1469, X1470, X1471,
X1472, X1473, X1474, X1475, X1476, X1477, X1478, X1479,
X1480, X1481, X1482, X1483, X1484, X1485, X1486, X1487,
X1488, X1489, X1490, X1491, X1492, X1493, X1494, X1495,
X1496, X1497, X1498, X1499, X1500, X1501, X1502, X1503,
X1504, X1505, X1506, X1507, X1508, X1509, X1510, X1511,
X1512 are independently from each other selected from the group
consisting of: ,alkyl, (Co-Cso)alkyl, cycloalkyl, cycloalkylalkyl, hetero-
cyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl*
and wherein alternatively X1407, X1408 and/or X1416, X1417
and/or X1429, X1430 and/or X1436, X1437 and/or X1445, X1446
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(iv) "heterocyclyl, heterocyclylalkyl, -CF3, - N3, -NH
2, -NHX600, - NX601X602, -NO 2, -OH, -OCF 3, -SH,

WO 0MSMAK; - OP(O) (OH) 2, -CHO, -COOH, -SO 3H, PE/EPIIBHS2640

2, -C(O-X603, -C(O O X604, -C(O NHX605,
- C(O) NX606X607, -O aryl, -Oaé | al kyl, -O heteroaryl,
- Ohet eroaryl al kyl, -O het er ocﬁ:/l yI - O het er ocycl yl
al kyl, -Q(-X608- &d% 4%
SO(- X609- O RNREL X3 4P, X1456 agd/ogxmed 351 461 @@5@/@5 XyA7, X1478

-OC(O) - O X61 zhd/or RFUES, )N'zm?a%d/or%ﬂ?é@mwé@%ﬂa&@ﬂﬁmgz X1493
OP( O) (OX616) (OX61

2)- X621 , - 9219@@@(14 WQ%’( X619%(%<2,§00 and/orX 505 X1506

- NH C( O - O Xeal/or XMeb&0509 Mﬁd%ﬁg%ﬁ X1512 and/or respectively to-
“NH- [ O) - NX627X628, - NX629- O O) - O- X630, - NX631-

C( O) - NH X632 geﬂméé@a@e@rm\m@@@@w' ; - NHS( O 2) - X636, -
NX637S( O 2) - X638, -S-X639, -S(0O) -X640, -S(O 2)-X641 ,
-S( 0 2) NHX642, -S(O 2) NX643X644, -S(0O 2) O X645,
-P(O) (OX646) (OX647), -Si (X648) (X649)(X650), -C(NH)-NH
2, LC(NX651 )-NH 2, -C(NH)-NHX652, - C(NH)-NX653X654,

- C( NX655) - NHX656, - C(NX657) - NX658X659, -
NH C( O) - NH- O- X660, - NH- C(O) - NX661- O X662, - NX663-C(O) -

) N?B %%péé&lg%ro%%gh o?her seFected from the group consisting of:

- N( - (0,9 XB6§orhHm By AnkBXKBIZQ- O- X671 ) , -C(S)- X672,
~C(S)- O X673, -C(S)-N H X674, -C(S)-NX675X676,
- C( O) RIN', l2XQoY&ihér, indedendenthXoimd “KatX0dRlyl” or together independently
- S) ; NH-.O- X680

S).. NX681- O, X6 - ” . .
QO - Nl—ﬂ‘[\ﬁlﬁtwl E%d 'h rw@éﬁiggéﬂ,\etgr&ew _cm@gggnally be substi-
kl)é?%;%ﬁétﬁwlth S(1&ast Nhle MbboXBiRht selE$teY fidikt DSEA ButSifuents group (i);

R1, R3 are independently from each other selected from the group consisting
of:

(i) ,hydrogen, alkyl, (Ce-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl, —Br
CN, —CF3, —=N3, —=NH,, -NHZ1, —-NZ2Z3, -NO,, -OH, =0, —-OCF3;, —SH, —-O—
SOzH, “OP(0O)(OH),, -CHO, -COOH, —-C(O)NH,, —-SOzH, —P(O)(OH),, —
C(0)-Z4, —C(0)O-2Z5, -C(O)NH-26, -C(O)NZ728, -0-29, -O(—Z10-0)—
H@=1,2,3,4,5),-0(-Z11-0),—Z12 (b =1, 2, 3, 4, 5), -OC(0)-Z13, —
OC(0)-0-Z14, -OC(O)-NHZ15, —-O-C(O)-NZ16217, —
OP(0)(0Z18)(0Z19), —0Si(Z20)(Z21)(Z22), —0S(0,)—Z23, -NHC(O)-NH,,
—NHC(0)-Z24, -NZ25C(0)-Z26, -NH-C(0)-0-227, -NH-C(O)-NH-Z28,
—NH-C(0)-NZ29Z730, -NZ31-C(0)-0-Z32, -NZ33-C(O)-NH-Z34, —
NZ35-C(0)-NZ36237, -NHS(0O,)-Z38, —-NZ395(0,)-240, -S—Z41, —S(O)—
242, —-S(0,)—Z43, -S(0O;)NH-Z44, —S(0,)NZ45246, —-S(0,)0-Z47, —
P(0)(0Z48)(0Z49), —Si(Z50)(Z51)(Z52), —C(NH)-NH,, —C(NZ53)-NH,, —
C(NH)-NHZ54, —-C(NH)-NZ55256, —C(NZ57)-NHZ58, —-C(NZ59)—
NZ60Z61, -NH-C(O)-NH-0-2Z62, -NH-C(O)-NZ63-0-264, -NZ65—
C(0O)-NZ66-0-267, -N(—C(O)-NH-0-2Z68),, -N(—C(0)-NZ69-0-270),, —
N(—=C(O)-NH-0-Z71)(—-C(0O)-NZ72-0-273), -C(S)-Z74, -C(S)-0-Z75, —
C(S)-NH-Z76, —-C(S)-NZ77278, —C(O)-NH-0-Z79, -C(O)-NZ80-0-Z81,



10

15

20

25

30

NX692- NX693X694, -C(O-C(O -0 X695, -C(O-C(O-NH 2,
-C(O - C(O -NHX696, -C(O) -C(O) -NX697X698,
WO gshede) - O X699, -C(O - C(S)-0 X700, PCT/EP2008/052640
-(5)-(9-0X701 , -5)-COQ-NH 2, -9)- C(O)-
NHX702, - C(S)- C(O) - NX703X704, »5 C(S) - C(S) - NH 2
-C(S)-C(S)- NHX705, -C(S)-C( 83 NX706X707,

O S)-NH 2, NHX70
& S - YRR C Emizat OB o-CRiohH-NKsE85, ~C(O)-NH-

X603, X@@ZBGZZS@%%QQ@%—)@@Z%@@S MH—&@I 0g( NIH—

1, X61 2. X61 X616, X61 7. %61

X61 9, *ézﬁ? 9%6H4(S) N@ZNZ%é%ﬁ Q) C %z@rz%z@ )-NH,
X627, @%NP@@@,—CX@% og(lﬁ@zbbzw@&%s &) @iGZ’%ﬁm -
X636 O R sa NN eas Xeho

X645, x&(@ )-XE47O-8i828-Clka29(S)X856! 0%(6@13 —Cﬁ@sﬂHexxaé@ )

X654,  XGy97104656(5)X6 FNZ$5§Z10¥§65@SX@ m%@ﬁt -égﬁ)&
X663, X664 X665 X6 X667, X66 X6

X672, X6¥H1X674(S)x6(5 NZ(BG/@O%?Q(O 6'38 N&@T@ Oké88)-

X681 , XG$2110X680)-BEOANZXGHEL12X686, X687, X688, X689,
X690, X691 , X692, X693, X694, X695, X696, X697, X698,

X699, XK/Q%remalzz 28003, ZB<72é327>ﬁeQ439 X10%211X206,2187 274, 215,

X0 o all oot oy 2 5B o0k 2oRSERE AR 2660

., al kyl ,zabC23 Z33bay &y |1z34c 788, 7Bk yd7z, Z38cromiap| 24 Kylo, 743,

e o O P el Ao Sk S, ALY 137

X606, X648, 26gl/Zp0, X611 4.62X843, Z6and6Z686237, Z><§§2§Ggilzdb0271

X634, X635 and/or X643, X644 and/or _X653.. X654_and/.o
272,773,774, 275,276, 277,778, 279, 780, 781, 782, 783, 284 285,
786, 287, 288, Z89, 790, 291, 292, 293, Z94, 795, 796, 297, 298, 799,
Z100, Z101, Z102, Z103, Z104, Z105, Z106, Z107, Z108, Z109, Z110,
Z111, Z112 are independently from each other selected from the group
consisting of: ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl,
heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl“ and wherein al-
ternatively Z7, Z8 and/or Z16, Z17 and/or Z29, Z30 and/or Z36, Z37 and/or
Z45, 746 and/or Z55, Z56 and/or Z60, Z61 and/or Z77, Z78 and/or Z86, Z87
and/or Z89, Z90 and/or 292, Z93 and/or Z95, 296 and/or 299, Z100 and/or
Z105, Z106 and/or Z108, Z109 and/or Z111, Z112 and/or respectively to-
gether can also form ,heterocyclyl*;

wherein optionally above substituents of substituents group (i) can in turn
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(ii) ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocycly-
lalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —CI, —Br, —I, =CN, —
CF3, =N3, —=NH,, -NHZ201, -NZ202Z203, —-NO,, —-OH, =0, -OCF3, —=SH,
—0-S0O;H, —OP(O)(OH),, -CHO, —COOH, —C(O)NH,, =SOzH, —
P(O)(OH),, —-C(0)-2204, —-C(0)0-2205, -C(O)NH-Z206, —
C(O)NZ2072208, —-0-Z209, -O(-2210-0)—H (c =1, 2, 3, 4, 5), —O(—
Z211-0)—Z212 (d = 1, 2, 3, 4, 5), -OC(0)-Z213, -OC(0)-0-2214, —
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X658, X659 and/or X675, X676 and/or X684, X685 and/or
X687, X688 and/or X690, X691 and/or X693, X694 and/ or
wWXa03/1048608 and/ or X703, X704 and/or X706, X70FCEHERI008/052640
X709, X71 0 and/or respectively together can also form
,,heterocycl yl";with the furtgyer provi so that
-C(O-N(al kyl) 2, -C(O-N(cycl oal kyl) 2, -

o, N oo Aty B
from abOVeO‘SH{EﬁO %@ﬁ?%z?ﬁ )OLOS ﬁ\)(—)Zzz\BhENﬁC(D)QN‘I—IQ,OfMJ{d)GO

t he ot her gne k cycl oal ky
cycl oal Kyl SRRy ENZAZ5P (O e SA A EC Bl Curdsary TN () NH-2225. -
turn Indepﬁﬂd@m)j wz@mmstﬁngﬁh% (Opeo b g T—NM@JJC\(O —NH-

substituted w east one subst i tuent,_ identical

or differ e§?34 S‘é'IZ@é?'e%(q TdAseve ‘ﬂh’!)%(tqzi‘lzgﬁ?s 'ﬁ@?@ﬁ (O2)-
(ii); whergpap, OSL!ZQWUSYO}JZQ@U!RO )ngwf-s‘(@ Nﬁazbﬂ ng

| kyl | oal k | oal | kyl’
hgt e?/oarfllyc 55 %ﬁ%@éggé‘g@pﬁ@@@ %O C%/(t24f3 é?g%)n%
subst i t uengj ZQSiﬁ{EZBfFRZzESH) 4 mm _crgnt@s::;)ﬂdH; L@J(‘NH
above substituen

Ve S bhbEh e el dnorkas "Cinde Sonk Basns, Lo ase -

substit UenNZz@@ZZIG&CLIQPl—@(@EN&Ib@\LEzw WHM@WMZ%BOQPZZM -
(iv) and, N%tl onal | | east one

subst i t uenNZ26%&A0) d\ﬂz%r Od%%_)er é\HTC @eN@cPeéZ% omN(-=C

?Eore SngNghw@&wogum«gg)éot NMnldLszme Zarzle(? {Jrg@mu@czzm)
a I * I

i nde pendeft®yZ2 ¢ mOl §)S%0|2215$-ch @6 RIYSHrIL27 72278, —

i ndependent(@) 4\1%!-@:12@% ficqm immL@uzzgpn@ §}—INPr9-01f2282 -
"hydr ogen, alkglﬁé cyclo cIoaIk

k
aryl al Ryl * o R e I Mk 1o, colp A ioNZ2s6 287,
cycl oal kyl au(y)LNzeszyisz%gziz@d,Kyj S —'NﬂﬁiNHlQ291, —C(S)-NH-

NZ2927293, —C(S)-NZ294-NZ2957296, —C(O)-C(0)-0-2297, -C(O)—
C(O)-NH;, —C(0)-C(0)-NHZ298, —C(0O)-C(0O)-NZ2992300, —C(S)-
C(0)-0-2301, —C(0O)-C(S)-0-2302, -C(S)—C(S)-0-Z303, —C(S)-
C(O)-NH;, —C(S)—C(0O)-NHZ304, —C(S)-C(O)-NZ3052306, —-C(S)—
C(S)-NH., —-C(S)-C(S)-NHZ307, —C(S)-C(S)-NZ3082309, —-C(O)—
C(S)-NH., —-C(0)—C(S)-NHZ310, —C(O)-C(S)-NZ31123127;

wherein Z201, Z202, Z203, Z204, Z205, Z206, Z207, Z208, Z209, Z210,
Z211, 2212, 72213, Z214, 7215, Z216, Z217, 2218, Z219, 2220, Z221,
2222, 7223, 7224, 7225, 7226, 2227, 7228, 7229, 2230, Z231, 2232,
7233, 7234, 7235, 2236, 2237, 2238, 2239, 2240, 2241, 7242, 7243,
2244, 7245, 7246, 7247, 7248, 7249, 7250, 2251, 2252, 7253, Z254,
7255, 7256, 2257, 2258, 72259, 2260, Z261, 2262, Z263, 2264, 2265,
7266, 2267, 2268, 2269, Z270, 2271, 2272, 7273, 2274, 2275, Z276,
2277, 2278, 72279, 2280, Z281, 2282, Z283, 2284, 2285, 7286, 2287,
7288, 7289, 2290, 2291, 2292, 7293, Z294, 7295, 2296, 2297, 2298,
7299, 7300, Z301, Z302, Z303, Z304, Z305, Z306, Z307, Z308, Z309,
Z310, Z311, Z312 are independently from each other selected from the

group consisting of: ,alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, het-
erocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl*
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substituted with at | east one substituent sel ected
fromthe group consisting of: (v) ,,heterocyclyl,

whedsnomyel yl al kyl, heteroaryl, heteroaryl al kyPCT/EEH88/052640

C N3, - NH2, -NHX800, - NX801X802, -NO 2, -OH, -OCF 3,

_SH, -0-SO 3H, - OP(O)(OH) 2,,;CHO, -COOH, -C(O NH 2.

~SO 3H, -P(O(CH 2, -C(O - x'%?o C(O)OX804

- (O NH X805, [ 0) NXB06X807 cy!

3 et oy oo Whet B APl 2074208 a0k 2 eI lor 2225,

- Chet er OCYZQ% ahdey! 2236%23§8%/6?)Z2415 2246=ar3d/or2225%:, 7956 and/or
5) O( X809- O). - X81

1, -0CQO) - &9BERS 13@%@0%5@%@2@ and/g@p%g z),q%fng(giézsg 7290

- OF’( O ( OXSAnc%;(;@@lzé’és and/i 22931 7894 aq&;/aa Zé@‘@ZQhoo and/or Z305,
OS( ) - X821 822 Nxézs

-NH C(O) - 023@62@1d/or K&QB@@S}Q e 1, Z\)312 and/or respectively together

- NH C( O - N§@21$8 Z3m ,hd cIS?l(O) 0X830 - NX831
~C(O)-N H X832, - NX833-C(0) - NX834X835, - NHS(O 2) - X836,

- NX837S( OuR
-S(0 2§ Nm%rz??z@@&wn%%é&&gi@%%tﬁ%bszm&@ QloupRfloan in

- P(O) (Ox84BY1T idBRedently '(‘)@@&%PE%E@)SE'%%?C’ W'tb:eNﬁfstr\qme sub-

2, - C[ NX85dgtudvt identicel HitdiffMhiBSdected fromthe HPEBBTURG4ting of:
- C( NX855) - NHX856 - C( NX857) - NX858X859

- NHC( O) - NHifp- 68@0¢C- CN'J}a%D):yd}@iﬂ@l c@c%&lﬁ@alkyl heterocyclyl, hetero-
:k,'z(sg?dc( %82%%9@%8 y?fryIaIN(I hetoroary: he%r?)(aryla?kyl2 F, —Cl, -Br, -,
C( O - NH O X869N,~CFQ) _mgxsmaz,@m&zlbﬂ —NZ402Z3D3 XN, ~OH, =0, -
Ty ARt oL gop?é? ﬁ“ég c?ﬁéig%@oﬁ‘% v -
- C(S) - NX881- BXXBB2P(0 @g 0-Z405, —c )NH—Z406 -
R R %846%&;407@ 0N, NPT, kS, N &
O(-Z411-0)~Z412 (f= 1, 2, 3, 4, 5), ~OC(0)-Z413, —OC(O)—O—
7414, -OC(0)-NHZ415, -O-C(0)-NZ4162417, —
OP(0)(0Z418)(0Z419), ~0Si(Z420)(Z421)(Z422), ~0S(0,)-Z423, —
NHC(O)-NH,, -NHC(O)-Z424, -NZ425C(0)-Z426, -NH-C(0)-O—
7427, -NH-C(0)~NH-Z428, ~NH-C(0)-NZ4297430, -NZ431—
C(0)-0-Z432, -NZ433-C(0)-NH-Z434, -NZ435-C(O)-
NZ4362437, -NHS(0,)-Z438, ~NZ439S(0,)-Z440, -S—Z441, —
S(0)-Z442, -S(0,)-2443, -S(0,)NH-Z444, -S(0,)NZ4457446, —
S(0,)0-Z447, —-P(0)(0Z448)(0Z449), -Si(Z450)(Z451)(Z452), —
C(NH)=NH,, ~C(NZ453)~NH,, ~C(NH)-NHZ454, ~C(NH)~
NZ4552456, ~C(NZ457)-NHZ458, ~C(NZ459)-NZ460Z461, -NH-
C(0)-NH-0-Z462, -NH-C(O)-NZ463-0-Z464, -NZ465-C(O)-
NZ466-0-Z467, —~N(—C(O)-NH-0-Z468),, —~N(—-C(O)-NZ469-O—
Z470),, -N(~=C(O)-NH-0-Z471)(-C(0)-NZ472-0-7473), -C(S)-
Z474, -C(S)-0-Z475, —-C(S)-NH-Z476, —C(S)-NZ4772478, ~C(O)-
NH-0-Z479, -C(0)-NZ480-0-2481, -C(S)-NH-0-Z482, —C(S)—
NZ483-0-Z484, —C(O)-NH-NH-Z485, ~C(O)-NH-NZ4862487, —
C(0)-NZ488-NZ4897490, ~C(S)-NH-NH-Z491, ~C(S)-NH-
NZ4927493, ~C(S)-NZ494-NZ4957496, —C(0)—C(0)-0-Z497, —
C(0)—C(0)—NH,, —C(0)-C(0)-NHZ498, —C(0)-C(0)-NZ499Z500,
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X889, -C(S)-NH NX890X891 , -C(S)-NX892-NX893X894,
-C(O- C(O-0X895, -C(O-C(O-NH 2,
WO G873 - NHX896, -C(O) -C(O) - NX897X898, PCT/EP2008/052640
-C(S)-C(O-0X899, -C(O-C(S)-0 X900, -C(S)-C(S)-0x901
. -(9)-CO-NH 2, -C9)- O(O) H><902
-C(S)-C(O) -NX903X904, -C(S)- -NH 2,
S S) - NHX905, S S) - NX906 X907
PEH T 1@(@)0(%%558810@@58 RSO (B-0-2503,

wher ei n X800,_c?@933>goio %(502@0@& S)X&@%M&Qisgf@%wsoszsoe

X807, X808, X809 12, X81
5, X816, x817C(XEL(8) '\&&1—@ 1@ NG9/, ~Ci@8 (S)xbi#8082509, -

X824, X825, 2}2* @?glg o )—Q@%HZ%SQQC@LM )-KBS#Z512";

X833, X834, X83 7, X838, X839 X841

X842, X843, Xthein 236D, 7482484038464, 2404874065307 X80, 7409,
X851 , X852, X853, X854, XB55, X856, X857, X858, X859,

X860, X861 . XdBpZ4Ngé4!12.x8d 3, 246541 %gdd8. 5857 24 1@ed 19,

X869, X870, >§_81'éd; 242487322 m@a, 2287 % 40X& U6, D0 74%8 70409,
X878, X879, X880, X881 X883, X884, X885, X886,

X887. X888, &89, 2‘3@896433(879‘133 74449 $435g 36, 454 Z4 3@ o439,
e oL g a2, 05
, , , . , , alr_e
odonendont | A oRATagHEH as. Ll 15 58 7ATe 24557359,
conisi slt iknlg Iof2460 ﬁ&étqymeé @lﬁ@@?]@lt kY65, zzlyse% pfélzklzhes, 7469,
cycl oal kyl a et eroc et er ocy. ,
O 2 o, S e ad  aPS Bk, Ba7 % a7, 2a7e
wherei n al t er;gbi x4d1y ZX§®&485824784azd85)rZ4>éélz487X&18§ 7489,
and/ or X827, X828_and/ or X834, X835 and/ or X843, X844

and/ or X853, 24984724 H 4 £692, )@gg Z494, 7495, Z496, 2497, 7498, 2499,
Z500, Z501, Z502, Z503, Z504, Z505, 2506, 2507, Z508, Z509,

Z510, Z511, Z512 are independently from each other selected from
the group consisting of: ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylal-
kyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, het-
eroarylalkyl“ and wherein alternatively Z407, Z408 and/or Z416,
Z417 and/or Z429, Z430 and/or Z436, Z437 and/or Z445, Z446
and/or Z455, Z456 and/or Z460, Z461 and/or Z477, Z478 and/or
7486, Z487 and/or Z489, Z490 and/or Z492, Z493 and/or Z495,
Z496 and/or 2499, Z500 and/or Z505, 2506 and/or Z508, Z509
and/or Z511, Z512 and/or respectively together can also form ,het-
erocyclyl;

alternatively, R1, R3 can also independently from each other be “no substitu-

ent”;
n independently is 1;
m independently is 1 or 2;

R4, R5., R6, R7, R8, R9, R10, R11, R12, R13, R14, R15, R16, R17, R18,
R19, R20, R21, R22 are independently from each other selected from the group
consisting of:
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X859 and/ or X875, X876 and/or X884, X885 and/or X887,
X888 and/ or X890, X891 and/or X893, X894 and/or X897,

wWO@®8/16m3dé or X903, X904 and/or X906, X907 and/PCT/EB¥B$/052640

X91 0 and/ or respectively toget her can also form
,,heterocyclyl ; wherein optllpally each of R2, R3
bei ng ' aIkyI cycl oal kyl, cyc oaIkyIaIkyI aryI

aryl al kyl™ can in turn |ndePen ent | fron1each ot he
be” adtl thyHagery alkyb £eq-Cutaty wyelnalky!, ¢Y@5>§{ky@l¥é' heterocyciyl, het-

substi t ugpd c|y|a¢l@ntamaéry|ark |dhétfeﬁfaw1thet§r@la@rau@d i om, Br -, -

above substltuents % db onal I y_each
of R2, FNp&fagNar i7'|e, y%1| al WZWO@%&E rmeaTQVI =0, -OCF;,
aryl, angiaLlodso,ANMOPR)OHAUESHD! LEEOHALIOMH] 286lH, -

one substltue t, id differ ent ected

from abdug) @J"Bst‘lct(gé‘rﬁ@oﬂyr‘&lﬁ? @v?%%‘C@N"bﬁép

al so (iigO)Ra100rZA008, ar@imo@e—d uztdmoskumkuutzeg A1%) —O(-
their substltuents se ve substi

group (\A10AhHdQ) l??ﬂtoﬂ%ﬁ'aﬁ 1 ;2 3a1"§8 r@% )i 91 gpq @g-g-zmm -
one subsye enHzm@no-@@d) w%néimenlopmk@zm@ @2@@19
above subs tuents 8ﬁé Q% m i ndepen dentIN

or 2; RARI ZQ@F%P tho %11 (O34 02 NHC(R)ZNHR -N*C
R14, R 1502KR16yz1324¢C O)BZ$026?—1@+—0?®P~O-&211;27 -RIR-@(O?—NH—

|ndependently fron1 ac ot her sel ected fromthe % ?
consi st 41§28~ NI-d+C)} N%Q?@ééﬁ%’al'\@m“(%@)r%@%g?’ yTNZ1033-
cycl oal kyb) chi'ﬂ@hkymzi dgsl—c d))?—lNiﬁ osaziogl, —NHS (0,)-Z1038, —

het er ocycl yl al al k het er oa
heteroﬁwimd F20 s Ll 0128 Rl 71009
EEEIBZ - %1044 - 19, Q@Ebﬂsﬂ@&e = -6k, =0, -

“C(O NH F;(b ogéog@q 021049 g((zOH)so 71057 (Z1052C):O—OC_ENH) —NH,, -
C(NZ1053)-NH,, ~C(NH)-NHZ1054, ~C(NH)-NZ1055Z1056, ~C(NZ1057)-
NHZ1058, —C(NZ1059)-NZ1060Z1061, -NH-C(O)-NH-0-Z1062, -NH-
C(0)-NZ1063-0-Z1064, -NZ1065-C(0)-NZ1066-0-Z1067, -N(-C(O)-
NH-0-Z1068),, -N(-C(0)-NZ1069-0-Z1070), —N(—C(O)-NH-O—
Z1071)(-C(0)-NZ1072-0-21073), —C(S)-Z1074, -C(S)-0-Z1075, -C(S)—
NH-Z1076, -C(S)-NZ1077Z1078, -C(O)-NH-0-Z1079, -C(O)-NZ1080-
0-Z1081, —C(S)-NH-0-Z1082, —C(S)-NZ1083—0—Z1084, —C(O)-NH-
NH-Z1085, —C(O)-NH-NZ1086Z1087, —C(O)-NZ1088-NZ1089Z1090, —
C(S)-NH-NH-Z1091, —C(S)-NH-NZ1092Z1093, —-C(S)-NZ1094~
NZ1095Z1096, —C(0)-C(0)-0-Z1097, -C(0)—-C(0)-NH,, —C(O)-C(O)—
NHZ1098, —-C(0)-C(0)-NZ1099Z1100, —-C(S)-C(0)-0-Z1101, -C(O)—
C(S)-0-Z1102, —C(S)-C(S)-0-21103, —C(S)—C(O)—NH,, -C(S)-C(0)-
NHZ1104, —-C(S)-C(0)-NZ1105Z1106, -C(S)-C(S
NHZ1107, —-C(S)-C(S)-NZ1108Z1109, -C(0)-C(S
NHZ1110, —=C(0)-C(S)-Nz1111Z1112;

—NH,, —C(S)-C(S)-
—NH,, —C(0)-C(S)-

vv

wherein X1001, X1002, X1003, X1004, X1005, X1006, X1007, X1008,
X1009, X1010, X1011, X1012, X1013, X1014, X1015, X1016, X1017,
X1018, X1019, X1020, X1021, X1022, X1023, X1024, X1025, X1026,
X1027, X1028, X1029, X1030, X1031, X1032, X1033, X1034, X1035,
X1036, X1037, X1038, X1039, X1040, X1041, X1042, X1043, X1044,



P(O(OH)2, -C(O-X 004, -C(OO X 005 -C(ONHXI

006, - C(ONXI 007X1 008, -O X1009, -Q(-X1010-O k- H
W@Roos/147446 2 , 3 , 4 , 5), -0(- X101 1-O 1-XI PBCWEPZ008/052640

=1, 2,3, 4,5, -0(0-X 013 ,-0(O-OX 0 14

,- OC(O-NHXI 0 15 ,-0-C(O - hgg 0 16X1 0 17

,-OP(O (OXI 0 18)(0X1 0 19), OSi (XI 020) (X1 021 )(X1

022), -05(0.2)-X1023 0)

- NX)1 02 >)5<104@22§104N H&@)X@%Xwﬁc& %\ﬁléfﬂ@?? NEDRS3,

1%(%3-3%1)@&(3)(1@%' X9853<k 1088, x roN¥1x fib: %@0 Q12§l31 08%62

034, -NX1
- NHS( O 251%&%%‘8064 XF\9@L5 #4655, @ﬁz‘)oﬁilgﬁéﬁ X3 %%(i“@l@ X1071

- S( O) XIx 142, x1cﬁ(3®<2@74><l<1@#§ X 1078( ROMABKO 7854 079 3(1@80
2)NXI 045X1 046

049), - 10Kk é&%?( Xgo%%%%%%’é)xme& }@&98%«%19 %(X1089
C( I\D<| 058D0obiHk #o91; &b Obd, ')d\ﬂb% >O|5)©4 X {4991 06d, x%@?ﬂxmgs

O i b B i KRR Kot ST i,

- NX1 065¢1308) x 19, REG+dDX 1196 A1 11 bl(aré?(n@b'\r)é\ﬂdeﬁcl%ﬂrorﬂ@%}:ﬁother
“N(- C(O) - NX1069- O- X1 0

) (-C(O th@”U%QFGW@%OnS'S@@pf )@Ikxd7@9 Copltsyl. eygloalkyl,

1075,
Y. N&(y%ﬂ)ﬁl(lk“ﬂb%%l Q&@rocyﬂlsheté%g)é%lyl Qrglsarylalkyl heteroaryl,

(9 - N,.I:'_e@rg@ry@g(gf an@g%y?q@('altqjg@t_vgyﬁ1 094 4X1008 and/or X1016,

-C(O) - NFHdFrF?)éhd@B&n ozsﬁé@bsd)lan&l& x@@f@<k1@§7 and/&(k))ozmxbﬁ 046
088- NX1 089X

092X1 o@gd/oréf@ gs;s P&psg@@dmp @%%ﬂ Og@@nd/or %097 X1078 and/or
-C(O - C(>@)08@ %i 08%had/or X19Be 6(1@90|\Jr|d?er x4 6é@)><1 o@(a@)wd)&@(h 095,

098, - 1) -NXI _099X1 10 Cg 8 C(1 2) 101
X1096 and/orX1099 X1100 and/orX 5 X 6and/orX1108 X1109
and/or X1111, X1112 and/or respectively together can also form ,heterocy-
clyl;

wherein optionally above substituents of substituents group (i) can in turn
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(i) ,alkyl, (Cs-Csp)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocycly-
lalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —CI, —Br, —I, =CN, —
CF3, =N3, —=NH,, -=NHZ1201, -NZ1202Z1203, —NO,, —-OH, =0, -OCF;, —
SH, -O-SO;H, —OP(O)(OH),, —CHO, —COOH, —C(O)NH,, —SOsH, —
P(O)(OH),, —C(0O)-Z1204, —C(0)0O-2Z1205, -C(O)NH-Z1206, —
C(O)NZ1207Z1208, —0-Z1209, -O(-Z1210-0)—H (m =1, 2, 3, 4, 5), —
0(=Z1211-0),—Z1212 (n = 1, 2, 3, 4, 5), =OC(0)-Z1213, ~OC(0)-O—
Z1214, -OC(0)-NHZ1215, -O-C(0)-NZ1216Z1217, —
OP(0)(0Z1218)(0Z1219), —0Si(Z1220)(Z1221)(Z1222), —OS(O,)-
Z1223, -NHC(O)-NH,, -NHC(0)-Z1224, -NZ1225C(0)-Z1226, -NH-
C(0)-0-21227, -NH-C(O)-NH-Z1228, -NH-C(0O)-NZ122921230, —
NZ1231-C(0)-0-Z1232, -NZ1233—-C(0)-NH-Z1234, -NZ1235-C(0)-
NZ1236Z1237, -NHS(0,)-Z1238, -NZ1239S(0,)—Z1240, -S—-Z1241, —
S(0)-Z1242, =S(0,)-Z1243, —S(0,)NH-Z1244, —S(O,)NZ124571246, —
S(0,)0-Z1247, -P(0)(0Z1248)(0Z1249), —=Si(Z1250)(Z1251)(Z1252),
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C(0)-C(S)-O X1 102, -C(S)-C(S)-0O X1 103, -C(S)-C(O) - NH
2, -C(S)- C(O-NHX1 104, -C(S)-C(O)-NXI 105X1 106,

WO BOSNOBYS) - NH 2, -C(S)- C(S)-NHXL 107, - C(S) - BUBEPNNE052640

108X1 109, -C(O-C(S)-NH 2, -C(O - C(S)-NHXl 110,

~C(O-C(S)-NXI 111X1 112"; ein X 1001 , X1002,
X1003, x1oo4 x1oo5 x 1006 007 X1008 XI oo. XI
a o X as. X

2, X 10 1@ N%‘Nb*z,ltﬁ N%@é%’“'*xr&z(&“*) Nﬁéb??é —Q("i@zs

X1024, X 1&2525921@@@&0 Nzl@@ fNleé)%?,—CRNZO%@,—NQ112@§Q1261 -~
X 1031 , x 103 X 1035

1037, X 10Y ﬁ@)rtb%fo-ﬁ2@%0”‘%%@&1“‘212@31@2@26& 1613265-

X 1044, X A4~ (k<) — —
1050, X 10%?MZX§%%?Z£5?%5§ )C(?bl)g)_54 %@@%9 '\%_C%Og

X 1057, X Néé%%-@*?d%o 2 N0BE)-NH 5112 bk(—J?d@ifN%éW?-O-

1063, X 10 -
1023 % Lob ek riiseg DigRTe KSR Fgs

1076, X 10MZ12%(Zi@78, @(bivd\?@- 7@11?5§0— @1651280—5@-%6%@ -

X 1083, X @;g§4NHXOlQ$§82 Xoé@ﬁﬂz%se;l-@imz& lQﬁ&) M@ NH-Z1285,
1089, X 109Q, X 1091 1093 1094

X 1096, X TOEI-NR- &‘6@%86&2%9@9 0)("‘1211%'?@-’\‘%1%8%@0 7@ )-NH-

1102, X1 NPI3Z12©11—@3 ),—NN—Nz@ﬁgzzﬁzblefa(s NA1 250Nz ¥edbZ 1296,
108, X 1 109 1111 are

| ndependent'@gp)f‘p@r)i QaZH2%7t h@f(oéé’? Q&T%"&P e Wﬁg& -
consi stingc yqoﬁlwbggz@o@@?@@w rOCZ¢:§03IaLtSYd))—C S)-O-

cycl oal kyl al$kg;q rocb; qu?e ?5;% ’\ﬁ'ﬁzl *C(éhoC (O)-

aryl, aryl 4

wh |
1oer1 $I gng/ tglrﬂlzmg% \Zng -é{d;slfk?mziszm)% aogzgoc@-mgz,l@(s%c S)-
and/ or X 10421347, 1648~C(S)-NZ130821309, ~C(0)-C(S)-NH,, -C(0)-C(S)-

NHZ1310, -C(O)— ( ) NZ1311Z13127%

wherein Z1201, Z1202, Z1203, Z1204, Z1205, Z1206, Z1207, Z1208,
Z1209, 21210, Z1211, Z1212, Z1213, Z1214, Z1215, Z1216, Z1217,
71218, 21219, 21220, Z1221, Z1222, Z1223, 21224, 21225, Z1226,
21227, 721228, 21229, Z1230, Z1231, Z1232, 21233, Z1234, Z1235,
71236, 21237, 21238, Z1239, Z1240, Z1241, 21242, 21243, Z1244,
21245, 71246, Z1247, Z1248, Z1249, Z1250, Z1251, Z1252, Z1253,
21254, 71255, Z1256, Z1257, Z1258, 21259, 21260, Z1261, Z1262,
Z1263, 21264, Z1265, Z1266, Z1267, Z1268, 21269, Z1270, Z1271,
21272, 21273, Z1274, Z1275, Z1276, Z1277, 21278, 21279, Z1280,
71281, 21282, Z1283, Z1284, Z1285, 21286, 21287, 21288, Z1289,
Z1290, 21291, Z1292, Z1293, Z1294, 21295, 21296, 21297, Z1298,
71299, 21300, Z1301, Z1302, Z1303, Z1304, 21305, Z1306, Z1307,
Z1308, 21309, 21310, Z1311, Z1312 are independently from each other
selected from the group consisting of: ,alkyl, (Cs-Cso)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl“ and wherein alternatively 21207, Z1208 and/or Z1216,
Z1217 and/or Z1229, Z1230 and/or Z1236, Z1237 and/or Z1245, Z1246
and/or Z1255, Z1256 and/or Z1260, Z1261 and/or Z1277, Z1278 and/or
71286, 21287 and/or 21289, Z1290 and/or 21292, Z1293 and/or 21295,
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and/ or X 1055, X 1056 and/or X 1060, X 1061 and/or X
1077, X 1078 and/or X 1086, X 1087 and/or X 1089, X

waeed/1emnds or X 1092, X 1093 and/or X 1095, X 1POBEP2008/052640

and/ or X 1099, X 1100 and/or X 1105, X 1106 and/or X
1108, X 1109 and/or X 1111, >E?71112 and/ or respectively
toget her can also form, hete ocyclyl™; wherein

opti onal | y above substituents of substituents

(D) can i nZi 2HRANRIIIACAII0D ABIHZAaeh ZipRe AnBler 21308, Z1308
substi t ut eghdibt Al F et ar® resestivdiy@Bbinet Q@rﬂ&lb&&irm het-

or different, selected fromthe group consisting of

(ii) ,,al k§1ocyqhds. c30) al kyl, cycloal kyl ,

cycl oal kyl al kly het er ocycl yI het erocycl

aryl, aryl W& opiispallyakoye subsifugnise y%UQFt!éW”tS 9'F0UI° (gycan in

-Br, -1, -fdh mdeﬁ@%ently ﬁ*@m eaNT'oﬂner bé'%st@lﬂéd W|th BB ast one sub-
202)(1 203

i OCF 3 3H,
-OP(O) (OH) S Quentcp@tlcab&gq?ere@( Iq;@tp@fromg@ g;qup _consisting of:

589 (f}l) 2@u&§§lkéo(%ﬂ 32)(9@‘3” gg? g:yclogi(ylg\ﬂ%(glo gt%ocmlyl,_hetero
(m=1, 2, 3,cybiylafiyl, ary@(ar%éukﬁ Hetaro@)yl mef&aérala(km =F1.Cl, -
2, 3, 4, 5), -

0c( O) - NHX? Z'C%( QF@LI':\daoy Rea— ’@%1%& —2\1%1740221{93( OS“P@NOH
2 18) (OX1 2 19, -OCH {SH, 2B X -2210)(04),, 2ZH)0, -CBHIN —

s e AR SIS, y&@iﬁé@ﬁ%qu—ﬁ@os -

- NH C( O) - NXI' (29N —213406 —C(©§3N223(17‘Z3(4@)3 @&142)@2@(%10—0)

ZNHSC0 2) -1 bt 1. R0 4290 P kL B G IRE 9213, 4.5)

S(O-X 242, ¢ @-2)41&126640)—6(-@12)4%&0@ o;AMHznﬁ(SO—O—C(O)—

DA 25K B Rl AL 2 (00
0Si(Z1420)(Z1421)(Z1422), ~0S(0,)-Z1423, ~NHC(O)-NH,, —
NHC(0)-Z1424, -NZ1425C(0)-Z1426, -NH-C(O)-0-Z1427, -NH-
C(O)-NH-Z1428, -NH-C(0)-NZ1429Z1430, -NZ1431-C(O)-O-
71432, -NZ1433-C(O)-NH-Z1434, —~NZ1435-C(0)-NZ 143621437,
—NHS(0.)-Z1438, -NZ1439S(0,)—Z1440, -S—Z1441, —S(0)-Z1442,
—S(0.)-Z1443, —S(O)NH-Z1444, —-S(0,)NZ1445Z1446, -S(0,)O—
71447, —P(0)(0Z1448)(0Z1449), -Si(Z1450)(Z1451)(Z1452), -
C(NH)—NH,, —C(NZ1453)-NH,, ~C(NH)-NHZ1454, ~C(NH)—
NZ1455Z1456, —C(NZ1457)-NHZ1458, —C(NZ1459)—
NZ1460Z1461, -NH—C(O)-NH-0-Z1462, -NH-C(O)-NZ1463-O—
71464, -NZ1465-C(0)-NZ1466-0-21467, -N(-C(O)-NH-O—
Z1468),, -N(-C(O)-NZ1469—0-Z1470),, —N(-C(O)-NH-O—
Z1471)(—C(0)-NZ1472—-0-Z1473), —C(S)-Z1474, -C(S)-0-Z1475,
—C(S)-NH-Z1476, -C(S)-NZ147721478, —-C(O)-NH-0O-Z1479, —
C(0)-NZ1480-0-Z1481, —C(S)-NH-0-21482, -C(S)-NZ1483-O-
71484, —C(O)-NH-NH-Z1485, —C(O)-NH-NZ1486Z1487, —-C(O)-
NZ1488-NZ148921490, —C(S)-NH-NH-21491, -C(S)-NH—
NZ 149271493, -C(S)-NZ1494-NZ149571496, —C(O)-C(0)-O-
71497, —C(0)-C(0)-NH,, —C(0)-C(O)-NHZ1498, —C(O)-C(O)-
NZ 149971500, -C(S)-C(0)-0-Z1501, —C(0)-C(S)-0-21502, —
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-C(NH)-NH 2, -C(NXI 253)-NH 2, -C(NH)-NHXI 254,

-C(NH) - NX1 255X1 256, -C(NXI 257)-NHX1 258, -C(NX
WQ2@BAMMI6 260X1 261 , - NHC(O-NH O XI 262, PCT/EP2008/052640

-NH-C(O) - NXI 263-0O X1 264, -NX1 265- C(O-NXI 266-0 X

1267, -N(-C(O-NH O X1 268) 2, g N(-C(0)- NX1 269-0O X1

270 2, -N(-C(0)-NH 0-X1 271 ):t C(0) - NX1 2720 X

1273), -C(S)-X_ 274 275, C(S) 276
-C(S)- NX1 2 FAR- PO~ 1@456@(9 2Yide; —C@bF(QMNHZ1504 -

280- O X1 281 NSy | Xt

284, -C(O)- N ﬁhg §2ké5 cz%ie’z&a(%q E‘% 2%(§$_

- (O - NXI 28&!4*#&?02’89&(13 ) -NEOPZARRGH —Ck@ )-$8%)-NH., -C(0)-

- (S) - NH NXI Cfé% 0, =& C(@}LNZ%TMX%@%M 296,
-(0-JO-0 297 O(O) O-NH 2, -CO-C0 -NHXI

298, - (O - Q&r@}euhlzh4@9%10@%403@&)04%@)0@2*4@@%407
-C(O)-C(S)-0X 1302 O X 303, -C(S

2, -C(S)- c(o)Z14Rﬁ31>é134@g szdpsﬁw@)zwa Zgéggﬂz?g@é 2?415 Z1416,

-C(S) - C(S) - NH12,17 K8t 1o, Kig3 01401, Gl1ape X 19p3NM 424, 71425,
308X1 309

, - O-CS)-NH 2. -C(O-C(S) - NHX1 3 10
O L) - NeUs Gidey s, 247 RS AUAT. Zuaaaz1433, 21434,
X1203, X1204 Z1X$§0§1432§12ﬂf37 1%7,212@9?(2844@)02210,9”1 z1442 71443,
X1210, X121 X1212. X1213, X1214, X1215

X1217, X1218, Z%ﬁ’l@ 44§1§1z‘b‘6 L1401 21548 25 449@12212‘§0 221451, Z1452,

X1224, X1225,7148326145X, 29456, 7¥4562 2845K Z148S), z1>45@22{h60><z1461
1231 , X 1232, X 1233, X 1234, X 1235 "X 1236

X 1238, X 123046% W3, Z146f»41465¢ 21466 Z1ﬁ612@§68x21469 Z1470,
1244, Z1471, Z1472, Z1473, Z1474, Z1475, Z1476, Z1477, Z1478, Z1479,

Z1480, 21481, Z1482, Z1483, Z1484, Z1485, 21486, 21487, Z1488,
Z1489, 21490, Z1491, Z1492, Z1493, Z1494, 21495, 21496, Z1497,
21498, 21499, 21500, Z1501, Z1502, Z1503, Z1504, 21505, Z15086,
Z1507, 21508, 21509, Z1510, Z1511, Z1512 are independently from
each other selected from the group consisting of: ,alkyl, (Ce-
Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl,
aryl, arylalkyl, heteroaryl, heteroarylalkyl“ and wherein alternatively
Z1407, Z1408 and/or Z1416, Z1417 and/or Z1429, Z1430 and/or
Z1436, Z1437 and/or Z1445, Z1446 and/or Z1455, Z1456 and/or
Z1460, Z1461 and/or Z1477, Z1478 and/or Z1486, Z1487 and/or
Z1489, Z1490 and/or Z1492, Z1493 and/or Z1495, Z1496 and/or
Z1499, 21500 and/or 21505, 21506 and/or Z1508, Z1509 and/or
Z1511, Z1512 and/or respectively together can also form ,heterocy-
clyl®.

With regard to the alternative embodiment “no substituent” for R1 and R3, it is un-
derstood in the course of the present invention that R1 and/or R3 are not present and
that the valences of the respective carbon and/or nitrogen atom, of which R1 and R3
are ligands and that are part of “heterocyclyl” or “heteroaryl”, are fully used up by
means of double and/or triple bonds.

With regard to R1, R1* and n, it is understood in the course of the present invention
that if n is 0 substituents R1, R1* and the corresponding harbouring carbon atom are
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X 1245, X 1246, X 1247, X 1248, X 1249, X 1250, X 1251

, X 1252, X 1253, X 1254, X 1255, X 1256, X 1257, X
wa288/1044a. 259, X 1260, X 1261 , X 1262, X 1263, PMCIWRB208/052640

1265, X 1266, X 1267, X 1268, X 1269, X 1270, X 1271 ,

X 1272, X 1273, X 1274, X 127& X 1276, X 1277, X

1278, X 1279, X 1280, X 1281 X 1282, X 1283, X 1284,

X 1285, X 1286, X 1287, X 1288 X 1289, X 1290, 1291

not)prgg,_@g I, eXthfg"g;tgogex ai@_rg harbgu 1@ B2, K3 F@@ctlyxatiap@t?d tocthe carbon

40RBharods 9%4m>,(R$30I@n ig1 ]tﬁ@rlone &lr@é”@atomﬁqé@&% 8>ﬁ11$pl4’|s pre-

X 1305, X 1307, X 1308 1309, X 13 1

?Le”t?e?t@eféh%%rbprhét%‘éh%(@ﬁ%”l'%g '34@@5@6?%' the RP9RRgRY Ragbouring

Rpomsthe group consisting of: ,,alkyl, (C9-C30)alkyl,

cycl oal kyl', cycl oal kyl al kyl , heterocyclyl

hetWﬁWﬁé\Q@Pd’ﬂo&Mﬂ{ R5m,3ér$d m, @Ts)ﬂn@lbf@’dod iR meedfdmaéé/d)f the present inven-
het er oar erein alternative X 1207,
SG-ERin . Kt oerbas aemas boue oy ScHTHY, A acical RS, is
prRAL®Y If 1 523 thenfwd 28oAREdms edchliZtbouriigbddGadinsl/mar, e?ﬁd one
1255, X 1256 and/or X 1260, X 1261 and OI‘ X 1277,

esteRl Brau At Presersewer all 5y ragigls Rén. Rogo R xz,f*fza@can independ-

amel/ fegm Eadre&Ber be iE8F P diBsrest. 1295, X 1296 and/or X
1299, X 1300 and/or X 1305, X 1306 and/or X 1308, X

1309 and/or X 13 11, X 13 12 and/or respectively
toget her can also form,, heterocyclyl”; wherein

optlh @nadiey pedioved smbadimene at BasforsUlHRH hhﬂ@@bﬁstgﬁ ptusnded that

ii can, in turn i ndependen ot her
Earbhe o tahneiR fpasfiarisl & meieAraer o7 16 Bt ¢ Slogddzgatments
ahe@irf the LeIRH amefidtedsdleasy trb@ tBs grRpeonsstaigislg of :
(iii) ,,alkyl, (C9-c30)alkyl, cycloalkyl,
cy Gampdyndt Kyl (Shet{eR) cazb(a) yi(5- Ahet @ [ 108 ¥ ok ydiatdeplyl)-2-methyl-
?gy' ’ _f“y' al kyl butUke:%r RN bre- IS0 28 ! ek by ro-TH-cabazol-3-

ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl ester

Compound 2 ((S)-1-{(S)-3-[(R)-1-(5-Amino-[1,3,4]oxadiazol-2-yl)-2-methyl-
butylcarbamoyl]-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-
ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl ester
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“CN, -CF 3, - N3, -NH 2, -NHX1401 , -NX1 402X1 403,
“NO 2, -OH =0, -OCF 3, -SH, -0-SO 3H, -OP(O)(OH 2,

WO gH@10H@OCH, - C(ONH 2, -SO 3H, -P(O (OH) 2, PCIZER0081052640

404, -C(O O Xl 405, - C(O) NH4XF 406, -C(O)NXI 407X1
408, -0 X1409, -O(-X141 0-O) o- H (o =1, 2, 3, 4, 5),

4 X
Cbo?ﬁ%%nc(ag)o) R’g?fh {%ﬁ -68- Lﬁcﬁlggs LD%? 24netﬁ>9| 1-( 8%1{1 ) -
NX1416X1417, ﬁ:?éjq@ﬂ@s@ Y/ wlfgﬁbamOYHJ@p?(%P t@,t@)y(imm
421 ) (X1 422), cafdRk8)-2 Icéﬂaﬁ%%yl} 2K (D )bu‘ﬂg(c?arbamlc acid benzyl
NHC(O) - XI 424, -NX1 425C(0) 426, - NH

- NHC(O) - NH XIeST4328 -NH C(O - NXI  429X1 430,
-NX1431-C(O) - O X1432, 1 433- C(oyI NH XI 434,
-NX1435-C(O) - NX1 436x1 - NHS( O

- NX1439S( O 2) - X1440, - 41

%442, -S(O

2) - X1443, -S(0 2) NH XI 444 X1 446, -S(O
2)O-XI 447, -P(O) (OXI 448)(6{ f 450) ( X1
451 ) (X1 452), -C(NH)-NH 2, - 5% NHz
“C(NH) - NHXI 454, - C(NH) - NXI X1 456 O( NXI

457) - NHX1 458, C(NXI 459) - 460X1

AT T RS %%CW@ Moy %43%%46 o
468) 2, - N(- ¢ O) {NXMdxad@zatizlyIPbuidicaiarmiGyPp;3, Nektelrakl drbr 1H-
6( X(fg% NX%:( g)7 ZH% ol ?ﬁglggrba@egf )zl\rmeth474 %@gmlc acid benzyl

- C( O - NH OX147@ster O O) - NXI 480- O- X1 481 , - C(S)-NH- O XI
482, -C(S) -

Compound 5 5-((S)-1-{[(R)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,2,4]oxadiazole-3-carboxylic

acid ethyl ester

Compound 6 5-((S)-1-{[(S)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,2,4]oxadiazole-3-carboxylic

acid ethyl ester
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NX1483- O X1484, -C(O)-NH NH XI 485, -C(O) - NHNX1 486X1
487, -C(O)-NXI 488-NX1 489X1 490, -C(S)- NH NHX 1491

WO 208 HMH NXI 492X1 493, -C(S)-NXI 494- NX1 49B0IEEDES/052640

-O-O-0X 497, -C(O-C(O-NH 2,-CO-C(O) -NHXI
498, -C(0)-C(O)-NXI 499X1 500,, - C(S)-C(O)-O Xl 501
,-C(O)-C(S)- O X1502, -C(S)-CS)-0O X 503,
“C(S)-C(O-NH 2, -C(S)- (O - NHX1504, -C(S)-C(O) -NXI
5g(§é'n§(@g%d 1 Ss(Sg gS)%ﬁ-b’ic_h@(@)?:z[(%ngg&Mg{] -%g?yg-4,5-dihydro-
-C(5) - C(S) - NXI Eoﬁl%xéc@&om@g@u&ﬁéa%a I22,3,4.9-tetrahydro-1H-
C(O-C(S)-NHXI 510, -C(O-C(S)-NXI 511X151 2*: wherein
X1401, X1402, x3Abazol-Riueubamauliod melkbelyl)gamgmic acid benzyl
X1408, X1409, Xa&ap, X1411, X1412, X1413, X1414,
X1415, X1416, X1417, X1418,®L;119, X142§, X1421,

1

X1422, X1423, X1424, X1425,( X1426, X1f ;%ézs,
X1429, X1430, X1431, X1432, 33, X143 35,

44154 1442, X
XL X 1449,

X1436, X1437, X1438, X1439, X fﬁﬁ?)

1443, X 1444, X 1445, X 1446, XHNJ\_AjJ ;

X 1450, X 1451 , X 1452, X 1453, X 14@54@ 1455, X1456,

X1457, X1458, X1459, X1460, X146p>$,\X146, 1463, X

1464, X 1465, X 1466, X 1467, X 1468, X 1469, X 1470,

X 1471 , X1472, X1473, X1474, X1475, X1476, X1477,

X143dmpldd 8, X{E880-[(RXIA4S Dichild-84 (S)ddthyl- X184 oxadiazol-2-yl-

éijgg éijgg lj‘rl’[gléérbé%i)g Zfi'ésigt‘rahégi%gp H-cérjbdészag'l’-B-ylcarbamoyl]-
2-methyl-butyl}-carbamic acid benzyl ester

Compound 9 {(S)-1-[(8)-6,8-Dichloro-3-((S)-2-methyl-1-[1,3,4]oxadiazol-2-yl-
butylcarbamoyl)-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-
2-methyl-butyl}-carbamic acid benzyl ester

Compound 10 ((S)-1-{(R)-3-[(S)-1-(3-Carbamoyl-[1,2,4]oxadiazol-5-yl)-2-
methyl-butylcarbamoyl]-6,8-dichloro-2,3,4,9-tetrahydro-1H-
carbazol-3-ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl
ester
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X1496, X1497, X1498, X1499, X1500, X1501, X1502,
X1503, X 1504, X 1505, X 1506, X 1507, X 1508, X 1509,

wo2®8/1034¢ X 15 11, X151 2 are independently frpoT/8R008/052640

ot her selected fromthe group consisting of: ,,alkyl,
(C9-C30) al kyl, cycloal kyl, cyg] oal kyl al kyl,

het erocycl yl , heterocyclylalky , aryl, arylal kyl,

het er oar yl heteroar&salk wher ei n_al ternat i vel

X CRmpodod ibs. Ga1di0)%hS)- 165 CRropmoyhl Ao 535, 2 methyl-
X 1430 and/or XbJ{QI%QrbaPﬁoZI‘F%% @BI%IQJEZ 3(4134@5rah98r0 1H-carbazol-3-
l446and/ or X 1455 45 d/ ,. X 1461 and/ or

X 1477, X 1478 ¥R#Pamoy) @zmehy'%%yd)se,ar%mmmdwemwsteﬂz

1490 and/or X 1492, X_1493 and/ 6t X 1495, X 1496

and/ or X 1499, X 150 nd/ or X 160%, X 1506 and/or X

1508, X 1509 and/ or @5 1% 2C'and/or

respectively together czﬁT\Qj\ or - er ocyclyl™;

or (B) V,Ware independen ,, ther seI ect ed
fromthe group consisting DfH" O:

gemnally |inked H2" ; R[f*\, ether

i ndependently form "heter ocycl yl" o t oget her

ondmeoad 1Y | SRR 7 e BB i Bt tninol-o-

at | east one subgthyt- p@ﬂhn@ﬂﬁrﬁﬁb}e&trffluomnﬁmhMB 4,9-tetrahydro-1H-
substituents gr

each other sel egéjgaéq#'giﬁaft??@ylg% %glﬁ?lﬂgpt}félﬂer cOiazole-

, , hydrogen, al kylcarb(o@rc%Wethmdstercycl oal kyl ,
cycl oal kyl al kyl, heterocycl yl, heterocyclylalkyl

aryl, arylal kyl, heteroaryl, het oaryl al kyl , -F, -d,
-Br, -1, -

Compound 13 5-((S)-1-{[(R)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,3,4]oxadiazole-2-carboxylic
acid ethyl ester

Compound 14  ((S)-1-{(R)-3-[(S)-1-(5-Acetylamino-[1,3,4]oxadiazol-2-yl)-2-
methyl-butylcarbamoyl]-6,8-dichloro-2,3,4,9-tetrahydro-1H-
carbazol-3-ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl
ester
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CN, -CF 3, - N3, -NH 2, -NHZ1 , -Nz2Z3, -NO 2, -OH,
=0, -OCF 3, -SH, -OSMBH, -OP(O)(OH) 2, -CHO, - COOH,

WO gINH4@, -SO 3H, -P(O(OH) 2, - C(O-24, - RQ/EPABS/052640

C(O)NH-Z6 - O(O) NZ7Z8, - 0- Z%5 - O( - ZlOO)a H(a—l
, 4, 5), -0(-Z1 1-0)b-212 (b =1, 2 4

?%@Qj@%@ 62&%%’) 1 {jo?&ﬁéée%ym%g%nylammo% methyl
L osi (Z20) (Z21) (ae?ﬁanoy+a(aﬁﬁé}62$d&&xro -2 ]300 @trdlyldid- 1 H-carbazole-3-

] N::I_IC(C(OO) Zﬁ“i_ Zzgcargq%&ﬁ) 226}@ &%p&%ﬁ&@mglz&camoxyhc

- NZ33- C( O) - NH Z&3did ethy l‘&ﬁé C(O) - NZ36237, - NHS(O 2) - 738,
-NZ39S( 0O 2)-Z740, -S J41 -S(0)- z42; -S(0 2)-743, -S(O

2) NH-Z44, -S(O 2) NZ45Z46(7 3 S(O 2) O 243,

P( O (CZ48) ( Qz49), - Si (75 51) (Z

2, - C(NZ53) - NH 2, - C(NH) - NHZB4,0 - @

-0
= Nét(éi - NH
NE)Z NZB5 766,
T O(NZ57) - NHZ58. - O NZ59) - Nzéf/) ,‘ (O - N
55~ (0) - Nz66- O 767,
%70) 2, -

H O 262, -NH C(O) - NZ63- O 7647
“N(-C(O) - NH-O 768) 2, - N(-C(O) A
N(- O(O) - NH- O Z71) (- O( O) - Nz72-[0- 273) , - &(S) - Z74,

_O(S)-0 775, - C(S)-NH 276, -C(S)-Nz77Z78, -C(O) -N
H @mum{:{@) EB0{)RBd1S); 1 G(/S()etwammoz[sz 4)oxadiazol-2-yl)-2

S) - NZ83- O- 78 8

i g(( og - NZ88- stgé%‘y%@ %@lbﬁ_“ﬁ! Eeﬁ%l”g(%é@ﬂ“ﬁg%g“ H-
HNZ92793, - C( S) caxzazbl-RRUBASE 0W}EX-OetrQ-MityDea®amic acid benzyl
-0 -0 -NH 2,40 - (O - NHZ98,
-0 -0 -N99FHHo, -o(9)-0 -0z o1, -
CO-CS)-02 02, -Q(SAYS)-0 27 793, -C(S)-C(O-NH
2, -O(S)-C(0)- NHZ1 04, gﬁ(@ ot 0571 06,
-C(S)-C(S)-NH 2, -C(9)-9)

0. .0

Compound 17  ((S)-1-{(R)-6,8-Dichloro-3-[(S)-2-methyl-1-(5-0x0-4,5-dihydro-
[1,3,4]oxadiazol-2-yl)-butylcarbamoyl]-2,3,4,9-tetrahydro-1H-
carbazol-3-ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl
ester

Compound 18  5-((S)-1-{[(R)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,2,4]oxadiazole-3-carboxylic
acid propyl ester
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NHZ1 07, -C(S)-C(S)-NzI 08Z1 09, -C(O)-C(S)-NH 2,
-C(O)-C(S)- NHZ1 10, -C(O-C(S)-Nzl 11Z1 12": wherein

WQ2M8/1%R46 23, Z4, 725, 726, Z7, Z8, 2729, Z 10, Z RAT/ER2008052640

Z 13, Z 14, Z 15, Z 16, Z 17.,44Z 18, Z 19, Z20, Z21 ,

722, Z23, Z24, Z25, Z26, Z27, Z28, Z29, Z30, Z31

Z32, Z33, Z34, z35, Z36, Z37, Z38, Z39, Z40, Zz41 ,

Z42, 743, ZA44, Z45, 746, ZA7, Z48, Z49, 750, Z51

Z52, Z53, Z54, Z55, Z56, Z57, Z58, Z59, Z60, Z61

Z62, 763, Z64, Z65, Z66, Z67, Z68, Z69, Z70, Z71

z7 2147824k .
Do ld £18)-195) 5082 Sk SunghmBE mein

792, 793, 794, TEBANGEEE)INQies-dithRro-26ih, 9zetna‘mdroz1 H-garpazole-3-
Z 102, Z 103, \ A i
109, 7 110, Z 1119&2’”%1”4219%%% epeﬁ&iﬁtz 1@%??’%?#'3?(:%”[’0”“‘:
ot her sel ected @@@ﬁ’fQPMbeséﬁfroup consisting of: ,,alkyl,

(C9- C30) al kyl, cycl oal kyl ., cycl oal k3 al kyl ,

het erocycl yl , heterocycl[yljl kyl , ar aryl I kyl,

het eroaryl, heteroaryl al RylN and W g/ ' al t/ernati vel y

Z7, Z8 and/or Z 16, Z 17 an Z3Q.,and/ or Z36,

Z37 and/or Z45, Z46 and/or %%Q Z5 @nde 60, Z61

and/ or Z77, Z78 and/or Z86, Z8 r ntf ot Z89, 790 and/ or
Z92, Z93 and/or Z95, Z96 and 299, 100 and/or Z

105, Z 106 and/or Z 108, Z 109 and/or 111 Z 112

and/or respectiyv to gether can al so

" arenobag | - (St bitlosh AN Seedeaemevent s
of substituent S[1 qai@ac{uéz)ol -631)-4- ﬁhetﬁyr Butyla%ﬁﬁﬂy‘il?ﬂtd 49-
from each ot her be substituted at

substituent, i dEHBNYHP- 15'r03<5lPEfZPJs? Ey}glarbaggqygc% '@Gthﬂ Bty R-pabamic

group consi sti ngci@benzyl ester

H H“ H
r\ © /W
Compound 21 ((S)-1-{(R)-6,8-Dichloro-3-[(S)-1-(3-cyano-[1,2,4]oxadiazol-5-yl)-
2-methyl-butylcarbamoyl]-2,3,4,9-tetrahydro-1H-carbazol-3-
ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl ester

AT
Compound 22  ((S)-1-{(S)-6,8-Dichloro-3-[(S)-1-(3-cyano-[1,2,4]oxadiazol-5-yl)-

2-methyl-butylcarbamoyl]-2,3,4,9-tetrahydro-1H-carbazol-3-
ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl ester
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(ii) ,,alkyl, (C9-C30)al kyl, cycloal kyl,

cycl oal kyl al kyl , heterocyclyl, heterocycly |alkyl,
wa@eoos/ 0= | al kyl | het er oar yI het eroaryl al kyl , PETFFEP2008/052640

-Br, -1, -CN, - - NHz201

- Nz2022203, NO 2 - , —0 - 3 -SH, -0- SO 3H,

-OR(O) (OH) . , -S5O 3

(PR 23 o G\ L4104 Dbyt ézi@ 2 el R st -

AC,( 0)5;\2203(2202’21['1@ g) Q&haz‘o% y?%%@rb&noﬁ 4.8 4335%{raﬁydr§ -1H-

S00(0)-2721 3, -@apao- @yz:ﬂtzpmoy@c?\ @jﬁihyl;@gty% -carbamic acid benzyles-

-0 (O - Nz21672¢¢, - OP(O) (0z218) (0z219), -

OSi (Z220) (Z2221) (2222), (O 2)-2727%, -NHC(O) - NH

2,-NHC( O - Z224, -Nz22 - 2226 iy 0 -0 z227,

“NHC(O) - NH- 2228, - NH O O)- Nz2
_NZ231- C( O - O 2232, - NZ233- tf 2347

&s*e \Z239S( O 2) -
3, -S(0

- NZ235- O O) - \Z236Z237, - NHS(

7240, -S- 7241 ,-S(O) - 27242, 2)

2 NH. 2244, - S(O 2) NZ2452246, - S(O 2) O 2247,

“P(O) (Oz248) (Qz249), - Si(Z250)(Z251)(Z2252), - C(NH)-NH
2,-C(NZ253) - NH 2, - O(NH) - NHZ254, - C( NH) - NZ2557256,

- C(OefMSoYnd\B 258 S -1 QEONEXS DjchloNZ3§(BT26rhethyl-1-(5-methyl-

NZIZ\IEEC(C(O)O) N F&%é%gﬁ%kk F%l(ﬂ &L\@% S Z@%g,ﬁﬁ -tetrahydro-1H-

2,-N(-C(O - NZ2&dibs2oE34Marbamoyl}-2-methyl-butyl)-carbamic acid benzyl
2,-N(-C(O) - NH- o %271) (-C(O - NZ272- O 2273), -
a(S)- 2274, - ®. 2275, ~C(S) - NH- 2296,

-C(S)-sz77zz78 - O- 0 7279, )-szso-ozzsl
,-Q(S)-N H 07282, - (93 83-0 ¢l
- C(O) - NH- NH- 2285, - (O - NH- NE28677 -
\
AP

Compound 25  5-((S)-1-{[(R)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,2,4]oxadiazole-3-carboxylic
acid methyl ester

Compound 26  5-((S)-1-{[(S)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,2,4]oxadiazole-3-carboxylic
acid methyl ester
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- C(O) - NZ288- NZ2897290, - C(S)-N H N H 7291,
- O( S) - NHNZ2927293, - C( S) - NZ294- NZ2957296,

WO BOOIOBYO) - O 2297, -C(O) - C(O) -NH 2, - C( O - C( PENEEDDB52640

-C(O-C(0O-Nz299z300, -C(S)- C(O-0O z301,
-C(O-C(95-012302, -C(9-C(9 ;0 2303, -C(S)- C(O-NH
2,-C(9)- C( O) NHzZ304, -C(S)-C(O -Nz3052306, -C(S)-

S S) - NHZ307, Nz3087309,
Cgmbeirs 2 1S E@) o B 1B @Sy 1
17312"; Wher ei ngzﬁgﬂaxa&&%e ﬂ@%et%?@tﬁ‘t%lcgr%gﬁmoy%%gﬁ4 9-
2207, 2208, 210, Z21
721 5 721 6 @i@ yﬂrojﬂcegbazot@ylcgrbm@ -2- @gﬁ'yl butyI] -carbamic

7222, 7223, 72245id B3R5, edaR6, 2227, 7228, 7229, 7230,
7231 , 7232, 7233, 7234, 7235, 7236, 7237, 7238, 7239,

7240, Z241, 7242, 7243, 44, 7245, 6, Z247, Z248,
7249, 7250, Z251 , 7252, 3, Z254i -0 £25p, Z257,
7258, 7259, 7260, Z261 ,Z2 L2 4, Z285, 7266,
7267, 7268, 72269, Z270, 227]YZ 227 ,’y_z 0 Z275,
7276, Z277, 7278, 7279, 7280 A 0 2283, 7284,
7285, 7286, 7287, 7288, 7289, @O, oZ , 2292, 7293,

7294, Z295, Z296, Z297, Z298, Z299, Z300, Z301 , Z302,
Z303, Zz304, ZzZ305, Zz306, Zz307, Zz308, Zz309, Zz31 0, Zz31

1, Z31 2 are independently from each other sel ected
fromthe group consisting of: ,,alkyl, (C9-C30)alkyl,

cy Compayrd 28y c b4e) Kyl (@)Y S)-2H2- @ Blayotptenyl)-acetylamino]-3-
het er ocycl yl al ky| ryl., arylal kyl . hetero

et or oat v1 a1 kyl einePipadlAn ol PR s o soppvaro-1h-
and/ or 7216, Z2garBazoietBanartbrgiPamitd2-aeithylesutydRRER 416R8Hazole-

and/ or Z245, ZZ§ 8¢ o%h% aC|02(—:$tﬁyI e% 56 and/ or

Compound 29  5-{(S)-1-[((S)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-
methyl-pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-2-methyl-butyl}-[1,2,4]oxadiazole-
3-carboxylic acid ethyl ester
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wWQ@28998/104300 and/ or Z305, Z306 and/or Z308,

Z260, Z261 and/or Z277, Z278 and/or Z286, Z287 and/or
Z289, Z290 and/or Z292, 7293 and/or Z295, Z296 and/ or

Z31 1, Z31 2 and/or respectlvely t oget her can al so
forn1,,heterocyc|y| . whereif#/optional |y above
substituents of substituents group (ii) can in turn

i nCrepolent 3¢ f (R)FA-ESER [DthELoepEnpS-aCetylnetholistetayl-

| east one subst |t ent i.d ' ar . dif.fe
sel ected from tRg a}ogl%n Q@rgs* il ?rﬁaweg]xyIE ’4’§)tet,ra,h¥firl?y
(C9- C30) al kyl, carbehzmé Byclarboozylrclamaj «$)- &3 3-ethyl-ureido)-

het er ocycl yl | al | IkyI

het er oaryl , het@%@ cﬁ?% ?yﬁ%he%&ybutylg?%

-CF 3, - N3, -NH 2, -NHZ401, - N44027403, I\IOZ -(]-I,
=0, - OCF3, -SH, -0-SO 3H, -CP(O OH 2, -CHO - COOH,
-C(ONH 2, - SO8H, -P(O(OH) 2 O - 2404,
-C(0) O 7405, - C(O) NH z406, - 4077408, - O Z409,
-0(-241 0-O -H (e =.1,2 , 3 BI -W0(- Z41
1-0)f-741 2 (f =1,2], 3 4 JI0 )-Z41 3
,-0C(0O) - Oz414, - O 7AI5 N 0% NZ4167417, -
OP( O) (OZ418) (OZ419) NAOSP (2420) ((Z4A]) (Z422), - OS(O
2)-27423, - NHC(O) - NH 2, - NHC(IO) - 424, - Nz425C( O) - 2426,
-NH C(O) - Oz427, -N HC(O) -N H z428,

NS IR e R el dyiaminol g oty

2) - 7438, Nz439r&r®rz>)ylemao} ;8-tri umtrrsthyl 2869 iﬂzamdm-&d O
2)- 7443, -S(0O 2&%’32%%@0arb%§<§ﬂc@c%§ﬁ?ﬂ§@ -ethyl-ureido)-

[1,3,4]oxadiazol-2-yl]-2-methyl-butyl}-amide

Compound 32  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-

carbazole-3-carboxylic acid [(S)-1-(5-amino-[1,3,4]oxadiazol-2-

yl)-2-methyl-butyl]-amide

Compound 33

Z30BCHEP003/052640
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S(O 2) O 447, -P(O) (Cz448) (Oz449),
- Si (Z450) (Z451) (Z452), - C(NH)-NH 2, - C(NzZ453) - NH

W@ 200010446 NHZ454, - C(NH) - NZ455Z456, - C( NZ457) POHERDHB3/052640

- C( NZ459) - NZ460Z461, -NHC( O)-N H O 7462,
-NH (0 - N2463- O 2464, - NZ465;( O - NZ466- O- 2467,
“N(-C(O - NH O 2468) 2, - N(- C(O>Nz469- Cz470)
2, -NC- () N+ O-2471) (- (0 - N2472-0-24783) , - (S -
z4ﬁPmD@c'§j 3b 7475, -C(S)- NH 2476, -C(S)- NZ477Z478,
-Q(Q) - NH 07479, -C(O-Nz480- 07481, -((S)- NH O 7482,
-C(S)- Nz483-0O 7484, -C(O-N H N\ H 2485,
- C(O) - NH Nz4862487, - C(O) - Nz 4897490, -C(S)-N

H N H-Z491 , - () - NHNZ4927493 s 94- NZ4952496,
- (O -C(O -0 7497, C(O) I 2N’8g§oy - C(O) - NHz498,
-C(O)-C(O)-NZ499250@<:(758 YO
-C(0)- (S)- 07502, ~&S)¢ k)~ O () - (O - NH
2,-C(S)- (O -NHZ504, -C(S)- (O -Nz5 os%scm
C(S) C(S)-NH 2, -C(S)-C(S) - NHZ507,

C(S)- O S) - N\Z5082509, - C(O) - C(S) - NH

246%@@&3%%45'@1@%&%%%&%4% %’%zl?g%%‘%%‘g%er e%@!"

7410, Z41 1 , Zpdkanddddhdino}Z8Hritluobaidbhyl-248]4 9-tetddhidro-1H-
7418, 7419, 7420..7421. 7422 742 24 7426,
7427, 7428, z428RPFPRy3 ALYl {,(S%@?ﬂthﬁ%ﬁ?wﬁ@%ﬂ'
7436, 7437, ZA3@melWBSardnd)-iAdlamddd2. Z443, Z444.
7445 7446, 7447, 7448 7449 7450, 7451 , 7452, 7453
Z454, 7455, 7456, Z457, 7458, 2459,

Compound 36  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(morpholin-4-
ylmethyl)-carbamoyl]-butyl}-amide

Compound 37  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(morpholin-4-
ylmethyl)-thiocarbamoyl]-butyl}-amide




10

15

20

25

Z460, Z461 , 7462, Z463, Z464, Z465, Z466, Z467, Z468,
Z469, 7470, Z471 ,Z472, ZAT73, Z474, ZAT75, ZA76, Z477,

WQ4008/1074449, Z480, Z481 , 7482, 7483, Z484, ZASBCT/EBRBS/052640

Z487, ZA488, Z489, Z490, Z491 , Z492, Z493, Z494, Z495,
7496, 7497, Z498, Z499, 2500,4%501 , 2502, Z503, Z504,
Z505, Zz506, Zz507, Zz508, Zz509, °Z51 0, Z51 1, Z51 2 are
| ndependentl from each other selected fromthe g rouP
fsqrapoyRd (R)at-iy)-2-[2-EoFlesmyrnayl)-acetyamiaghidymethy
cycl oal kyl al kyl per’ft@ﬁ(ﬁ/]é?ﬁlﬁé‘}] aflmﬂubwmzcd ¥b%t|r‘éﬁydro 1H-

aryl, arylalkyl, heteroaryl, heteroar yl

wher ei n al t er naf3r0etqle-FAGROXALAFIGHE)- gfnezmmrca@gmoyl 2-methyl-
and/ or Z429, ZABQypadfiqy Z436, Z437 and/or Z445, Z446
and/ or Z455, Z456 and/or Z460, and/ or Z477, Z478

and/ or Z486, Z487 and/or Z489, @-rand/ or Z492, Z493
and/ or Z495, Z496 and/or Z499, nd/ or Z505, Z506
and/ or Z508, Z509 and/or Zz51 1, Z5)}27and/ or
respectively together ccan als @ rhet erocycl yl "
alternatively, R 1, N agdeqt |y from
each other be "no su i taepd” ;" nol pelependently is 1;
m i ndependently is 1 or 2; DRjﬂn R5m , R7, R8, R9,

R10, R 11, R12, R 13, R14, R 15, R16, R 17, R18, R 19,
R2@orMZdund 822 @R)e3-{( S)iEQE-MEImbPO/pIﬁermaeaLylmnﬂM]e} methyl-

SIS NI N T e

het er ocycl yl , harbamlel-elcyaﬂfdxklld acidf($)-2-nastiyl-al h}drpholme 4-
het er oaryl , heter IaIk] -ad, -Br, -1,
carl on buty Yar’n de

SO
STLTTNT

Compound 40  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid ((S)-1-ethylcarbamoyl-2-methyl-
butyl)-amide
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CN, -CF 3, - N3, -NH 2, -NHZ1 001 , -Nz1 002Z1 003,
“NO 2, -OH, =0, -OCF 3, -SH, -0-SO 3H, -OP(O(OH 2,

WO 8H®10H@O0H, -C(O)NH 2, -SO 3H, - P(O (OH) 2, PCX/EP2088/052640

004, -C(O Ozl 005, -C(ONHZI 006, - C(ONzI 00721
008, -0O 71009, -Q(-Z1010-0) OH(k =1 X 2,3, 4,
5), -0(- 210110)1Z|012k? 3,4,5)
O(CéO) Z10 ? ocBo NHZI
@('myurm” 0 éﬁs)za_r ?:EZ ZE#J@@ Py @cgfgbamﬂ %mft.iswl
- GSi (Z1I 020) ( ’\ﬁnrgaﬂoy)a(nﬂo}og?r)ﬂuoro%t@lé SZ@Q&%hé/drom

-NHC(O) - NH 2,

“NH (O -0 ZI azq{qu oxpligAni 6S)- 11 oggy@rbqquylz methyl-
02971 030, I\IZlblg)t |;_a§g(@ OZI 032, -NzZ1033- C(O - NH ZI
034, -Nz1 035-C(0O -NzI 03671 037, -NHS(O 2)-271038, -

NZ1 039S(0 2)-Z1 040, -S-Z1 041 f-S(O-ZlI 042, -S(O
2)-7Z1 043, - S(O 2)NHZI 044, -'SKO 2) NzZI 04571 046,

-S(0 2)0zI 047, - P(O (QzZI 048 X1 049), -Si(z

050) (Z1 051 )(Z1 052), -C(NH)-N C(NzI 053)-NH 2,

-C(NH) - NHZI 054, - NH)-NZI 56, -C(NZI 057) -

NHZ1 058, -C(Nzl 0 "R O6L4, - NH C(O) - NH- O ZI
062, -NHC( O) - Nz -Oa 064, o- 065- C( O - Nz

066- O-Z1 067, -N(-C(O)- 71 068)2

-N(- C(O) - NZ1069- O- 71 070)2, “N(-C(O) - NH Oz 1071
)(-C(O)-NZ1 072-0-Z1 073), -C(S)-ZI 074, -C(S)-O ZI

07 omphuid 4NH AR)EF{S)-22-B)-FNGlo-Prefl)-a@éflamino]-3-methyl-
-C(O-NHOZI 079 Q.- Q- O.Z

i g(( sg “NH- O ZI o@%“ta”‘tcﬁl(@g"f‘%'trg'ggﬁ%%y}%%}}’git%f(ﬂyg'iﬂ%}\ﬁﬂ
71085, - C(O) - NreddBhzdd88Lartid3ylic adiy [(B)NAleth)\d8 - (RAGBBalh-4-yI-

090, - ethylcarbamoyl)-butyl]-amide

Compound 43  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(4-hydroxy-butylcarbamoyl)-2-
methyl-butyl]-amide
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C(S)-NH NHZI 091 , -C(S)-NHNzZI 09271 093, -C(S)-NzI
094- Nz1 09571 096, -C(O)-C(O-02Z 097, -C(O-C(O) -NH
WQ 2008006 C(O) - NHZ1 098, -C(O-C(O -NzZI 099Z1rPADBP2008/052640
-C(S)-C(0O-02z1 101, -C(O- C(S)-0 21 102,
-C(S)-C(S)-021 103, -C(S)-C(Q-NH 2, -C(9-C(O- NHZ1
104 -C(S)-C(0O-Nz1 10571 106, -C(S)-C(S)-NH 2,
(S) - NHZl 107 C(S)-NZ1 10871 109,
C(ngmlg)dﬁh 2(R 2&- -Flumhefy ace@ka@m@(agygmh
1117 1112%; &itlnayiakiid rif 4 @{%r 1H-
X1005, X 1006, ?(1007(9&&1:IQ ! %Q%etﬁﬂ-@@ 9 dro- Xl O
XI O Xl OH XI O earbsgoles- Cﬁrbw"oﬁmd &S)I%r”]?éhylvt ﬁoﬂqrgholva “4-yl-
1020, X1021 , XpdRdRarbXmbo) YtRde X 1025, X 1026, X
1027, X 1028, Jeggga 8%—%uty X 1031 , X 1032, X 1033,
X 1034, X 1035 X 1036, X 103%, X 1038, X 1039, X
1040, X 1041 , X 1042, X 1043; 1044, X 1045, X 1046,
X 1047, X 1048, X 1049, X 1Q§ 1051 , X 1052, X
1053, X 1054, X 1055, X 1056 X-71057, X 1058, X 1059,
X 1060, X 1061 , X 1062 b3, X 1064, X 1065, X
X_ 1Q

1066, X 1067, X 1 18695 078,_X, , X 1072,
X 1073, X 1074, xgi%?@%jx 107§, x 1077, tvﬁ1078 X
1079, X 1080, X 1081 , X 1082, ’inoss X1084, X 1085,
X 1086, X 1087, X 1088, X 1089, X 1090, X 1091 , X
1092, X 1093, X 1094, X 1095, X 1096, X 1097, X 1098,
X mﬁﬁpouhdwo (RS- BB E2:[2-10- EILOR-pheny ) @B etydnidd) 8- mthyl-
1105, X 1106, X

X 1112 are i ndeBENAMHAYIT SHHa O E S e e P

t he group consi sdrbampl®B:carhoallicydcid {SQQG%IWHH-(M -methyl-piperidin-

ﬁgfle?glcl;g: yl glyﬁly]o?l %chal‘(%?@%?é@w? ﬁ‘i‘lﬂ er oar yl,

Compound 46  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(tetrahydro-pyran-4-
ylmethyl)-carbamoyl]-butyl}-amide
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het eroaryl al kyl "™ and wherein alternatively X 1007, X
1008 and/or X 10 16, X 10 17 and/or X 1029, X 1030

w@reBoo74% 1036, X 1037 and/or X 1045, X 1046 apdiY/@8P2088/052640

1055, X 1056 and/or X 1060, X 1061 and/or X 1077, X
1078 and/or X 1086, X 1087 angdf/or X 1089, X 1090
and/or X 1092, X 1093 and/or 1095, X 1096 and/or X
1099, X 1100_and/or X 1105, X 1106 and/or X 1108, X
116ePrmpeyngd 4% 16)13-{(R)-244-52-Flvaraphenulmeet amingl-3-methyl-

toget her can al genth@dyBminSes-BiR6xmMathyl-2, 3481 t8k dhydro-1H-
optional |y above substituents of substituents

(D) can in tur nokRaRRATBHRGYIc 4 Sk edhytdr (2iporpholin-4-yl-

substituted w t BingfhibRASEmSNEHPEhideuent , i denti cal
or different, selected fromthe group consisting of:

(ii) ,,alkyl, (C9-C30)alkyl, cyclroal kyl,
cycl oal kyl al kyl, heterocyclyl, Hetérocycly Ialkyl,
aryl, arylal kyl, heteroaryl,

-Br, -I, -CN, - CF3, - N3, Hz1 201 , -Nz1
20271 203, -NO 2, -OHj =0, B, -i SH, F0Op SO 3H
-OP(Q () 2, -CHO, S EOENINZ H,

P(O(OH) 2, -C(O-zl 4,o-£(1(5)o@ 2. 205, -C(O NHZI
206, - C(ONzI 207Z1 208, -0Ol1z1209, FQ(-71210-O m H
(m=1, 2, 3, 4, 5), - O-2Z1211-0 n-Z1212 (n =1
, 2,3, 4,5, -00-2 213 ,-0C(0-0z 12 14

- GyrapoNiZi8 2 (F-3-{(S)-&( D) 2-Nddra2ptiswl)-a2 ethlAmino]-3-methyl-

T (o 3 Wb e e et effln

“NZ1' 225C( O) - ZI c&xBézole-BrdaooRylicci {(SRT-(1-blrhyGoMeritih-4Z|
228, -NH O - | 2971 230, -. NZ - 0-07I 232,
2Ro1 258 & O - NAns S 2, hE A arlae

Fa\—F

Compound 49  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[(1-acetyl-piperidin-4-
ylmethyl)-carbamoyl]-2-methyl-butyl}-amide
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Nz1 23671 237, -NHS(O 2)-Z1 238, -Nz1 239S(0 2)-Z1
240, -S-Z1 241 ,- S(O)-ZlI 242, -S(O 2)-Z71243, -S(O

WQNBHTIM4QR4A4, -S(O 2)NZI 245Z1 246, - S(O 2) O BCT/RERNNS/052640

-P(O) (QzI 248)(Oz1 249), -Si(zl 250)(Z1 251 )(Z1 252),
-C(NH) -NH 2, -C(NZI 253)-NH 2, - C(NH) - NHZI 254,
-C(NH) - Nz1 25571 256, C(NZI 3257) NHzZ1 258, -C(Nzl
25%2 NZ1 26071 261 Cf: H O Z1 262, .
QRyungH0 268 H8) éé% (2 Nzﬂo sy eceylarpol Ssmetylz 1
267, -N @) @2&\%
270) 2, (N?(C(O%HC}Zl )21 §r?m6r°giﬂm\%2%92&%§d@m
1273), -C(S)-zl & bazole- @:(CQ)’b.q)_()wBaCEi] S ZQ@yIﬂFﬁ%nd@fgylmethyl-
-Q(9) - Nzl 277Zéar85ﬁoylk§&t@ame(} ZI 279, -C(0)- Nzl
280-0-71 281 , - 282, -C(S)-NzI 283-071
284, -C(O -NH NH-ZI 285 -C(O - NH NZI 28671 287,
-C(O-NzI 288-Nz1289z71 290, -(( HNH 71 291
-C(S)-NH NzZI 29271 293, -C(S)- mz 94- NZ1 29571 296,

-Q0-0(0-027l 297, -C(O-(QeOHS, -G -0 - NI
208, - C(O)-C(O) - Nzl F2992L@( .(0-02 301,
"0 - (S) - OZ 1302, @(’W 33R(S) - OO - NH
2 -C(S)-C(0- NHZI 4oe(§ |

, , 30571 3086,
-C(S)-C(S)-NH 2, -C(S)-C(S)- 'NHz1 -C(S)-C(S) - Nzl
30871 309, -C(O)-C(S)-NH 2, -C(O)- C(S) NHz1 3 10,

-C(0)-C(S)-NzI 3 1171312": wherein Z 1201 , Z 1202, Z

12@modrad8]  Z(FR05{(SE2206R-FLbROFhen!) b2 anindlZ09 ethF-
12 10, 2121 1, Z1215, 71213 712 16,
71217, 7 12 18, &dyi%“'”éh%@“” fﬁ*iﬁz‘%“ig'é%”ahzgﬁgéj

71224, Z 1225, ZairBéZﬁ)Ie 3-carboxylic acid [(S)-1-(2-diethylamino-
ethylcarbamoyl)-2-methyl-butyl]-amide

Syt

Compound 52  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(tetrahydro-pyran-4-
ylmethyl)-thiocarbamoyl]-butyl}-amide
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Z 1227, Z 1228, Z 1229, Z 1230, Z 1231 , Z 1232, Z
1233, Z 1234, Z 1235, Z 1236, Z 1237, 71238, Z1239,

WQ 18007446 1241 |, Z1242, Z 1243, Z1244, Z 1245, PCI/ERHBS/052640

71247, 71248, 71249, Z 1250, Z1251 , Z 1252, Z1253, Z
1254, Z 1255, 71256, Z1257, Z1258, Z 1259, 71260, Z
1261 , 71262, Z 1263, Z 1264, 71265, Z1266, Z1267, Z

1268, 271269, Z 1270 Z1271 7 1272, Z 1273, Z 1274, Z
127epmpound 83 7(R)ritS)-2-[4-$ bluore-aheryl)-agetylagiinol Z-moty -

Z 1282, 71283, | AR r#l h g r 1H-
71289, Z 1290, %é{;l{ ]Yaﬁzg}g%t u%%g(get ),Z—b238 gt& a’r%afb
71296, Z 1297, 2%@9@'6-?-%@9(}'“02601%6 1ﬁ§M0XY 71302,
Z1303, Z 1304, Bli3kBecafodm®f-2-meaflouw]-bafide Z 1309, Z
13 10, Z 13 11, Z§13 12 are mdepende%tly from each

ot her selected fromthe group consisting of: ,,alkyl,
(C9- C30) al kyl, cycl oal kyl, cycl b yl al kyl ,

het erocycl yl , heterocyclyl al kyl,, , aryl al kyl,

het eroaryl, heteroarylal kyl" a rein alternatively
Z 1207, Z 1208 and/er Z 1 12 %7 and/or_Z 1229,
Z 1230 and/or Z 12@/}{1 F2E~7""1246
and/or Z 1255, Z 1 and/ 6 Z 12607 1261 and/or Z
1277, Z 1278 and/or Z 128 1287 amd/or Z 1289, Z
1290 and/or Z 1292, Z 1293 and/ or Z 1295, Z 1296 and/ or
Z 1299, Z 1300 and/or Z 1305, Z 1306 and/or Z 1308, Z
13@ompouind 5& 1{R)13H{(SE213 (2Bluartdpleenyh)espigtzniivgymethyl-

t oget her can al so form r.ocycl yl " ; el
optionally abovBEUEEHY U‘g %ﬁ' 'ﬂgf’%gl%%"l?tel\la\gﬁit%trag}yg{?ﬁH'
(ii) can in tur narbaz:tﬁ@eﬂﬁ&)”dxyl}c daid|t8 p2afetiof-Hee-rha@pholin-4-yl-

substituted with, a stituent, identical
or different, s‘é%@f E}'B?thet?éﬁg consi sting of:
(irii) ,,alkyl, (C9- C30)a|ky| cycl.oal kyl,

cycl oal kyl al kyl , heterocyclyl, heterocycl yl al kyl

At
mﬁﬁ

Compound 55  (R)-8-Chloro-6-fluoro-3-{(S)-2-[2-(2-fluoro-phenyl)-acetylamino]-
3-methyl-pentanoylamino}-2,3,4,9-tetrahydro-1H-carbazole-3-
carboxylic acid [(S)-2-methyl-1-(2-morpholin-4-yl-
ethylcarbamoyl)-butyl]-amide
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aryl, arylal kyl, heteroaryl, heteroarylalkyl, -F, -Q,
-Br, -1, -CN, - CF 3, - N3, -NH 2, -NHZ1401 ,

wo NZ)MG)EZGMOS -NO 2, -OH, =0, -OCF 3,-SH, -0-BO/8P008/052640
,-OP(O(OH) 2,-CHO, -COOH, - C(ONH 2,-SO 3H

-P(O(OH) 2,-C(O)-Zl 404, -GO O Zl 405 - C(O) NH ZI

406, C(O) NZI 40721 408, - O-ZT409, -Q-Z1410- 0) o- H

(o 71411-O) p- Z1412

2 anpoqnd 5@) b%_[%(zoﬁlugg) -pherwy) @Feaming- ﬁ@ethyl
(I:(O) NHZ' &tancﬁﬂéﬁﬁ@% 8- Nﬁl&ofbnﬂe@%ﬂ—%‘s 4.9- tetrah dro 1H

,-0P(O (Qzl 419), - é 420y (71 4

422), -0S(O 2) zelf Q@'e 31@@\@(%)"101\%' S)-Rugegtieyl=1A( p'mez@'n s

-NZ1 425C(0) - ZI 3@%3%@)]5&%1}1&4%@ -NHC( O) - NH ZI
428, -NH C(O)- 3’ Z1 430 1 43 1-C(O) - (z1432,
- NzZ1 433-C(O)-NH- ZI 434, -NzZ1 435-C(O)-NzZI 43671 437,
-NHS(0 2)-Z1 438, -NZ1 439S(O 2)-ZL 440, -S-Z1 441
,-S(O)-ZI 442, -S(0 2)-71443, -S(OSUNH2ZI 444, -S(O
2)NZI 44571 446, -S(O 2) Oz1447, wP(OX Ozl 448)(Qz1
449), -Si(ZI 450)(Z1 451 )(Z1 458, - C(NH)-NH
2,-C(NzZI 453)-NH 2, - G( NH) - NHZ

59)- Nz1

NZ145571456, - C( NZI ) “INHZT 41%'8, '

46071 461 ,-NH C(O) -N& Oz NFI'-\GF(O) 463- 0-

21464, -NZ1 465-C(O - NZI 466- Zl 467,

“N(- C(O) - NH OZ1468) 2, - N( - C( O) - NZ1469- O- Z1470)

2, -OmESD)d 5+ OR)13H($)-2{(2-CZ-BliohiZihetiyB-ae BhniT&)3-methyl-

-A(S)-21 474, - gér%ﬁc%azr%iné"}zg-trifluoromethyl-z 3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(2-hydroxy-ethylcarbamoyl)-2-

methyl-butyl]-amide

Compound 58  (R)-8-Chloro-6-fluoro-3-{(S)-2-[2-(2-fluoro-phenyl)-acetylamino]-
3-methyl-pentanoylamino}-2,3,4,9-tetrahydro-1H-carbazole-3-
carboxylic acid {(S)-2-methyl-1-[(pyridin-4-ylmethyl)-carbamoyl]-
butyl}-amide
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-C(S)-NHZI 476, -C(S)-NzI 477Z1 478, -C(O-NH O Z
479, - C(O-NzZI 480-0-Z71 481 ,-C(S)-NH O ZI 482,

WO S{oSNoNFd 483-0- Z1484, -C(O-NH NHZI 485, PCT/EP2008/052640
-C(O-NH NzI 48671 487, -C(O - NZ1488-NzZ148971490,
-C(S)-NH-NHZI 491 , -C(S)-NHNZ149271493, -C(S)-NzZI
494- NZ149571 496, -C(O) - C(O) 1497 -C(O - C(O) NH 2,
-C(O-CO - NHzZI 498 - - NZ1 49971 50
C(Q;)m@@)d@ZI F@OBI C&g@ F@eg) plrgny|) aggtglammo] -3-methyl-
-(5)-S)-0 7l §Q§no iR @(r@ho“ﬁ&hyl?%@b‘t&(ﬂydw
504, - C(S)-C(O -Nzl 50521 506, -

-C(S)-C(S) - NHz§argazole- 3@@590)(@(033 P)- m[drg@gpentylcarbamoyl)
-C(0) - O S) - NH 20 mdhPoutyfiaiodHz! 5 10, -C(O)-C(S)-NZI

5 117 15 12"; wherein Z1401 , Z1402, Z1403, Z1404,

71405, Z1406, Z1407, Z1408, Z1469;F 71410, Z141 1,

71412, 7141 3, 71414, 7141 5, 7Z14%6, Z141 7, Z141 8,
71419, Z1420, Z1421 , Z1422, ZI4AR37 71424, 71425,

71426, 71427, Z1428f Zl4 9, A@;‘ 41431 , Z1432,
71433, 71434, Z143 AN, ; 39,
71440, 71441 , 714 ‘ b444, 'Z 1445, Z 1446, Z
1447, Z 1448, Z 1449, Z 1450, Z 1451 , Z 1452, Z1453,
71454, 71455, Z1456, Z1457, Z1458, 71459, 71460, Z1461
, 21462, 71463, Z1464, 71465, 71466, Z1467, Z1468,
71469, Z1470, Z1471 , Z1472, Z1473, Z1474, Z1475,
Z140dmpdidd 80 Z(R)7B{(S¥247-R- Flﬁbﬁﬁ}&;en&mé&étylanﬂﬂxﬂé}}zmethyl-

71483, 71484, Z1485 148 487
1490, Z 1491 , Eenli@‘ﬁ’a’?”‘i %‘éjﬂuimﬂf‘éhﬁ%%’ﬁgé%ra 5?41%
Z 1497, carbazole-3-carboxylic acid {(S)-2-methyl-1-[(pyridin-4-ylmethyl)-

thiocarbamoyl]-butyl}-amide

Compound 61  (R)-8-Chloro-6-fluoro-3-{(S)-2-[2-(2-fluoro-phenyl)-acetylamino]-
3-methyl-pentanoylamino}-2,3,4,9-tetrahydro-1H-carbazole-3-
carboxylic acid [(S)-2-methyl-1-(2-morpholin-4-yl-
ethylthiocarbamoyl)-butyl]-amide
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71498, 71499, 71500, Z1501 , Z1502, Z 1503, Z1504, Z
1505, 71506, Z 1507, Z 1508, Z 1509, Z 15 10, Z 15 11,

wQ@2®8/1024@r e i ndependently from each ot her sel BCT/8B2008/052640

fromthe group consisting of: ,,alkyl, (C9- C30)alkyl,
cycl oal kyl, cycl oal kyl al kyl, &et er ocycl yl,
heterocyclylalkyl aryI aryIaIkyI heteroaryl

het er oaryl al kyl " n alternatively Z 140
14deempesng 62" 1) 1%{ Stz'_{% 2_t'7'U&F%P'?ﬁnyﬁ“afﬂtiém'@]ﬁll@éthyl

andl or 71436, ZadRngyieiins) ZifibronlAno andlierards
Z1456 and/or Z1460, Z1461 and/ or and/ or
71486, 71487 aneBpzoe-dgarooxylieqasicg)- 8@%‘1}4@2{1 tegrplgdyo-pyran-
and/ or Z1495, Z}: Qﬁetﬁ A®ino mu}g, bt LBBReand/ or Z

1505, Z 1506 and 2508 17_Z 39 ugyn)é/or Z 15 11, Z

15 12 and/or respectlvel y toget herF .can al so form

,, heterocyclyl". Wth regard to TRE alternative

enbodi ment "no substituent” foru and R3, it is un
derstood in the course of the ps invention that R

1 and/or R3 are not pﬁeseanﬁp hat the val ences of
the respective carborﬂiiﬁdﬁdé i Og€eTy of which R
1 and R3 are |igands d h&ﬁ ar e {
"heterocyclyl™ or "heteroaryl!", ar ul l'y used up by
means of double and/or triple bonds. Wth regard to R

1, R1* and n, it is understood in the course of the
pr éSanpoumd/edt i GR{( S]‘-Ia-l[ FR)‘3 |{‘(S| )-2-[0-(8Fhste-phen) Sathy]amlF\?o] -3-

1* and the corres r carb
oot oo PR A B s ISR 2 TS ro-11
directly attac heedbaznlé Beadmmnipandt a3 hathlepentarg yRB4timo}-butyl)-

RSm If nis 1, then ane aomharbourlng R1, R
1* is pre sent B%?%R@gwcﬁﬁﬁ O@egﬁﬂgﬁ €Lt om har bouri ng R4m
R5m and the nitrogen atom harbouring R2, R3.

Compound 64  (4-{(S)-2-[((R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-
methyl-pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-3-methyl-pentanoylamino}-butyl)-
phosphonic acid
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Wth regard to RAm R5m and m it is understood in
the course of the present inven tion that if mis 1,

woer@saereon at om har bouri ng one radi cal RAm anBPCDEBR2008/052640

radical Rbmis present. If mis 2, then two carbon

atons each harbouring one rad,il?c_al R4m and one radi cal

R5m are present, where all fo radicals RAm 1 , R5m 1
R5n2 can nde?end ently fromeach other

| G AMBRUNDES o (T GaL2 -2 el sy el '3-mothy-
embodi ment, at benako iind-RRBIALIN213 4. S BFMYRGH.

that can be used for prepar at i

for the herein %@ﬁ%%@tﬂ:afqoéé't‘%@'ﬂ gs aﬁ’f@t@('ﬁ K%E‘OLHJRFPA'Y'
antagoni st i s sgihgehfith) J‘nﬁ@nwkmwgg@,m consi sting of:
Compound 1 ((S)-1 -{(R-3-[(R (5-Amno-[1
, 3, 4] oxadi azol - 2-yl ) - 2- met hyl but ¥l car banoyl ] -
6, 8-di chl oro-2, 3, 4, 9-t et rahydr o=X 'H car bazol -
yl car banoyl } - 2- met hyl - butyl ) - ca ' c acid benzyl
ester Conpound 2 ((S)-1 -{(S)- R)-1 -(5-Amino-[1
, 3, 4] oxadi azol - 2-yl) ny wl car barfoyjl | -
6, 8- di chl or o- 2, 3, 4, 9@}(% 0 “\@ma% | -
yl car banoyl } - 2- net hyI~Hut I/)\lcaroba‘nTc acid benzyl
est er Conpound 3 ((S)-
-{(R) - 68D|chlor03[(S) 2-methyl-1 -(3-nmethyl- [ 1
, 2, 4] oxadi azol - 5-yl ) -butyl car bam)yl] 2,3,4,9-tetrahydr
0- ICdthpoinat 67 - ){%{(Sy BWFkJoﬂ)-ptmdyylacblytayﬂn)e]mmbw c
aci d benzyl ester
{(S) 6, 8- Di chl 8‘?’83%0“57[? CC’j}28 H&'ﬁ‘ﬂgﬂmeihy' €2 heiteyanydgo-1H-
2, 4] oxadi azol - &mhjd@etcﬁkmﬂyltwamy[ B)- 2(B hidroxyt-phargtoaeyramoyl)-

o-l Hcar bazol - 3-yl Kb [.}-2-nmet hyl -butyl)-carbam c
aci d benzylZ est -ﬂetﬁﬁ-bu%ﬂp%lée yi-butyD)

Wﬁ ﬁ@

Compound 68  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(4-methoxy-phenylcarbamoyl)-
2-methyl-butyl]-amide
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WO p@atiemag | am no) -

Compound 5
5-((9)-1-{[ (R -3-((S)-2-Benzyl oxycar bonyl am no- 3- net hy

H car bazol e- 3- carbonyl]-am no}-2-nmethyl-butyl)-[1
, 2, 4] oxadi azol e- 3-car boxylic %c_i d ethyl ester Conpound

6

5-((S)-1-{[(S)-3-((SL-2-Benzyl oxycar bonyl anm nqg- 3- net hy
SRR AP hofF) (T8l HERs BB b SOL AT GO
H- car bazol e-3-  pasthasyrhings-BalioRmiERkyiel s hottdnybib-1H-
, 2, 4] oxadi azol e- 3-carboxyl’ic acid et h¥| est er Conpound
7 ((S) -1 carbazole-3-carboxylic acid [(S)-1-(3-hydroxy-4-methoxy-
-{( [S) 1 6, 8- Di chl ghdhyRatdamoyB-21Riethy|-bdtyl-am@ie0- 4, 5- di hydr
o_

, 3, 4] oxadi azol - 2-yl ) - but yl car barmylj -2,3,4,9-tetrahydr
0-1 Hcarbazol - 3-yl car banoyl } - 2- it hyl - but yl ) - car bani ¢
acid benzyl ester Conmpound 8 {(R

-[(R) -6, 8-Di chl oro-3-((S)-2-rret

, 3, 4] oxadi azol - 2-yl buttyl car, 3
2,3,4,9-tetrahydro- 1W_ Ok M @-:. ]-

2-net hyl - butyl } - car bawgrc e\c,ifcik berzyk, €st®t  Compound 9
{(S)-1 -[(S)-6,8-Dichloro-3-((S)-2-nethyl-1 -[1

, 3, 4] oxadi azol - 2-yl but yl car banoyl ) -
2,3,4,9-tetrahydro-1 H carbazol - 3-yl car banoyl ] -

2- riGdrhyourdi7g | } (R)eB8-{{8)r242-4% Flliohepizerlyl) estigrantiosiisomethyt O
((S)-1 -{(R)-3- éénj%@qugngi%é}%%r?laugpo%éﬂgy}e,3,4,9-tetrahydro-1 H-

, 2, 4] oxadi azol -
met hyl - but yl car tarbazdid-3@athbotylcdaid BSR1-82,4-dthydedxyahydr o
-1 Hcarbazol - 3-yl carhanoyl }; 2- hyl - but yl ) - carbam c
aci d benzyl est 8'?{%%??8%1%‘)9 -%meﬁﬁ,ﬁ-b%v'l-ewéi/e. 3-[(9)-1
-(3-Carbanoyl -[1
, 2, 4] oxadi azol - 5-yl) - 2- met hyl but yl car banoyl ] -

F

-[1

OH

Compound 71 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(2-hydroxy-4-methoxy-
phenylcarbamoyl)-2-methyl-butyl]-amide

6, 8-di chl oro- 2, 3, 4, 9-t et r ahpdT/BP08/052640
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W@saoelaommpound 12

6, 8-dichloro-2, 3,4,9-tetrahydro-1 H carbazol - 3-
yl car banoyl } - 2- net hyl - butyl ) - carbam ¢ aci d benzyl

5-{(9)-1-[((R-3-{(5)-2-[2-(2,6-Di fl uoro-phenyl)-acety
| am no] - 3-
nmet hyl - pent anoyl am no}-8-tri f(? uoronet hyl -2, 3,4,9-tetra
hydro-1 Hcarbazol e
3- BB /4ni H%)]?z BS e #A Flyargyphanyh-acotylaminalf-metvk-

3 car boxylic aCg%tﬁﬁd'yydmlﬁ§}t8‘-[nf|§@mﬁ%#lﬁw-2§l§4 9- tetrah dro 1H
5-((9)-1-{[(R Benzyl oxyca ony am f¥
| pent anoyl ami no§ar @Z%e dicerylis- 3LIB[(F)-gmethy dr@dr%trinet oXy-
H car bazol e- 3- MyRAM A AR a?m,agt hyI butyl)-[1

, 3, 4] oxadi azol e§2 car boxycﬁ’m: Lg}lbl d ethyl ester Conpound
14 ((S)-1 -{(R-3-[(9-1 -(5- AcetFyIram no-[1
, 3, 4] oxadi azol - 2-yl) - 2-
met hyl - but yl car banoyl | - 6, 8- di chl ,3,4,9-tetrahydro
-1 Hcarbazol - 3-ylcar barmyl }- 2- - bu’f yI )-carbam c

aci d benzyl esterConpo nd 15
5- ((S)-1-{[(S)-3-((S) - ZVI)Lbky arpol Qno- 3- met hy
| pent anoyl am no) - 6, 8- chf’ - 2 3, —tet rahydro-1

H car bazol e- 3- car bonyl ]- am no} - 2. rret yl-butyl)-[1

, 3, 4] oxadi azol e- 2- carboxylic acid ethyl ester Conpound
16 ((S)-1 -{(9)-3-[(S)-1 -(5-Acetylamno-[1

, 3, 4] oxadi azol - 2-yl ) - 2-

nmet hyl - but yl car banoyl | - 6, 8-di chl oro-2, 3,4, 9-tetrahydro
- 1 Campbarzd?3  3(RB) BHEPpaDY2-Fludraetdny|)-doatyldn)ina]d-inathyk

acid benzyl est Séntanoylammo} 8-trifluoromethyl-2,3,4,9-tetrahydro-1H-

carbazole-3-carboxylic acid [(S)-1-(4-hydroxy-
cyclohexylcarbamoyl)-2-methyl-butyl]-amide

ﬁﬁ

Compound 74  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(3-imidazol-1-yl-
propylthiocarbamoyl)-2-methyl-butyl]-amide

PCT/EP2008/052640
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Conpound 17 ((9S) -1
-{(R)-6,8-Dichloro-3-[(S)-2-nethyl -

WO ¢®808m46l, 5-di hydro- [ 1 PCT/EP2008/052640

, 3, 4] oxadi azol - 2-yl ) - butyl car banoyl ] -2, 3, 4, 9-tetrahydr
0-1 Hcarbazol - 3-yl car banoyl } 2 met hyl - but yl ) - car bam c
aci d benzyl ester Conpound 186
(eéﬂS) 1- {(53_{(![{5{) 3- ( S) - 2- Be an(JI oxycar bonyl am nQg-
{(8)-a1l2H# Blugropheny) @C?@ﬁ%@@r@ew

H car bazol e- 3- sé\{taﬁdwd&mé\}ﬂs ﬂ%o%ﬂ@?ﬁmlwgﬁaﬂrambﬂo 1H-

, 2, 4] oxadi azol e- 3-carboxylic acid o? eernpound
19 carbazole-3- carboxyllc acid FR (3- |m|dazol 1-yl-
5-((9)-1-{[(9)-Bro Iﬁ)wc%rt?&ﬁﬁ@)'—@?ﬁé Baw aaidano- 3- met hy
| pent anoyl am no?- bg 8-di chl oro- g@i gtpget rahydro-1
H car bazol e- 3- carbonyl]-am no}- 2+met hyl -butyl)-[1
, 2, 4] oxadi azol e- 3-carboxyl i c aci d-pfopyl ester
Conpound 20 ((S)-1 -{(R) -6, 8-Di g @ -3-[(9)-1

(3 di et hyl car banoyl - 1 b

2, 4] oxadi azol - 5-yl ) - 2- th;ﬂvf@ |, car banoyl | - 2,
3,4, 9- tetrahydro-1 NN SESN
H car bazol - 3-yl car bano /mqt h g ;&t V) - C&r bani ¢
acid benzyl ester Con'pound 21 ((9-1I

-{(R)-6,8-Dichloro-3-[(S)-1 -(3-cyano-[1
, 2, 4] oxadi azol -5-yl) -

2- et hyl - but yl car banoyl ] - 2, 3, 4, 9-tetrahydro-1
H car bazol - 3- yl carbanoyl } - 2- et hyl - butyl ) -carbam c
aciCbrbpouryd 7@st @R)-EfBpoy2HR-ER ofd-S)enlyl)-acetylamino]-3-methyl-

{(483 oSagl ;?z&hl orna? oyﬁe{ms%o} 8- tr{f%or(:o%aer’[]k?yl [2,]3,4,9-tetrahydro-1H-

2. nmet hyl - but yl cearbarag-Blcathc3ylit, &bid B8 )-2dmyadinyd-11(2-thiophen-2-yl-
H car bazol - 3- yI ar ba | - butyl)-carbamc
aci d benzyl est & m)%ad%%é t'éﬂ(?grg 'Gb
-{(R)-6,8-Dich|oro -[(S)-2-nmethyl -1 -(5-nethyl -

Compound 77  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(pyridin-3-ylmethyl)-
thiocarbamoyl]-butyl}-amide
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1
, 3, 4] oxadi azol - 2-yl ) - butyl car banoyl ] - 2, 3, 4, 9-t et rahydr
wo@2skHearbazol - 3-yl car banoyl } - 2- net hyl - but yl ) PCHEPZNN$/¢52640
aci d benzyl ester Conmpound 24 ((S)-I
-{(S)-6, 8-Dichloro-3-[(S)-2-neg hyl -1 -(5-nethyl- [ 1
4] oxadi azol - 2 yl)-butyl car armyl] 2,3,4,9-tetrahydr

o- Hcar bazol - I car banmp i? thé/ but)(l }-car bani c
aciCPBRAYRA 78 st 813 @@&%gy@ r0-3-[(S)-3-methyl-1-(1H-tetrazol-5-yl)-
5-((95)-1- { [(R)- But9|6§r)oa%o§ﬁ1223(4 Q%&P&QB@DW%Q&%@ -TBArBYmoyl}-

| pent anoyl am noé | oro-2 9-tetrahydro-1
H car bazol e- 3- &&iBAPUN)AABRMIC aciibiensy eBieryi ) - [ 1
, 2, 4] oxadi azol e- 3-carboxylic acid mef hyl ester
Con'pound 26
5-((9)-1-{[(9)-3-((S)-2-Benzyl oxycarbs
| pent anoyl ami no) - 6, 8-di chl oro- 2, 3, 489~
H car bazol e- 3- car bonyl ] no} 2- yl-butyl)-[1

, 2, 4] oxadi azol e- 3- car box T hmfaster Conpound
27 [(S-1 -((R-6, 8- D|chI or o- 30{/€ﬁ) ISy

-[ 5- (3- et hyl -urei do) - 3
,3,4]oxadiazol-2-yl]-2 nethyl butylcarﬁEﬁiyl} 2,

3,4,9- tetrahydro 1

e rrﬁ@cﬁtgn;ﬁ gﬁ‘(sggg@%k;}]@ ZFRLRE hB A Y bdetsiAn B Snethy-
5-{(S)-1-[(( R) Berdt&kyylatnih @~ §-#iflobroorethyh263)4, b teteatytivd- fifd

noj - 3- . .

rrg hyl - pent anoyF%{R%°6§'?’§?{*%W'|)'&HP%%'ﬂ?ﬁhy IZ?L@YILi[,192-’f']é’f(?cHaZOIe'
hydr o- 1 Hcar baz®icarboxylic acid ethyl ester

3- car bonyl ) -am no] - 2- net hyl - butyl } - [1 2, 4] oxadi azol e-
3-carboxylic acid ethyl ester

O%y| am no- 3- net hy
tetrahydro-1

Compound 81  5-{(S)-1-[((R)-3-{(R)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-
methyl-pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-2-methyl-butyl}-[1,2,4]oxadiazole-
3-carboxylic acid ethyl ester
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W@ 0(}08307446

Compound 29
5-{(9)-1-[((S)-3-{(S)-2-[2-(2- Fl uor o- phenyl ) -acetyl am

met hyl - pent anoyl ami no}-8-trifluoronethyl-2,3,4,9-tetra
hydro-1 Hcar bazol e- e

3-carbonyl ) - am no] 2- et hyl - bqﬁ yl}-[1 ,2,4] oxadi azol e-
3- car boxylic acid ethyl esterConpound 30 ,
(RiGampod 82 [ 5{7) A K68 L4 R bR poayapPiAmIe-witbhy
| pent anoyl ami noﬂ)entano Iammo} 8 trlfluoromethyl -2.3, 4 9 tetrahydro 1H-
8-trifluoromethyl - 3},

3-carboxylic acF"Hbﬁ@ 3?-3[@)%"@ ?é%'chﬂﬂsl ﬂﬂ{%i(%fﬁtf‘y' Lﬂre'ﬁo
3 4] oxadi azol - &y kjoxadisR-PWi-Lreityl-b@gh-dmideompound 3

(S) 3-{(S)-2-[2-(2-Fl uoro- phenyl )F-acetyl am noj - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetra -1 ar bazol e-
3-carboxylic acid {(S)-1-[5-(34¢ -UHTNeldO) [ 1
, 3, 4] oxadi azol - 2-yl ] - 2- met hy t{a’lg} e Conpound 32
(R -3-{(S)-2-[2-(2-Fl Ay Yl am no] - 3- net hy
| pent anoyl am no} - 0
8-trifluoronethyl-2, 3,4, 9 te rahydr -1 Hcar bazol e-
3-carboxylic acid [(S)-I -(5-amno-[1

, 3, 4] oxadi azol - 2- yl)-2-nethyl-butyl]-am de Conpound
33@umpountd 83 CE YR E23S(2-Fluoro-phenyl)-acetylamino]-3-methyl-
I(E)engag(())?l) ar2n E]g?én%anoy amlno}pg?rqpfmpome? I)élsafb%l]rahydro hy
8-tri fl uor onet hydrb2zdke-8;cardosylicaduydlf(8)- 1-[FHReibgzakielo)-
3-carboxylic ac S \Vi rolidin-1 -

1 et byl )+ car baroy FRXIRAR A ey lRAs

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) cetyl am noj - 3- net hy
| pent anoyl am no} -

Compound 85 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-

carbazole-3-carboxylic acid [(2-diethylamino-ethylcarbamoyl)-

methyl]-amide

PCT/EP2008/052640
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8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid {(S)-2-nethyl-1 -[(norpholin-4-

wQ evsiibmghg - car banmoyl | - but yl } - ami de Conpound 37PCT/EP2008/052640

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} - e
8-trifluoronet hyI 2,3,4,9- tet(? ahydro 1 Hcar bazol e-
3-carboxylic aci b%&g; nmet hyl - é hol i n- 4-
1 JRAPYnd B6 oc KBV DA Eptc-aherbasHyBaies dgmethy:
I(R) ? {(SI) 2-[2 érﬁaﬁdy‘l’é?ﬁlﬁopélﬁ’ﬂwbaon%@l%ﬁl y! 2obNStahgareE fy

pent anoyl am no
8-trifl uor omet h§Abazale-3-cgrhaxylicasiiemorpRolipaysityicarbamoyl)-
3-carboxylic ach@iHy(]Qmide
- met hoxycar banoyl - rret hyl butyl)- am de Conpound 39
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ¥
| pent anoyl am no} - "
8-trifluoronmethyl-2,3,4,9-tetrahidreg~1 Hcarbazol e-
3-carboxylic acid [(S) -F2 rreth I may phol 4-
carbonyl ) -butyl]-am des(o ap b Q\)]\ /'/Ng
(R-3-{(S)-2-[2-(2-FI o-h ny1)oacet*ylamno] 3- net hy
| pent anoyl am no} - /S
8-trifluoronmethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid ((S)-I
- et hyl car banoyl - 2- net hyl butyl ) - am deConpound 4 1
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} -
8- tCarhpounicd &t h{8)-2CBloh-6-teorR{(BHL ¢2-12-Homoiphzoy pacetylamino]-
3-carboxylic acid ) - | :
_et hoxycar b army?-_nétﬁ;&-tpﬁmaﬁ8¥I§r|njn_o}-§[%,éh%—tetrahydro-1 H-carbazole-3-

carboxylic acid {(S)-2-methyl-1-[(pyridin-4-ylmethyl)-carbamoyl]-

butyl}-amide

Compound 88  (R)-8-Chloro-6-fluoro-3-{(S)-2-[2-(2-fluoro-phenyl)-
thioacetylamino]-3-methyl-pentanoylamino}-2,3,4,9-tetrahydro-
1H-carbazole-3-carboxylic acid {(S)-2-methyl-1-[(pyridin-4-
ylmethyl)-carbamoyl]-butyl}-amide
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Conmpound 42
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

WO p@atiemag | am no} - PCT/EP2008/052640

8-trifluoronmethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid )
[ (S)-2-net hyl - 1- (2- nor phol i n- 45-yl et hyl car banoyl ) -
but yl ] -am de Conpound 43
(R) 3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
(Ft anoyl(grri no{ﬁ- _
IMPRERDERt hiP)-21(8)2;[(3-EluPEaRRAnY)-PerlyRiRgls)-ethyl-
3 carboxylic acb%tﬁrﬁoﬁ)anhmo -8- trlfluoromethyl -2,3,4,9-tetrahydro-1H-
- (4- hydr oxy- but yl car banoyl
net hyl - but yl ] - aﬁ"i‘@%‘a&@ XMIE’ acid [(S)-2-methyl-1-(2-pyridin-4-yl-
(R) - 3-{(9)- 2- [ 2eltgntitbasmsamsynesity}ameet y! ani no] - 3- met hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4, 9-tetrath ro-1 Hcarbazol e-
3-carboxylic acid ]
[(S)-2-nmethyl-1-(3-norpholin-4-y
but yl ] -am de Conpound 45
(R -3-{(S)-2-[2-(2-Fl goro-ph -acetyla 0] - 3- net hy
| pent anoyl am no} - ﬁj/\,( ﬁN \/E ﬂ
8-trifluoronethyl - 9ot ahybd Hcar bazol e-
3-carboxylic a(:ld{(S) 2-met hyl -1 {/611
- et hyl - pi peri din- 4-yl net hyI ) - car banoyl ] - butyl } - am de
Compound 46
I( R)G?nlbélﬁ?d 20 [ 2(R)Z-fb)en2{ P Rkoyd-phenyhiageyranming]-Bmetiyhy
pent anoyl am no
8-trifluoromet hé?”t%”%/'ad“ gl &ty '58598}%% A hPugidro-1H-
3-carboxylic accaibéz(d‘c‘é 32arixhid acld [(S)-1-(4-hydroxy-
-[(tetrahydro-p
yi et hyl ) car baémexmwaﬁaybagmvagc@ﬁmwaam'de
(R-3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
| pent anoyl am no} - F
8-trifluoronethyl-2,3,4,9-tetrahydr
3-carboxylic acid iy
[(S)-2-nethyl-1-(2-mgrpholin-4- t hyld hi ocar banoyl ) -
P P

Compound 91  2-{(S)-2-[((R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-
methyl-pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-3-methyl-pentanoylamino}-5-
methoxy-benzoic acid
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butyl ] -am de Conpound 48
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

WO p@atiemag | am no} - PCT/EP2008/052640

8-trifluoronethyl-2,3,4,9- tet rahydro-1 Hcar bazol e-
3-carboxylic acid {(S)-1 -] ]6 fornyl -pi peri di n-4-
yl met hyl ) - car banoyl ] - 2- net hyl 6outyl }-am de Corrpound 49

fs)eqﬂ?’ {é@)u 3 [Z?ﬁgspﬁo?fg S dlhe?k?y il b §§ o [m n3 (S 2 o 2yfluoro-

8-trifluoromet hyhe 83&06’?/%nﬁ|ﬁ6]fiﬁﬁ%ﬂfyppéntﬁh®'ld?ﬂﬁ@}]@

3-carboxylic aC|d % acetyl - piperidin-4-

yl net hyl ) - car baWW'Pf@I% %’y‘} ORIt gronti-geariendridrzmyl)-
(R)-3-{(9S) - 2- [ 2afirol-BLRstRyIRIRARMbY a6 RY-PLABMBR) pRenyRE N
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid {(S)-2-nethyl
-[(pyridin-4-ylnethyl)- carbano
Compound 5 1

(R -3-{(9)-2-[2-(2- FIW
| pent anoyl am no} - /ﬁ /ﬁ
8-trifluoronethyl-2,3,4,9-tetrahyd o_;E\PH:arbazoI e-
3-carboxylic acid [(S)-I

- (2-di et hyl am noet hyl car banoyl ) - 2-net hyI butyl ] -am de
Compound 52
( RCanpomd 93 [ 2D(n2ethyladino-gquietit itid 45 ¢t 34| (6RNF I H)-3-{ 22 -tyoro-
| pent anoyl am no§ﬁ | i . i .
8-trifl uor omet hYIeY)BCRYRDRRk S Mol EPI RO -
3- car boxyl i ¢ aciriflu¢roBeiBA-amsthgdtetdahydro-1H-carbazole-3-carbonyl)-
-[ (t et rahydr o- p ran
yl met hyl ) -t hi oc 'P“B‘a?hémthiﬂlﬂeiﬂa}!méﬁ‘i“H‘é’bBH{%%ﬂ%r 53
(R-3-{(S)-2-[2-(2-Fluoro- phenyFI) acetyl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9- tetHg

butyl }-am de

¥ noj - 3- et hy

ro-1 Hcar bazol e-

\)l\ -
m/ﬁ tAN RS

Compound 94  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(4-hydroxy-benzylcarbamoyl)-
2-methyl-butyl]-amide
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WEIHp00TIds 54

3-carboxylic acid [(S)-]I
- (4- hydr oxybut yl t hi ocar banoyl ) - 2-net hyl -butyl]-am de

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} - e

8- trifluoronethyl 2,3,4,9- tet?ahydro 1 Hcar bazol e-
3-carboxylic a

[ ( SODPAMNT? - 1(Fé 2ol gheid-Rlugrgphamiiacaly bourdahmg iyl

butyl ] - am de Coppsmé)Idmino}-8- -trifluoromethyl-2,3,4.9- tetrahydro 1H-
(R -8-Chloro-6-fluoro-3-{(S)- [( fluor 0- phenyl ) - ac
etyl ani no] - carbazole-3-carboxylic acid [(S)-1-(3-hydroxy-4-methoxy-

3- net hyl - pent an@yﬁz@%m}m@n%ﬁe&ytmtylﬁamd{eo 1

H car bazol e- 3- carboxyl i c aci
[(S)-2-nmethyl-1-(2-norpholin- 4 ytet hyl car banmoyl ) -
but yl ] - am deConpound 56
(R -3-{(S)-2-[2-(2-Fl uoro-phe acetyl am no] - 3- net hy
| pent anoyl am no} - N
8-trifluoronethyl - 4, 9nt thNydrOo 1 Hcar bazol e-
3-carboxylic a(:|d{( I\)L[ Pl r|d|n 4-

yl met hyl ) - car banoyl ] ut‘y amod npothtb’57

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acet yloam no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-

3- @ormpoynd 86 ac(R)-3-{(S)-24[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
Cgrzmgﬁﬁ:jogg et hEgenctanoy m|Xo})8 ?rlfluorome\fhyl B%,Xb]tetrarﬂygro 1H-
(R) - 8- Chl or 0- 6- tdrbazade-3-ch(tdxylR-4cid [(R)-14(4+aydropgmydtherge
etyl am no] - ,

3- et hyl - pent an8§1ZIFRRANSY)-2-Hely Ryt LaDIRE, . 1

H-car bazol e-3- carboxylic acid {(S)-2-nethyl -

-[ (pyridin-4-yl met hyl ) - car banoy
but yl } - am deConpound 59

Compound 97  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(4-methoxy-
phenylthiocarbamoyl)-2-methyl-butyl]-amide

PCT/EP2008/052640
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8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid [(S)-1 -(5-hydroxy-pentyl carbanoyl) -

WQ2008t10m#kte but yl ] - am de Conpound 60 PCT/EP2008/052640

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} - pa
8-trifluoronethyl-2,3, 4 9- tet?ahydro 1 Hcar bazol e-

3- carboxyllc aci dﬁ{;‘
> Cmoannd S8 1 RoiSh A (O e S Byp-Rieryi-RosiHaminol-3

Conmpound 6 1 methyl-pentanoylamino}-8-trifluoromethyl-2 3 4 9- tetrahydro 1H-
(R)-8-Chloro-6-fluoro-3-{(S)-2-12- (]2quoro- P/ -ac
etyl ani no] - carbazole-3-carbonyl)-amino]-3-methyl- pentanoy amino}-2-

3- met hyl - pent angitiyBehzos &id. 9-t et rahydro-1
H car bazol e- 3- carboxylic acid

[(S)-2-nmethyl-1-(2-norpholin-4- yFI et hyl t hi ocar banoyl ) -
but yl ] - am deConpound 62
(R -3-{(S)-2-[2-(2-Fl uoro- pheny, cetyl am no] - 3- net hy
| pent anoyl am no} - N

8-trifluoronmethyl-2,374,9-te M\JB arbazol e-
3-carboxylic acid ((W ,
-{[ (tetrahydro-pyran =

4-yl et hyl ) - am no] - net hyI }/\bt yl )/gm de Con'pound 63
(4-{(S)-2-[((R-3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am
i noj - 3-
Eetdcmhliwmm 991b0yBﬁi(fﬁ)*2@[1(F8-35{K$)ﬁ2-tﬁ9¢2@ﬁ%rbwheﬂylﬁaéetﬂamd]a-

ydr o- ar bazol e- : ,
3-car bonyl ) - ami H‘&}:%P%‘H?'PRM'%'B'BP}}(%{HB&VP%E’m%%*a@"?b%ﬁ’%t?tfahydr°'1 H-
phosphoni ¢ aci dc@kbaidhaﬁB-oaﬂdoenyl)@mirmmndeﬂim-pentanethioylamino}-2-
I(ﬁo]{(? 2-[((R - met gq%)o_e%z_cliézééig_ FI uor o- phenyl ) - acet yl am
met hyl - pent anoyl am no}-8-trifluoronmethyl-2,3,4,9-tetra
hydro-1 Hcar bazol e-
3-carbonyl ) -am no] - 3- net hyl -

am no}-butyl) -

Compound 100 Carbonic acid 4-{(S)-2-[((R)-3-{(S)-2-[2-(2-fluoro-phenyl)-
acetylamino]-3-methyl-pentanoylamino}-8-trifluoromethyl-2,3,4,9-
tetrahydro-1H-carbazole-3-carbonyl)-amino]-3-methyl-
pentanoylamino}-butyl ester 2-[2-(2-methoxy-ethoxy)-ethoxy]-
ethyl ester
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phosphoni ¢ aci dConpound 66

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
WO p@atiemag | am no} - PCT/EP2008/052640

8-trifluoronethyl-2,3,4,9- tetrahydro-l Hcar bazol e-

3-carboxylic acid {(S) 2. nmet

-[(2- rmrpholln4ylethylamno methyl] butyl } -am de

(R;@ ?felg)d 301 2PPosnbeie A% IR M (Rl () i(Rb? 13 (Arangr

| pent anoyl ami noﬂ)hen 1) acetylammo] -3- methyl pentanoylammo} -8-
8-trifluoroneth 9-tetrahydro-1 Hcar bazol e-

3-carboxylic ac @u?resyeihy' 234, ﬂwfa@wropﬂ'éﬁ%bééql%&ﬁ%%r‘-y'

2- et hyl - but yl ] amHofl8-rt&ARYERthnd amlnot} butyl) ester

(R-3-{(S)-2-[2-(2-Fl uoro- phenyl acetyl am no] - 3- et hy

| pent anoyl am no} -

8-trifluoronethyl-2,3,4,9- tefthydro 1 Hcar bazol e-

3-carboxylic acid [(S)-1 -(4 @ oxy- phenyl car banoyl ) -

2-met hyl - but yl ] - am deConpoung 69

(R-3-{(S)-2-[2-(ZFI uqﬁroO n,yj\ acetyl am no] 3- net hy

| pent anoyl am no} - N/\/\/O

8-trifluoromethyl&2 3043 tetcrahg(d*ro 1 Hc&ale*bazol e-

3-carboxylic acid [(S)-I

- ( 3- hydr oxy- 4- net hoxyphenyl car banoyl ) -

2-met hyl - butyl ] -am de Conpound 70

I( R)Cat'r‘ﬁlbélﬁ?d 292 2(R)B-fEpi21{ DAkR0KI-PhenyBay bigtanting]-Bmetty Ry
pent anoyl am no

8-trifluoronet h§?nt§n%lla4n §°}t %{rplgﬂgpg}eéhyi 2!—?6%(?6%&%]3@0 1H-

3- carboxyl i ¢ actatbazole-3-carboxylic acid [(S)-1-(3-hydroxy-propylcarbamoyl)-

S)-1-(2, 4-di hyd | carb I
2. et hyl - but y1 | SSH R CAIRG 7 1 )
(R-3-{(S)-2-[2-(2-Fluoro- phenyIF) acetyl am noj - 3- net hy

| pent anoyl am no} -
8-trifluoronethyl-2, 3,4, 9-tetHrNa

g:

ro-1 Hcar bazol e-

Compound 103 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid ((S)-1-benzylthiocarbamoyl-2-
methyl-butyl)-amide
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WQ2008t10m#ke but yl ] - am deConpound 72

3-carboxylic acid [(S)-]I
- (2- hydr oxy- 4- net hoxyphenyl car banoyl ) -

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} - - 70 -

8- trifluoronethyl 2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic a

[ ( $j2DpeRch{94 1(Fé B-YSk2A2{rELRERRIHWhRCE iamiRRIA-Tethyl-

butyl]-am de COﬁm &) 1ahdino)-8- trlfluoromethyl -2.3.,4, 9 tetrah dro-1H-
(R -3-{(S5)-2-[2-(2-Fl uoro-phenyl ) - et [a o] - 3- net hy
| pent anoy| ami no$arbazole-3-carboxylic'acid {( )-1-1(2- methoxy pyridin-4-

8-trifluoromet hyhreth Stﬂquarbsﬁmbﬂllzdﬁélhﬂ -dugAdraiae! e-

3-carboxylic acid |

- (4- hydr oxycycl ohexyl car banoyl ) - 2-net hyl -butyl]-am de
Compound 74

(R-3-{(S)-2-[2-(2-Fl uoro- pheny
| pent anoyl am no} -
8-trifluoromethyl-2,3,4,9- y@ro 1 Hcar bazol e-

rE

3-carboxylic acid \/tﬁ\ -
-(3-imdazol - 1-yl pheodiar aﬁoyﬁ/ﬁ(

2- met hyl - but yI ] - anideConpoynd 75

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
| pent anoyl am no} -

8- tCorhpourichn@s hiRk)-32{(S)-2-[2+2-Eluvedyithngh-hcklymniiad]d-@ethyl-
3-carboxylic acid (

-yl propyl thi ocap%rg%éﬁﬂa}mm%} grg{ﬂH%o"b%M% 3 %(?nt%téahydro 1H-
Compound 76 carbazole-3-carboxylic acid {(S)-2-methyl-1-[(pyrimidin-5-
(B3 ()21 20 2 ) 4R 8aBAFRY L b Shtdem ol -3~ met hy
8-trifluoronet hyI 2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid F—-F

[ (S)-2-nethyl-1-(2-thi ophen-2-y| -Q
butyl ] -am de Conpound 77 N

R -3-{(S-2-[2-(2-Fl yoro - aget yl am no] - 3-meth
I(pZEnt aggyl) am Lo}E E)/\(Pj\ /Z(\ I d
A

F

-acet yl am no] - 3- net hy

| t hi ocar banoyl ) -

Compound 106 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(pyrazin-2-
ylmethyl)-thiocarbamoyl]-butyl}-amide

PCT/EP2008/052640
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WO pqopstoiddé n- 3- yl net hyl ) -

8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid {(S)-2-nethyl -

t hi ocar banoyl ] - but yl }-am deConpound 78 ((9S)-1
-{(R)-6,8-Dichloro-3-[(S)- 3-nﬂthyl -(1
Htetrazol - 5 yI) but yl carbarmyl] 2 3,4,9-tetrahydro-1

H car bazol - I car bano %1 2- met hyl - but yl ? carbam ¢
aciQPrBB t &) it{jﬁbélﬁ i6-Byoro- phenyl -acetylamino]-3-methyl-

S5-{(9)-1- [(3 { 2pérakRidrhiHE: @t othyA- 263, ¥ bask AMybro3+ e

t hyl pent anoyl am no} -

8- tri f | uor omet h§bazae-3:carasyicAndiie)-1-1(Ecdiesapyidio-3-yimethyl)-

3-carbonyl ) - am pdcadsamiyi)se-met %oﬂ)l}tyl émid% 4] oxadi azol e-

3-carboxylic acid ethyl "ester npound

5-{(9)-1-[((R-3-{(R-2-[2-(2- FI oFro-phenyI)-acetyI am
noj - 3-
nmet hyl - pent anoyl am no}-8-trifl thyI-2,3,4,9-tetra
hydro-1 Hcar bazol e-

3-car bonyl ) - am no] - 2- et hy - Ml 2, 4] oxadi azol e-
3-carboxylic acid et ept &unmﬂ
(R -3-{(R-2-[2-(2- Flor o- manyf’)/épetywa no] - 3- met hy

| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid {(S)-1-[5-(3-ethyl-ureido)- [ 1

, 3,Cdmpoundiz08 - (R)y3-{(SE212{ hFluokphdnyh) aice iy aniostiBampthyB 3
I(S)engagc()sl) ar2n E]g?én%anoy amlno}pg?rqpfmpome? I)élsafb%l]rahydro hy
8-trifluoromet hydrbazale-8; cﬁfucﬁylroadt»dj[@)—a nidtiayi-1 a2 qdyeiein-3-yl-
3-carboxylic aci S (3 ureido)- [ 1

, 3, 4] oxadi azol - t%y'H‘ gf%{'% b%ﬁt @%}d am de Conpound 85
(R) 3-{(S)-2-[2-(2-Fl uor o- phenyl ) gcetyl am noj - 3- net hy
| pent anoyl am no} -

A Jhi)
mﬁ "N

Compound 109 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(pyrimidin-4-
ylmethyl)-thiocarbamoyl]-butyl}-amide

PCT/EP2008/052640



10

15

20

25

8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid [(2-diethyl am no-ethyl car banoyl ) -

woreaolstd44@m deConpound 86 PCT/EP2008/052640

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} - o
8-trifluoromethyl -2, 349tetrahydro 1 Hcar bazol e-

3 car boxyl [ c aci d r phol i yl - et hyl car hanoyl ) -
dﬁﬁ{%&ﬁ&Zg& 2- FIuoro phenyl acet%l/lammo] 3- methyl
(S) 8 Chl oro 6 berar &latnih6)8-trdtubrdmiethyl LUNA Ot eR@HY Mo t1AC

etyl am no] -
3- met hy| - pent an€’/PaFai¢r1caorylic anid ke) hsrdpigazol-1-yl-
Hcarbazol e 3- eaykambam@ almich§l oy FRhfid -1

-[ (pyridin-4-yl met hyl)-car banoyl ] - butyl} am de
Conpound 88 F

(R) - 8- Chl oro-6-fl uoro-3-{(S)-2-]
t hi oacet yl am no] - 3- net hyl - pent.a
ahydro- 1H carbazol e- 3- car boxyN

-[ (pyridin-4- i =\,
yl met hyl ) - car banoyl ] Vﬁam e@gjhp’@uﬁd? 89
(R-3-{(S)-2-[2-(2- re- /ph]enyP)/‘s]cetyl am no] - 3- met hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid
E)( tfﬂtlar]ﬁp@mdclyi ‘rcé(R)%-ﬂgr-ggE-te—Hwfcepﬂradyt)mcewwhﬁmﬂn)emyl-
utyl]-am de un :
(R)23-{(9) - o- [ 200 BEpY AP ROl HUyPsomatiN b rg byl iy
| pent anoyl am nogarbazole-3-carboxylic acid [(S)-2-methyl-1-(2-pyrazol-1-yl-
8-trifluoronethyl-2.3 4, 9-tetr dro-1 Hcar bazol e-
3- car boxylic ac%@ylﬁt’%ﬁa@amoy S Ehde
- (4- hydroxycycl ohexyl t hi ocar banoyl| ) -
2-met hyl - butyl ] - am de

Compound 112 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-2-methyl-1-(2-[1,2,4]triazol-1-yl-
ethylthiocarbamoyl)-butyl]-amide
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Compound 9 1
2-{(9)-2-[((R

W@ 0(}08307446

-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetyl am
PCT/EP2008/052640

nmet hyl - pent anoyl am no}-8-trifluoronethyl-2,3,4,9-tetra

hydro-1 Hcar ba
S- car bony”- am
ben20|c aci dCo
{fasypound {1
acetylan1no] 3-
trifluoronethy
H car bazol e- 3-
anmi no] - 3-net hyl p
Compound 93 Di
4-{(9)-2-1((R) -

acetyl am no] - 3-

trifluoromethy
H car bazol e- 3-
am no] - 3- net hy
94

(R-3-{(9)-2-]
| pent anoyl am n
8-trifluoromnet
3-carboxylic a

zol e-

nol - S- net hyI p'en?i'anoyl am noJ- Snet hoxy-
ngqo nd 92 Blhorlc acid diethyl ester
BB él? 122 CHoF-RRENYD WéﬁVIaj“'”O] -3-methyl-

| H@(ﬁtﬁﬁ%é&ﬁ?b}?@ﬂﬁﬂuamm&ﬂm@ 3,4,9-tetrahydro-1H-
nglrbg;g}qa)’s ca?bo&?llc acid [(S)-2-methyl-1-(3-[1,2,4]triazol-1-yl-

| EVMﬂ&ﬁWBé%B CﬁmﬁTﬂﬁbEOXy phenyl ester

rret yl am no- aceti c acid
3-{(S)-2-[2-(2-fl
met hyl - pent anoy[ @
| -2,3,4,9-tetraljyg
car bonyl ) -
| - ntFanoyI ij/I ester Conpound

2- (Z‘U/o\ﬂ/o- hén d )/ﬁad*etyl am>no] 3- net hy

0} -
hyl -2, 3, 4, 9- tetrahydro-l Hcar bazol e-
cid [(S)-1 -(4-hydroxy-benzyl carbanoyl) -

aor ophenyl ) -

2- redrhpouriit 14 | (Ryr8-{i8fR1[P02+AllioRbphenyl)-acetylamino]-3-methyl-

(R)-3-{(9-2-]
| pent anoyl am n
8-trifluoronet

3-carboxylic acj

- (3- hydr oxy- 4-

Z?én%anoy amlno}pé1 ?rI?I)Gopome? I)él f Eb r%el]rahydro hy

(0]
hyrbaz e -8;c@rtiony licadnyaif(B)-2-nidtiayi Bz g @;4]triazol-1-yl-

Chitbiosutarnehdkapie.

2-net hyl - butyl ] -am de Conpound 96

(R-3-{(9)-2-]
| pent anoyl ami n
8-trifluoronet

3-carboxylic aci

- (4- hydr oxy- 3-

Compound 115

2- (2- Fl uor o- pheny
0} -
hyl -2,3,4,9-tetr

Facet yl am no] - 3- net hy

"B 0-1 Hcar bazol e-

S 5\]5\
r)/\/\/NwN
H

d -
O/'W O/ﬁ

(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[(furan-2-ylmethyl)-
thiocarbamoyl]-2-methyl-butyl}-amide
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2-met hyl - butyl ] -am de Conpound 97
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

WO p@atiemag | am no} - PCT/EP2008/052640
8-trifluoronmethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(S)-I

-(4- et hoxyphenyl t h| ocar barmyl4)
2- net hyl - but

2 Bagboind 116! ot L8 R Phior aru reniAminalemeth

noj - 3- Pentanoylammo} -8- trlfluoromethyl 2 3, 4 9- tetrah dro-1H-
nmet hyl - pent anoyl am no}-8-trif| uor omet -tetra
hydro-1 Hcar baz eAreazolé-3-carboxylic acid {(S 1¥furan 3- yImethyI)

3- carbonyl ) - am fcarsamiyi)yd- m@@ﬁf-@ﬂﬂ}’b%ﬂieﬂo} 2-
met hoxy- benzoi ¢ aci d Conpound
5>-{(9)-2-[((R)-3-{(9)-2-[2-(2-Fl
noj - 3-
nmet hyl - pent anoyl am no}-8-triflyo
hydro-1 Hcar bazol e-
3- car bonyl ) - am no] - 3<net hyl - p hi oyl am no} - 2-

nmet hoxy- benzoi ¢ aci pO~Cay \ \C acid
4-{(9)-2-[((R) -3-{ (§2- 2” f bugco® pHedy! ) -

acetyl am no] - 3- et hyl - pent anoyl am nio}-8-tri fl uoronet hy
-2, 3,4,9- tetrahydro-1

H car bazol e- 3- car bonyl ) - am no] - 3- net hyl pent anoyl am no}
- [@dmpowsd €17 2(R)23-{(3)- QEI m}}?woai btmrw -aettyzxyifol-Rinbihyl-
est er Conpound 101 Pho

mono. (4- (9 - 2- PO EuTEafomethy s 4 g go-1H
acet yl am no] - 3- owbhxdle- Bentbmsal;daﬂd [i®}1-82-furan-2-yl-
prifiuoromethyl e %g@mﬁ Hoar oM HRi-Butyll-amide

am no] - 3- net hyl - pent anoyl am noF} -thut yl) ester Conpound
102

(R -3-{(S)-2-[2-(2-Fl uoro- phegj
| pent anoyl am no} -

or 0- phenyl ) -acetyl am

thyl-2,3,4,9-tetra

acetyl am no] - 3- et hy

Compound 118 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(5-methyl-
[1,3,4]oxadiazol-2-yImethyl)-thiocarbamoyl]-butyl}-amide
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8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid [(S)-1 -(3-hydroxy-propyl carbanoyl) -

WQ2008t10m#kte but yl ] - am de Conpound 103 PCT/EP2008/052640

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} - s
8-trifluoromethyl -2, 349tetrahydro 1 Hcarbazole-

3-car boxyl i c aci d - benzyl t hi ocar banoyl - 2-
Qﬂmpglm | jQ afi?) dé;&ﬁ%gé%ﬁ%ﬂyggp -phenyl)-acetylamino]- 3 -methyl-
(R) 3-{(9)-2- [2 érﬁaﬁdw&ﬁlﬁopélﬁ’ﬂwbﬁon%‘i@l2',5;‘4?',911&}3@&891}“‘-)’

| pent anoyl ami n

8-trifluoronet hWerZ%Le 309003y licaARHHB)-2- Mgt Ay a2 edrahydro-pyran-

3-carboxyl i c achgiek thibc%a BoYY-aRy@e di n- 4-
yl met hyl ) -thi oca?barr@/ Il] gt)t%tyl }-am de

Conpound 105
(R -3-{(S)-2-[2-(2-Fl uoro-phenyf
| pent anoyl am no} -

8-trifluoronethyl-2,3,4,9-tetrf
3-carboxylic acid {(S) 2 nmet h

yl met hyl ) -t hi ocar banoyl ]H bu m des Conpo a106
(R)-3-{(9)-2-[2- (R E L

Aa\c,eu\ m@s met hy
| pent anoyl am no}

8-trifluoronethy ﬂftrah?/ o> Hcar bazol e-
3-carboxylic acid {(S) 2 hyl -[ (pyrazin- 2-

yl met hyl ) -t hi ocar banoyl ] - butyl } - am deConpound 107

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| peCdmpoyndih2m ofR)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
8-trifluoronethyl

3- car boxyl i c aceg%lqt??(éﬂa”l'”o}tgh'fﬁh%mre?ﬁy} FERBR87 9, Gro-1H-

- [ (6- chl or o- pyr catbazde-glaaeddrylic) acid [(S)-2-methyl-1-(tetrahydro-pyran-4-
thi ocarbamoyl ] - %thlocaryamoyﬂteluty}l] é’lirmdge

acetyl am no] - 3- net hy

\\ 0 1 Hcar bazol e-
(pyrl m di n- 5-

Compound 121  5-{(S)-2-[((R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-
methyl-pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-3-methyl-pentanoylamino}-2-
hydroxy-benzoic acid
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WO p@atiemag | am no} -

Conmpound 108
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid 76 -
[(S)-2-nmethyl-1-(2-pyridi n-3-yq et hyl t hi ocar banoyl ) -

but yl ] -am de Conpound 109

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
I pe(Ft anoyl(grri no{ﬁ- _

8- treMPRD AR hiT)-2((8)-4: ({3 Elupraphary)-poriy@minglc-aethyl-
3-carboxylic acpéhtérﬁoﬁ)arana}es-hmluorl)me[trﬁmrs,mdétﬂa@:dro-1H-
yl met hyl ) -t hi ocar bama%l ]-butyl}-am geConEound 110

(R) - 3-1(S) - 2- [ 2¢3"2279/%187°35 862D Kekst o-HrerAdT VErens hy
| pent anoyl am NOphen Icarbamoyl)-2-methyl-butyl!l-amide
8-trifluoronethyl - ﬁ/ 3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(S)-]
-(2-im dazol - 1-yl et hyl t hi ocar bar@yF
2-nmet hyl -butyl]-am de Conpound 1
(R -3-{(S)-2-[2-(2-Fl uor o- pherny @ et yl am no] - 3- net hy
| pent anoyl am no} -

8-trifluoromethyl-2] 3,4, §tegteghyfiro 1/@bazol e-
3-carboxylic aci dm ¥t hyl -\(;’ZJ-ngr F-1
-yl et hyl t hi ocar ba ) -Ohutyl ] - &m Conpound 112

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} -

8- tCarhponmicb 23 h{R)-2{(3)-2-[2H42-Elupehpttnyh-bcelymnbed]d-@ethyl-
3-carboxylic acid S).- 2- | -1 -(2-]

At azol - 1 BRI ATAREE L HaipgiAi-2. 9 terayaro-1h:
butyl ] - am deConparbazbld-Barboxylic acid [(S)-1-(3-hydroxy-4-methoxy-
(R3S 21 264 2 RhuoLRaROfMY e sLyhamag - 3 met hy
8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid [(S)-2-nmethyl - 1,/(3-[1

,2,4]triazol -1 -yl propyl thiocarba

Compound 124 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-

carbazole-3-carboxylic acid ((S)-1-hydrazinocarbonyl-2-methyl-

butyl)-amide

PCT/EP2008/052640
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butyl ] -am de Conpound 114
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

WO p@atiemag | am no} - PCT/EP2008/052640

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(S)-2- rret_hﬁ_—l -(4-]1

,2,4]triazol -1 -yl butylthiocarbanoyl)- butyl]-am de
Compound 115

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
I pe(Ft anoyl(grri no{ﬁ- _

8- trMPRDAER hiT)-2((8)-4:((3-Eluprapharyl-poriy@minglc-aethyl-
3-carboxylic acpéhtérﬁos)a@nb}(é-mflaaro&efﬂévget,mb)tetrah dro-1H-
t hi ocar banoyl ] - 2- pet hyl - byt y I} -am d§ ound 11g
(R)-3-{(9) - 2- | 26BarqraraishlnAd HSk y4-IATRSI - Snateatty
| pent anoyl am nophenylthiocarbamoyl)-2-methyl-butyl]-amide
8-trifluoronethyl - ﬁ/ 3,4,9-tetrahydro-1 ar bazol e-
3-carboxylic acid {(S)-1-[(furany3-yl nethyl)-

t hi ocar banoyl ] - 2- net hyl - but yl } Fde Conmpound 117

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl cetyl am no] - 3- net hy
| pent anoyl am no} - HN

8-trifluoronethyl -
3-carboxylic acid [ H O §
-(2-furan-2-ylethylt _ \ ')'\:)J\N

2-met hyl - butyl ] - am dejCofpotind 511 H
(R-3-{(S)-2-[2-(2-F uor/g-Ephenyl -acet yl am no] - 3- net hy
| pent anoyl am no} -

8- tCarhponmich 28 hiR)-2{(3)-2-[2H2-Elupehptttnyh-bcelymnbed]d-@ethyl-

3-carboxylic acid S).- 2- | -1 - ; [ .- 1

P37 4] oxai aol - BEYMAINSEE I bRbricvE T SRy o e
Compound 119 carbazole-3-carboxylic acid ((S)-2-oxo-pyrrolidin-3-yl)-amide
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

| pent anoyl am no} - F
8-trifluoronethyl-2,3,4,9-tetrahydré

OH
ydro-1 alazol e-

ar bazol e-

Compound 127 (S)-2-[((R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-3-methyl-pentanoic acid 3-
imidazol-1-yl-propyl ester
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3-carboxylic acid {(S)-2-nethyl-1
-[ 2- (t et rahydr o- pyr an-

wd2008)1eabdyl t hi ocar banmoyl | - butyl } - am de ConpouPdI/ERH08/052640

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy

| pent anoyl am no} - .78 -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic aci dré IS‘SFQZ nmet E%I -1 ,

- (tCamReNRe B2y Rl U(R)A-HRI-édzkaResArRnanyt wepl Rmingd-3-methyl-
Conpound 12 1 %entanoylamin%}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-_
5-{(9)-2-[((R) - -E(S)-Z-[ -(2-Fl uoro-phenP/I ) -acetyl am

no] - 3- carbazole-3-carbonyl)-amino]-3-methyl-pentanoic acid 3-

met hyl - pent anoy |\aga0) yBpidpyfds@r omet hyl -2, 3, 4, 9-tetra
hydro-1 Hcar bazol e-

3-car bonyl ) -am no] - 3- et hyl - pent ano
hydr oxy- benzoi ¢ aci dConpound 122 F
(R-3-{(S)-2-[2-(2-Fl uoro-phenyl)-a
| pent anoyl am no} - HN
8-trifluoronethyl-2,3,4,9-tetr
3-carboxylic acid [ €S)-I
- (3-f 1l uoro-4-hydr oxyphs AR

2-met hyl -butyl]-a Colrpound H12 _
(R-3-{(9)-2-[2-(2- uor%-p’ﬁer]yl ) --aeetyl am no] - 3- net hy

| pent anoyl am no} -

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(S)-]

- ( Lamplound/ 128 nHBhoX{{R)e8)@-Pidhitoro-Sd( DatrElhydroxy-benzylcarbamoyl)-2-

2-met hyl - butyl ] - ami qund 4

(R 1 (5 - 2 [ TP By e A ron o3 Ree iy
| pent anoyl am noylearbamoyl}-2-methyl-butyl)-carbamic acid benzyl ester
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid ((S)-I

- hydr azi nocar bonyl - 2- met hyl but y?
(R-3-{(S)-2-[2-(2-Fl uoro- phenyM
| pent anoyl am no} -

am no} - 2-

yl am no] - 3- et hy

0-1 Hcar bazol e-

b OTNTINTY

'%eConpound 125
et yl am noj - 3- net hy

Compound 130 ((S)-1-{(S)-6,8-Dichloro-3-[(S)-1-(4-hydroxy-benzylcarbamoyl)-2-
methyl-butylcarbamoyl]-2,3,4,9-tetrahydro-1H-carbazol-3-
ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl ester
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8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid [(S) -1

WO ¢@shydneoxy- 4- met hoxyphenyl t hi ocar banoyl ) - PCT/EP2008/052640

2-met hyl - butyl ] -am de Conmpound 126

(R-3-{(S)-2-[2-(2-Fl uoro- pheﬂ;yl) acetyl am no] - 3- et hy

| pent anoyl am no} -

8-trifluoronet h%/ tetrah¥dro-1 Hcar bazol e-

3- ARy E3h i) 2(E<(§3 Bk % (7 Flypiocpheny)-pestyamingd-3-methyl-
Conpound 127 pentanoylamln%} -8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
(9-2-[((R-3-{(S | uor o- pheny[ ) -'acet yl ani no]

- 3- net hyl pent ane3Pazal$8} c_arbonyl) amino]-3-méthyl-pentarioic acid pyridin-4-

8-trifluoronet hylhre@nﬁeékeﬁ tetrahydro-1 Hcar bazol e-
S-car bonyO am nol - S-net hyl - pentanoic acid 3-
i mdazol -1 -yl -propyl esterConpound 12&
(R-2-T((R-3-{(S)-2-[ 2-(2-Fl uor o- pher
- 3- net hyl pent anoyl am no} -
8-trifluoromethyl-2,3,4,9-tetrahydrg-
S- car bonyO- am nol - S— nmet hyI pent ano
i mdazol -1 -yl -propyl ebter CQ\HB@\U
-{(R) -6, 8-Di chl or 0- 3- [£8§ 1"~
- (4- hydr oxy- benzyl car hangyl )+ 2-:  °
nmet hyl - but yl car banoyl ] -2, 3, 4, Q/\ﬁt rahydroql
H car bazol - 3- yl car banoyl } - 2- et hyl - butyl ) - carbam ¢
acid benzyl ester Conpound 130 ((S)-I
-{(S)-6,8-Dichloro-3-[(S)-1
- ( omplound 132 n B =R B¥E8)-2{ 2 ¢2-Fluoro-phenyl)-acetylamino]-3-methyl-
net hyl - butyl car ba tetr
T carbazol -y PRNREARTNSL S RUb RIS Sadrurros
aci d benzyl est eqrGampe Grodridodyl)-amino]-3-methyl-pentanoic acid pyridin-4-
(S)-2-[((R)-3-{ga-2-|%2t-[(2- Fl uor o- phenyl ) - acet yl am no]
- 3- net hyl pent an egm
8-trifluoronmethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
S- car bonyO- ami nol - S- et hyI pent anoi cFatifd pyri di n- 4-

gg (S)-1

o X

N

Compound 133 2-[((R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-3-methyl-pentanoic acid 2-
dimethylamino-ethyl ester
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yl met hyl ester Conpound 132
(R-2-[((R-3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no]
WO eosaoiayé pent anoyl am no} - PCT/EP2008/052640
8-trifluoronmethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
S- car bony”-am nol - S- et hyI PegY : anoi c acid pyridin-4-
yl met hyl ester Conpound 133
2-[((R-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetyl anm no] -3-m
et hyl pent anoyl am no} -

S oo B4 nb B L S TP sharh 20St mino)-3-methy-
dl met hyl ami no- ebwhn%rmh@osrnmua@nilewyl 2 3,4,9-tetrahydro-1H-
(S)-2-1((R)-3-{ (2-FH jor o- pheny[)-acet yl ani.no]

ST

- 3- met hyl pent an roonyl) ammo] -3-méthyl-pentanoic acid 3-

8-trifluoronet hy*drgxy&; thehd@ldenbyl@ser 1 Hcar bazol e-
S- car bonyO am nol - S-net hyl - pentanoic acid 3-

hydr oxy- 4- met hoxy- benzyl ester Conpg@nd 135
(R-2-[((R-3-{(S)-2-[2-(2-Fl uor o- phenyl ) - acet yl am no]

- 3- et hyl pent anoyl am no} - HN
8-trifluoromethyl-2,3,4,9-tetrahy Hcar bazol e-
S- car bony”-am nol - S- ret hyl - peni & ¢, achd 3-

hydr oxy- 4- met hoxy- beps el g 2N S) -1

-((S)-6, 8-Di chl oro- 3:
-[ (t et rahydr o- pyr an- &=
yl met hyl ) - car banoyl ] - but yl car banoyl } - 2, 3, 4, 9-dret |r ahydr
0-1 Hcarbazol - 3-yl carbanoyl ) - 2- net hyl - but yI ]-carbam c
aciGbropouryd 135t R)DIFRILBESE3T2-(2-Fluoro-phenyl)-acetylamino]-3- methyl-
I(s)en?a%gil) ar2n E]g?én%anoy aonqlcn)o}pgutarqml Pome? I)élsafbrf&]rahydro
8-trifl uoromet hydrbazde-3;cardoayh)-ampit]3-rhetglagpemtawmiceacid 3-

hydroxy-4-methoxy-benzyl ester

Compound 136 [(S)-1-((S)-6,8-Dichloro-3-{(S)-2-methyl-1-[(tetrahydro-pyran-4-
ylmethyl)-carbamoyl]-butylcarbamoyl}-2,3,4,9-tetrahydro-1H-
carbazol-3-ylcarbamoyl)-2-methyl-butyl]-carbamic acid benzyl
ester
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3-carboxylic acid [(S)-2-nethyl-1-(quinolin-6-
yl car banoyl ) - butyl ] -am de Conpound 138

WO R)08304®) - 2- [ 2- ( 2- Fl uor o- phenyl ) - acet yl am noPECBEPBDSIY52640
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tet 1ahydro 1 Hcar bazol e-
3-carboxylic aC|d[(R) 2msth|- (qU|noI|n 6-
yl car banoyl % Oi de Conpound 139 [(9) -

- ( (C,}ngog\cb 31 6%/ ﬁS{ @§ (%FW@{%WQ@ acetylammo] -3-methyl-

- [ (t et rahydr o- pyeandiamino}-8- trlfluoromethyl 2 3,4,9-tetrahydro-1H-
yl met hyl ) - th|ocarbarmyl] but yl car ba X -2.3,4,9-tetra
hydr o-1 Hcar baz@grbazolé-3-carboxylic acid (S methyl-1-(quinolin-6-

3-yl car banoyl ) - ?Icéfbhﬂ%bl bu?}ipa}m@@r ba_m c aci d benzyl
est er Compound 140 ((S)- R)-6,8-Dichloro-3-[(S5)-1

- (4- hydr oxy- 3- net hoxyphenyl car banmoylF) -

2- et hyl - but yl car banoyl | - 2, 3, 4, 9- fetFhhydr o-

1H carbazol - 3-yl car banoyl } - 2- met hy| yl ) -carbam c
acid ben zyl ester Conmpound 14 1
-{(S)-6,8-Dichloro-3[(S)-

- (4- hydr oxy- 3- net ho)yphen MCgﬂb X

2- et hyl - butylcarbl] &4@4 tr&hyd’h’o-

1H- car bazol - 3-yl cartanoyf} - t hyl- ml ) - car bami ¢
acid ben zyl ester Conpound 1 2

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acet yl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoronmethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-

3- Gorbpeynd t3&c(R)-3- { )-2-[2-(2-Fluoro-phenyl)-acetylamino]-3- methyl

g g (S%Q) -26,0)8(?Dlplcﬁler8‘%rﬂ yfa(réyg}zgﬁglﬂﬂgﬂmr@hyw B%j‘é:?et e‘h% ro-1H-

-[ (t et rahydr o- pyaraazale-3- carboxyllc acid [(R)-2-methyl-1-(quinolin-6-
gl nmet hyl ) - car ba%grlbLmOyIS t():/ﬁr banoyl }- 2, 3, 4, 9-t et rahydr

|I9l\)]\ z

-1 Hcar bazol amide

Compound 139 [(S)-1-((R)-6,8-Dichloro-3-{(S)-2-methyl-1-[(tetrahydro-pyran-4-
ylmethyl)-thiocarbamoyl]-butylcarbamoyl}-2,3,4,9-tetrahydro-1H-
carbazol-3-ylcarbamoyl)-2-methyl-butyl]-carbamic acid benzyl
ester
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3-yl carbanoyl ) - 2- et hyl - butyl ] -carbam c acid benzyl
ester Conpound 144

WO R)08304®) - 2- [ 2- ( 2- Fl uor o- phenyl ) - acet yl am noPECBEPBDSIY52640

| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetgahydro-1 Hcarbazol e-
3-carboxylic acid

[(S)-2-nmethyl-1-(N -phenyl hydrazi nocar bonyl ) -

butyl ] -am de Conpound 145

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
| pent anoyl am no} -

8-tyrifluor thyl-2,3.4,9-tetrahydro-1 Hcar bazol e-

5 Sanpdgid T, c1(g) f1d s e g o0 ¥ efiony-

t hi ocar bamoyl - p \chrsimd)f ComemynButtiéfrbamoyl]-2,3,4,9-tetrahydro-
(R-3-{(9S)-2-[ ZPWFI uor ocggh%n%ﬁg- acgt%l at)m ﬁ(])l - 3- et th

| pent anoy| ami no? H-carbazol-3-ylcarbamoyl}-2-methyl-butyl)-Carbamic acid ben-
8-trifl uoromet hyyledied, 4, 9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(S)-2-nethyl - 1-dquinold n- 5-

yl car banoyl ) - butyl ] -am de Conpound 14

(R -3-{(S)-2-[2-(2-Fl uoro- phenyl ) +geetyl am no] - 3- net hy
| pent anoyl am no} -

8-trifluoronethyl-2 , 9-tetrahyp 1 Hcarb OH
3-carboxylic acid [@/o H?)k H\b)l\

- (i soqui nol i n- 5-yl carbanoyl]j - 2% gt Yl -Tut '] - ani Qe
Conpound 148 O /ﬁ o A

(R -3-{(S)-2-[2-(2-Fl uoro-phenyll) - acet yl am no] - 3- net hy

| pent anoyl am no} -

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-

3- dzorbpoynd t4ac{(8)-{ ({&)-628-Dicthloyd-34(S)-1-(4-hydroxy-3-methoxy-

-[ (2-tetrahydro- -

4-yi - acet yl am nBICYREIRATUBR PEYRY HeRbAmSYHA 24 tetraycro-

(R) - 3-{(9) - 2- [ 21 (zaFazokr Byipabayioyl}-2aetthlldutyiptarBamietdeid ben-
| pent anoyl am no;};I ester

Compound 142 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid ((S)-2-oxo-piperidin-3-yl)-amide
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8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid ((S)-2-nethyl-

WO fjo8tie4n@hydr o- pyr an- PCT/EP2008/052640

4- car bonyl') - am no] - net hyl } - butyl ) - am de Conpound 150
(R-3-{(S)-2-[2-(2-Fl uoro- pheéyl) acetyl am no] - 3- et hy
| pent anoyl am no} -

8-trifluorometh -t et rahydr Hca ol e-

3- GAmRYNd &41}“:?/@ h(@ 6’28 Righiage-31(S) 2 methyl i [(tetrahydro pyran-4-

- [ (13- nor phol i n- gimkrf) Qﬁrl&&?ﬁ(&;@%d&ﬂéa‘rbamoyl} -2,3,4,9-tetrahydro-1H-
nmet hyl ] - butyl }-am de

(R -3-{(S)-2- [2C%r§am'@dﬂ%rm%%ﬂ§é*éﬂwaﬂ10ﬁtﬂam Add Rgnzy!
| pent anoyl am nogster
8-trifluoronethyl-2,3,4,9- tetrahydélo-
3-carboxylic acid {(S) 1 [(3-1m da
-yl propi onyl am no) -
met hyl ] - 2- met hyl - but yl } - ami deConpdilhd 152
(R-3-{(S)-2-[2-(2-FEl uoro-phenyl) - yl am no] - 3- net hy
| pent anoyl am no} - 0
8-trifluoronethyl - , DL |IE\I| > HQc/alLba | e<
3-carboxylic acid {(S)-2-mt hy] - 1 HR@
-[3- (t et rahydr o- pyr an- O o _A ©
4-yl met hyl ) - ur ei donet hyl ] - butyl }I-am de Conpound 153

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-

3- cGorbpoynd td4dc(R)-3-{(S)-2224@Fhugto-ghenyl)-acetylamino]-3-methyl-
L2 Lot ahyaro- Bttty SRR E1 XA
(R) -3-{(9S) - 2- [ 2edrBatdietdroarhuglivydcid {E L2y aiingl1e(N-Bherst-hy
| pent anoyl am no} - . .

8-trifluoromnet hber%I%?cg,r@qygibluglﬂmlgg1 Hcar bazol e-
3-carboxylic acid {(S)-2-nethyl -

-[ (tetrahydr o- pyran- 4-

1 Hc%ﬁ bazol e-

Compound 145 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid ((S)-3-methylsulfanyl-1-
thiocarbamoyl-propyl)-amide
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car bonyl ) -am no] - butyl } - am deConpound 155
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

WO p@atiemag | am no} - PCT/EP2008/052640

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid
[(S)-2-net hyI 1-(3- rmrphol i n- 4 yl propi onyl ani no) -
but
(RiCesbpga)d 344 oA REUBTERLRA BT bp P HIATIRAL- i hy
| pent anoyl ami nobentan%}llammo} -8- trlfluoromethyl -2,3,4,9- tetrahydro 1H-
8tr|fluoromethyl et rahydro-1 Hca rbazol'e.
(3 i m dazol - 1- ybabamoonylLiPaffde
2-met hyl - butyl ] -am de Conpound 157
(R -3-{(S)-2-[2-(2-Fluoro-phenyl) - acq_IyI am noj - 3- net hy
| pent anoyl am no} -
8-trifluoromethyl-2,3,4,9-tet rahydr 0- ar bazol e-
3-carboxylic acid {(R) -2-nethyl-1HN
-[ 3- (t et rahydr o- pyr an-
4-yl met hyl ) - urei do] Fbut yl }-Ham e oynd (158
(R -3-{(9S)-2-[2-(2: yl%%nN ,qethy
| pent anoyl am no} -

|
8-trifluoronethyl-2,3, 4, 9- tmhydro marbaz -
3-carboxylic acid ((R)-2-nethyl -

-{[(tetrahydro-pyran-
4-yl met hyl ) - car banoyl ] - met hyl } - but yl ) - am de Conpound
15%€ompound 147 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-

R -3-{(S)-2-[ 2- I I h
I(p)ent aﬁgyl) am E]O?én%anoy aonﬁ.%’o}pé“?r% Pome? I)é Sabe&]rahydro Y
8-trifl uoromet hydrbazde-3;carkdoaylicadujdl i(8)-1- (isloquitndined- @earbamoyl)-2-
3-carboxylic acid - d-[ N - (4-hydroxy-phenyl) -
hydr azi nocar bon H-{y%g%ﬂ‘t)é&'ﬁlb'\'cjeoutyI }-am de Conpound 160
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) - acer;yl am no] - 3- met hy
| pent anoyl am no} -
8-trifluoronethyl-2, 3,4, 9-tetrahydro-

ar bazol e-

Compound 148 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(2-tetrahydro-pyran-
4-yl-acetylamino)-methyl]-butyl}-amide
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3-carboxylic acid {(S)-1-[ N -(4-nethoxy-phenyl) -
hydr azi nocar bonyl ] - 2- net hyl - but yl } - am deConpound 16 1

WO R)08304®) - 2- [ 2- ( 2- Fl uor o- phenyl ) - acet yl am noPECBEPBDSIY52640

| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9- tetéghydro 1 Hcar bazol e-
3-carboxylic acid
{(d$ 1-[N - 5 é net hoxybenzyl

ADPPIHIh ‘b%né? ER h%t[%ﬁ FHQE%/P'}Q”é(Hiaﬁ%W@HH%QJLﬁﬁ@'eMb
( ff)e 3 1(9)- 2 [ 20krtafbsiRopbanublonteing ol aabnalariuret Y

8-trifluoromet hWerZ%Le 309V ICARRHB)-2-Metby d alét@hydro-pyran-

3- carboxylic aCh‘éarbonyléammo] methyl} -butyl)-amide
{(S)-1-[N -(4-hydroxy hoxybenzy ;

hydr azi nocar bonyl ] - 2- net hyl - butyIF}- m de Conpound 163
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-a éctyl am no] - 3- net hy
| pent anoyl am no} - HN
8-trifluoronmethyl-2,3,4,9-tetra
3-carboxylic acid [[(S)-1 ,, o
-(N -acetyl - hydr aziQaoearb S \
2-met hyl -butyl]-a bCordpound 164 ouAd 165
(R-3-{(S)-2-[2-(2-H uoro-/pﬂﬁnyl ) - acet y] anmi ne}P3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid {(S)-1-[ N -(4-hydroxy-benzoyl) -

hydr azi nocar bonyl ] - 2- net hyl - butyl } -am de For the

av Gampaund 15 o (Rt 3-{(B}-2- 22yt lwato-pleemg|) aodtylalnemn]c:hrhethyl

structure of the bov il ted
cor rospond by, npeTR e RSP Sy 8% -
regarded to unandtrbgmlerBycadnfxylmead]dw{E{S):Bﬂmth [(SFherpholin-4-yl-

terms indicated for e Ianatl he. above conpounds
of the inventi oﬂr°8|°v\ééﬁ“n° StRyT- bUty|} -amide P

Hcar bazol e-

ENAENhae

Compound 151 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[(3-imidazol-1-yI-
propionylamino)-methyl]-2-methyl-butyl}-amide
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unl ess indicated otherw se in the description or in
the clains, have the follow ng neanings: The term

wO aovsabalé t ut ed” neans that the correspondi ng PEERZNNS/052640

group or noi ety has no substituents. The term
"substituted" neans that the éyrrespondlng radi cal ,
group or noi ety hasone or nore substituents. V%ere a
radical has a plurality of substituents, and a sel ec

tion of various substituents is specified, the

sub tituents ar sehgctjd indeFendentIy of aqne anot her

ABPAYR ﬁ%?ed et Uaro-Phay) Bee aminglA-mefyl

the pur poses of pédtasoyidhviasiL 8- @‘rﬂlubl%fnﬂ,ftlfﬁ/l-fQCB 439§{§tlrélfydro 1H-
saturated or unsaturat ed hydrocar bon radi cal

may be br anched®¥PazAe-2icGHOXKIEASH Hrb2maRiey [@dtegrahydro pyran-

carbon atons, i 4§mdhylBuideattithg-bubdr-8nrekenyl s and

C2- 8-al kynyl s. Al kenyYs have at 1 east one C-C double
bond and al kynyls at |east one CC
Al kynyl's may additionally al so hav4
doubl e bond. Exanpl es of suitable g
met hyl, ethyl, n-propyl, isoprop)
sec-butyl, tert- bugyl n penty

neo- pentyl, tert-pgnt - g
n- hexyl , 2-hexyl, ?%&pt i, - ot W Npe nyI,
n- decyl , n-undecy - d8decyg, n- PePraqecyl
n- hexadecyl , noctadecyl, n osanyl , docosanyl

et hyl enyl (vinyl), propenyl (- CHZCH:CH 2; CH:CHCH3,

- C(Gdthp@yndH) (R )Hﬂf(@hﬂ[Z $5mmgﬁenyn@mewwmln¢1a@mewl

I, d
Ccosenyl, i cos. Boang RS S ronRi PRt 3G  yarey -
docos-1 3- enyl carbolaldaaghokPliceanid [(Se2-matipl-1-(@rtetpghydto-pyran-

(- CH 2- CCH, CC but yny|,, ntynyl, hexynyl,
hept ynyl , oc:tyny]y ‘ﬁ%%a%‘%’%”%tk@!ﬁ%) al kyl" for the

purposes of this invention refers to_acyclic saturated

riple bond.

at | east one CGC
| radicals are
butyl, isobutyl,

H\)j\ H H
N, " N N
H H H
O ~ O ~
/\I /\l le) o

Compound 154 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(tetrahydro-pyran-4-
carbonyl)-amino]-butyl}-amide
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or unsaturated hydrocarbon radicals which may be
branched or straight-chain and have 9 to 30 carbon

w@r@sao74i46 e. C9- 30- al kanyl s, C9-30-al kenyl s anPICT/EP2008/052640

C9- 30-al kynyl s. C9-30- Al kenyls have at |east one CGC
doubl e bond and C9-30-al kynylg, at | east one C-Ctriple
bond. C9-30-Al kynyl s rmy add| |onaI ly al so have at

| east one C-C | es of suit

(CH=-TnBY NP5 1 é%h 3:{4[5}52&? & F@PF%@!&E’VI acﬁall@éfa%ﬁ methyl-

OCt adecyl , ei Coﬁéﬂdﬁoyléihlﬁo}l@trﬂ%ww 2&? g%ft‘réhydro 1H-
trans- 13- docosenéﬁgﬁbr assi dyI tetrac

nyl
(ner vonyl) and &% q3§-aft¥>(xi/mﬁ§ -2 mﬁqul~t1e(§rﬂ10rpholln4yl
“cycl oal kyl " fobrobmy@wm%@”cgm,g@l s invention refers
to saturated and pa r tially unsaturated non-aromatic
cyclic hydrocarbon groups/radical s,r having 1 to 3
rings, that contain 3 to 20, prefekably 3 to 12, nost
preferably 3 to 8 carbon atons. Tth oal kyl radi cal

may al so be part of a bi- or poﬁgc c system where,
for exanple, the cycloal kyl padicgl is fused AN
aryl, heteroaryl aoi_he erb&yﬂL [ g S dg?}ned
herei n by any posﬁij ruiﬂesmreu rlnnggﬁﬁér s). The
bonding to the co -ounds he gen raty Yornmula (1) or
(I'l) can be effected via any possible ring nenber of
the cycl oal kyl radical. Exanples of suitable
cycl oal kyl radicals are cycl opropyl, cyclobutyl,

cycl opentyl, cyclohexyl, cycloheptyl, cyclooctyl,

cy danpoynd 156/0(%)"@{(6)*94[2 (Z?Mbﬂnmﬂrﬁhsdceammm] -3-methyl-
cycl ooct adi enyl ‘h rocyc

U poses. of ¢ hi GITARLTTBA F LFLPONfEL2 58 bvaro-1h
pol ycyclic syst eatrbaioléi-stoartﬂﬁthncmi EBpbl(3-imidazol-6-yi-0 14
ring atonms conprisin car 2, 3, 4, or
5 het er oat ons, PWpEQ??FWH1 %yﬂﬁﬁgﬂam5§ygen and/ or
sul fur which are identical or different. The cyclic
system nmay be saturated, nono- or polyunsaturated but
may not be aromatic. In the casé Fa cyclic system
consisting of at least two rings

Compound 157 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-

carbazole-3-carboxylic acid {(R)-2-methyl-1-[3-(tetrahydro-pyran-

4-ylmethyl)-ureido]-butyl}-amide
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the rings may be fused or spiro- or otherw se
connected. Such "heterocyclyl" radicals can be |inked

wWQ2@8a0ma46 i ng nenber. The term "heterocyclyl" BCEHBP2008/052640

i ncl udes systens in which the heterocycle is part of a

bi - or polycyclic saturated, rtially unsaturated
and/ or aronmatic systen1 such as mhere t he heterocycle
|s fused to an "aryl", "cycloal kyl", "heteroaryl" or

“heterocyclyl" group as defined herein via any desired
and,  possible rin f _the hetefoc radi ca
TR TES (R L SlradRiteIE 6ro-bhesy Jareh A A Qe
(1) or (11) can &ﬂa@éﬂaemh@}dswzﬂf@o@wetm%prQetfa @ro-1H-
menber of the hetergygcyl rad i

ca
sui tabl e "het er BRPBF]-S-CRERAX¥IG @'daf(g BW‘?EY' 1dﬂ[(ﬁ%ﬂahydr° pyran-
t hi apyrrolidi nyhyirhdtRar- bé’rbé]MbYI] menﬁ}g%myyém.de
oxapi perazi nyl, oxapi peridiny oxadi azol yl ,
t et r ahydr of uryI i m dazol i di nyl, thiazolidinyl,
t et rahydropyr anyl nmor phoI i nyl, Tettahydr ot hi ophenyl,
di hydr opyr anyl . The term"aryl "o e purposes of
this invention refers to aromm Frydr ocar bon syst ens

having 3 to 14, pr ferably 50t4 nore preferably 6
to 14 carbon atom N udes
systens in which ar LC cy e/i\ﬁ art of a bi-

or poly cyclic saturated, partially ursaturated and/or
aromati c system such as where the aromatic cycle is
fused to an "aryl", "cycloal kyl", "heteroaryl" or

" ha(tcanpcgngcll ¥59 (R)eB4H{{Spe- [@I{e&ff Fluecb-presmg|) {aceiymn?ama 33Imetbhyleg
"y Lo the compAmpRLe fifeRheni 2 f ey Hg

(I'l) can be effea]benbleﬁsa:aarwylmmmd {ijhﬂN F(g hydrdxwpheﬁyl)-
the aryl radica

f, sui radi cal s
are phenyl, biph%“@?no %ﬂWﬂfﬂ“SW&ﬁﬁﬂﬁh? nyI but
| i kewi se indanyl, indenyl, or 1,2, 3,4-
t et rahydronapht hyl . The tern1"hetermary|" for the
pur poses of this invention refer a 3 to 14,
prefera

poany

Compound 160 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[N'-(4-methoxy-phenyl)-
hydrazinocarbonyl]-2-methyl-butyl}-amide
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bly 5to 14, nore preferably 5-, 6- or 7-nenbered
cyclic aromatic hydrocarbon radi cal which conprises at

wO e@siioug6 where appropriate also 2, 3, 4 or 5 PCT/EP2008/052640

het er oat ons, preferably nitrogen, oxygen and/or

sul fur, where t he het er oat ons, oAl € i dentical or
dlfferent The nunber of nltrogen atons is preferably
0, 1, 2, or 3, and that of the oxygen and sul fur atons
is independently O or 1. The term "heteroaryl"” al so

i ncl udes systens in which the aromatic cycle is part
of a bi - or polycyclic saturated, partially

o SAbabe) 160 9 D5Ra TR Byl e et

hhet eroaryl " Ogentﬁlfﬁdyaﬁrﬁﬁ Wiffuo%iniéﬂl@l@% meftetvems}dro w}

erein via any e II‘OOFF] 0SSl F I’f of e i
e e et e e,

het er oaryl radi E3P32
the general for pahA)hlydra@ihotarbpnipnidnyebiigtieetdeyi a

any possible ring rrenber of the heteroaryl radi cal .

Exanpl es of suitable "heteroaryl ﬁge pyrrolyl,
thienyl, furyl, imdazolyl, thiazolyl, isothiazolyl,
oxazol yl, oxadi azol yl, isoxazoly. yrazol yl ,

pyridi nyl, pyr|n1d|nyl pyrida W7 pyrazi nyl ,

i ndol yl , qU|noI|nyL I soqui RO I i@1dazol O~

triazolyl, triazi te hthal
i ndazol yl, i ndol |un1 no',i{al nyll, Qui nazol i R
pteridinyl, carb yI aZ|n9I/”prenova|nyI
phenot hi azi nyl , acrldlnyl or the purposes of the

present invention, the terns "al kyl -cycl oal kyl "
" cy@dmpodlryd a6k y (R);3-{(8)- RA)[Q-(Z}EhJechpr;eﬁdebetylamino] 3- -methyl-

kel oheE e var Byt & Hibromat £ 5% Estratydro-th-

al kyl, cycl oal kyehrbaitﬂae 8roadyoxylic anid/{(SamdNhethydmyyd-mathexy-

e o e RN SRl B b e <o

t he conpounds of the general formJIa () or (I1) via
an al kyl radical, prefera bly GG 8 al kyl radical,
nore preferably CrC 4-al kyl radic The term

"hal ogen", "hal ogen atoni or Hk
(Hal-) for the purposes

1 Lt A ﬂ
mﬁ ° N

Compound 163 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-

)

pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(N'-acetyl-hydrazinocarbonyl)-
2-methyl-butyl]-amide




of this invention refers to one, where appropriate, a

plurality of fluorine (F, fluoro), brom ne (Br,
whe@sn)744€hl orine (A, chloro), or iodine (I, POTBP2008/052640

atons. The designations "di hal ogen”, "trihal ogen" and

"per hal ogen" refer respectiv y. to two, three and four

substituents, where each substituent can be sel ected

|ndependentl fromthe group con sisting of fluorine,

chiGmpRUNd | %411 ne and i odine. "Hal ogen" preferably

means a fluorine, chlorine or bromne atom In yet

anot her preferred enbodi nent, at Fe one LHRH

ant agoni st as defined herein is prow ded that can be

used for the preparation of a nedlct for the

herein disclosed treatnents, whdfhi [

dose is a total nonthly dosel Rre raneof 10 ng to

150 nmg LHRH antagoﬁlst pHef aqtothal gonthly
dose in the range & ) t i¢##h blpi st ,
nore preferably g aI nonthly1do- in tRe r ge of
10 ng to 40 ng L ant s, nor efer

total nonthly dose in the ran e of 40 to 150 ng
LHRH ant agoni sts, nore preferably a total nonthly dose
in the range of 60 ng to 150 ng LHRH ant agoni sts, nore
preferably a total nonthly dose in the range of 60 ny

(2 0ot 6L 20805 5 80 Bk PEL ALY 2oL

nmy, 120 ng, 13opergamylatﬁaomtrmuatdnmm;&@M,suetrahydyetHa

further preferr t .. suc

is to be admini §§'@§r Ted é(f or)%l'csal%né]g éj)trlriht Wﬁ%x¥ b%RZOyI'
adm ni strati on bydrasndcartmmyf@methgttaitgdamigdece a nont h
(preferably biweekly), three-tinmes a nonth or

four-times a nonth (preferably kly).lf a total
nonthly dose is to be adni ni stfer d bi weekly or weekly,
for instance, the total nonth]| e is the sumof
each single adm ni stration,

F O O OH
H H
NS H/NY@

e /ﬁ H o /ﬁ e

For the avoidance of doubt, if chemical name and chemical structure of the above
illustrated compounds do not correspond by mistake, the chemical structure is
regarded to unambigously define the compound.

The terms indicated for explanation of the above compounds of the invention al-
ways, unless indicated otherwise in the description or in the claims, have the following
meanings:

The term “unsubstituted” means that the corresponding radical, group or moiety
has no substituents.

The term "substituted" means that the corresponding radical, group or moiety has
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30

strations need not to be identical. That is a total
nmont hly dose of 40 ng LHRH antago ni st can, for

w0 p@Badmeq be adm nistered in two bi weekly PCT/EP2008/052640

adm ni strations of 20 ng + 20 ng or 30 ng + 10 ng or

in four weekly adm nlstratlorq1 of 10 ng + 10 ng + 10

nmg + 10 ng or 20ng+5ng+ Ong+5rrg Atotal
nont hl y dose_ of 90 LHRH ant agoni st. can,

PR PREE, Substitients nWE?r@rae@dICﬁ' hagr B'PW@%’I&“?UbSUtUWtS and a selec-

ﬂ&d‘bfmaﬁbus@‘éu&ﬂ@eﬁfs |§39péﬂﬁleﬁ @ JUBstlien?d afketec®Y |ﬂBe ndently of
or three-tjmes a nonth as 30 ng + 30 ny

Q”%@”Q?ﬁer qr’ﬁ'r% Tahnes@io b gpiGekd enbodi nent, at | east
one LHRH antagonist is provided that can be used for
t he/ eriearait der e par99é§$ efisATvaNgen feiers iR ARYGc saturated or un-

Qétﬁﬁdtébﬁ%réda@@dﬁ?ﬁakéls V\M@T rﬂw bé Bﬁanbﬁé&brf@ﬁiilgﬁ%héiﬁ%ﬂd Ih&ve 1 to
a single or nultip dose o

B [piko @lt%%ﬂrles 183'k§"‘¥‘|§| so%'k%|3tﬁnﬁ'l%'80é%r9"sd6§‘§”gghive at
Féﬁsﬁ&we&@-d‘%dbl’é%r@@r@%n@l% at feast 61 €- Cpfrlpl'élﬂdnUpAIRynyls may
dai | dose of 50 5 LHRH an oni st or
afinalo A ees aPestaRe (G A aledond doxg PIom0 iy ghle sl radicals
g rhéthyl, &Rl e e Jﬁ/! usd&’@)’yﬁlnfbdtﬂels%mw @ec%utﬂuﬂehldmltﬁ n-pentyl,
daily gose is m ni stered over one %. ?
tSHrp@aty Rpe-pentyl terirmoRy f1 e mayr pamy bﬁév'o?r AgiE dsohexyl, n-

il n—bct%ﬁ%on?l Y\E&Kﬂ, nfén@}&@k%rddhebﬁeﬁﬁ-%tra@ewq{(ﬁexa@ecyl n-

S

nore
H‘Hﬁ@‘?@" ”Sc?ﬁ%W'hE dogos,%mm ﬁ@yl?Py'rﬁS'P)é' rP(S?RW' &Fleé'éTq;lHév HeH=CH-
@eH!,:ﬂ iy &mglomw umter@a@ent@hﬂgmeﬂyl H’ﬁétérﬁ;ﬂ"&téﬂgﬁ@m&dlén?leoctade-
0

a treatnent-free perli
OC{%E‘P%'é"%J%(&éCOSP%r'C%%emf' Feicggyid;enyls glo |, gpcos-13-
émm G(Zﬁadéos {- Wketh):ﬁyv\@ﬁip%ny@ OWeeBSCHA-OMELRE,) 5utwk§entynyl
S or nore weeks, nont hs, 2 nont hs, 3rmn

HWPW heplymbicheyl 6 m)nt hs or nore nonths. In a

e THedBr A BRI pof B seaep R EHErbien JE Pty giRgatrated
B @idatRated 'hy@rfochbﬁﬁ eddicdienhich efaytdeeorbgdriror dirsightosiRth and
have 9 to 30 carbon atoms, i.e. Cs-30-alkanyls, Cg-30-alkenyls and Cg-sp-alkynyls. Cg-30-
Alkenyls have at least one C-C double bond and Cg-3-alkynyls at least one C-C triple
bond. Cg-30-Alkynyls may additionally also have at least one C-C double bond. Exam-
ples of suitable (Cg-Csp)alkyl radicals are tetradecyl, hexadecyl, octadecyl, eicosanyl,
cis-13-docosenyl (erucyl), trans-13-docosenyl (brassidyl), cis-15-tetracosenyl (ner-
vonyl) and trans-15-tetracosenyl.

The term “cycloalkyl” for the purposes of this invention refers to saturated and par-
tially unsaturated non-aromatic cyclic hydrocarbon groups/radicals, having 1 to 3 rings,
that contain 3 to 20, preferably 3 to 12, most preferably 3 to 8 carbon atoms. The
cycloalkyl radical may also be part of a bi- or polycyclic system, where, for example,
the cycloalkyl radical is fused to an aryl, heteroaryl or heterocyclyl radical as defined
herein by any possible and desired ring member(s). The bonding to the compounds of
the general formula (1) or () can be effected via any possible ring member of the
cycloalkyl radical. Examples of suitable cycloalkyl radicals are cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl, cycloheptyl, cyclooctyl, cyclodecyl, cyclohexenyl, cyclopentenyl
and cyclooctadienyl.
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treatnents with the herein disclosed doses, wherein
the at | east one LHRH antagonist is to be adm nistered

wWo@e@s/167486 eat ment period of 1 or 2 nonths fol | POEEPIIYS/E52640

treatnmentfree period of 1, 2, 3, 4 or 5 nonths,
preferably 2 nmonths or 5 rmnt ~(one treatnent cycle).
The term"treatment cycle" inthe course of the
present invention is defined as a treatnment period of

1 Jmezerﬁbmeﬁﬁgowiwl”d%taeWI%QS% iihisdrentioreefeys to gnaso- or poly-
&jclit 8psEmNe tand, preretbNy 5 ¥es IR hisg afBHﬁétcohﬁ)r"sl’fﬁQ carbon atoms

shortest treatnent cycl’e consists of a one-non
ardhtaent Yer h%aroamsa'wn%mrqqeaa@wsﬁﬂ ﬁf‘?'/@ésu'fur which are

I@J@ﬁilc%‘ljor NSRBI hE BEclic QPSBH mAY S@Eatﬂ%ﬁéd %/&1'09 oﬁ@cﬂﬁ] rshfirated
a two- rmnthstreatrrent gerlo and a five-nont

Pvtéa%mtbef%@a% n g cape 8t 2 FYA S)é?t%mé”ﬁ?'é%ﬂ%ﬁrﬁt leagtiwe rings
Wetrihgd ntlyeresddorCdpirbV\er stRérWie donfaéiB®Buchehétefbedigl” madicals

two-nonths treatnent-free period and a treatnment cycle
R Pe BnkeAInRM IoPemRe EB?IGGH%‘ helemaeit aﬁeﬂn%&’eéﬁdﬁﬁms N

{vhica theoRdtBRc n%él@ t FERNdf-of Bie6r fBJcy @R saturaddf Mrﬁeill@runsaturated
preferred enbodi nent, at |east one LHRH antagonls

a@/ PIRIAMAK? BYSIEM sSUsh Gsivdeee ineieterasyclsds fised 16 ap %fM'é CYC'Oa|'
RYIS Pridtérob g o@fh@er@@yhm egrBlb aé @éflﬁé&!ﬂwe"r‘@h Qiahar§ de%w@d Qﬁ&soss.ble

treatments with t herei n discl osed doses, whe
fipemembepgithe Bﬁt@rqu radieals Thedhending te tl@q)cct;’@pounds ot the general

RARLRAI (Bl (I8&ah 'be%ff@@t%@ vi%lfany'po'ésﬁlaa erRh‘brﬁBérQﬂ% ﬁéterocyoyl radi-
four - tlrresarm or three-t

ealanries Oftw'te*éle “h?fgrﬁf:}‘f:' I r@@icél%? 9%@'\%@% |tfy§1py”6>ﬂ'dmyl piperid-
;h9| ekalﬂﬁ%)w @a&@s@ﬁtlﬁw 6>€é|ebﬁpefrltiiﬂi9ls of@ad%m téﬂ%rﬁ/aﬁff@\bi ¥midazolid-

i 10BNy BHABPpy anbrmaP RSy ARSIV shydropyranyL.
RO rar o espsiseR of ViU sRry SIS leakesic Ridrocarbon

systems having 3 to 14, preferably 5 to 14, more preferably 6 to 14 carbon atoms. The
term “aryl” also includes systems in which the aromatic cycle is part of a bi- or poly-
cyclic saturated, partially unsaturated and/or aromatic system, such as where the aro-

matic cycle is fused to an “aryl”, “cycloalkyl”, “heteroaryl” or “heterocyclyl” group as
defined herein via any desired and possible ring member of the aryl radical. The bond-
ing to the compounds of the general formula () or (II) can be effected via any possible
ring member of the aryl radical. Examples of suitable “aryl” radicals are phenyl, biphe-
nyl, naphthyl and anthracenyl, but likewise indanyl, indenyl, or 1,2,3,4-

tetrahydronaphthyl.

The term “heteroaryl” for the purposes of this invention refers to a 3 to 14, prefera-
bly 5 to 14, more preferably 5-, 6- or 7-membered cyclic aromatic hydrocarbon radical
which comprises at least 1, where appropriate also 2, 3, 4 or 5 heteroatoms, preferably
nitrogen, oxygen and/or sulfur, where the heteroatoms are identical or different. The
number of nitrogen atoms is preferably 0, 1, 2, or 3, and that of the oxygen and sulfur
atoms is independently 0 or 1. The term “heteroaryl” also includes systems in which the
aromatic cycle is part of a bi- or polycyclic saturated, partially unsaturated and/or aro-

matic system, such as where the aromatic cycle is fused to an “aryl”, “cycloalkyl”, “het-
eroaryl” or “heterocyclyl” group as defined herein via any desired and possible ring

member of the heteroaryl radical. The bonding to the compounds of the general for-
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- 30 ng LHRH antagoni st four-tinmes a nonth (preferably
weekly) or three-tinmes a nonth or twice a nonth

w@ prosfiersabl y bi weekly), or - 60 ng LHRH ant agoPCHEPAS8/052640

one single adm nistration followed by 30 mg LHRH
antagoni st as one single admygj stration two weeks
later, or - 60 ngy LHRH antagofiist twice a nmonth

(preferabl y bi vveekl@i/d), over a _treatnent period of 1
DUlppihit B 41k N Ravgigcisg! via anyeRassiif irg Bemper pfdhe peteroary | radlcal

Bxarflples o5sdﬁﬁ6ﬁ9hﬁeteﬂia%fl edralydoll, RN SuQr, idid 8RNI ik isothi-

treatment cycle). In a yet further preferred
afhdaPReal; Oéﬁd@?@%t's%ﬁéo'K'b—PéF“I%QlY'a@GH’Wi PYEMigTY, pyeidazinyl,

bﬁéﬁhﬂ ||n§olplr aui hé'lﬁﬁ’fl iddRLine A, brﬂldé%ﬂsjl frREolyiNRiazinyl, tetrazolyl,

par ati on of medi cament’ for the herein disclosed
P*ﬂtaa'?ﬁ'ﬁh't @d%qlxﬂ 'f‘%'zlﬁ‘& griRoxaligy!; 8%'@%?0&6‘6%%’[9”%3& @razolyl,

héhakingRbRBHYxaspl ShdrotiiemaaiRddiajt er the end of the

reatnent-free period of the preceding treatment cycle
ONGRy tHé/\!blﬁ oselsivf ﬂﬁ;ﬂrbé’@ﬁ mvfeﬁtlltfrr iHeﬂE@ﬁns ifailR{Sﬁ“—c:j?dlc!'@f\‘i/l“o‘l'cycloaIkyIaI-

cont“ nuous é roni ¢ treatmen ? W ) € ’
W pRIf hsgeréqx S aPistoay oI al e aairing. Flnbriesary

Qrﬁd d1eiér6z§r9létkyl’ %e%ﬁQHatfaﬂi@D%%leRylpﬁeﬂ@@dw garplfaelatHéﬁé?baryl are
c cle. That |s, for instan eatrren

th
L F0FR1HEE ALP o 2RE H}%YC{O@E% H%ﬁ%fO%%lV'r 8y %’Pﬁvjh%{eroarw raical s
bme@qaméscdnﬁmha@ Bt thE lgeBedelotdia¢BBr 0B viadd AR dadiyal Porefera-

freatpent cycle with th or two-nonths
P'V@atd%%y' G d“%fﬁcﬂ’r‘%e'ﬁ e&?@ﬂ?'hﬂ radiedt nent - fr ee
period or vice yeﬁ%a A chronjc treatnment

I d,, for
PSR eh e halgoerHERL B Heloopr sursiBtent dper et (emyrposes
af tﬁl@en\mhﬂbmré?érstt&\@néfﬂﬂielﬁéabrﬁreﬁﬁd’t@rﬁ pID!%iIltyQﬂ fla&ﬁhea(F fluoro), bro-

fn,lr@a Igr%terg Iggng\icz)l tﬁorgﬁe“ od O Conse ﬁg deS|gnat|ons “di-
hale memﬁhawehogncﬁrpjérraaldgewerdmrrbé\@echm tdmt thirée2&nd four sub-

onsecutive trea
gﬁ'tv%}tﬁaﬂ?heﬁ% e oA SRR B OSesde RO &1 @iap con
8iBhd 8% brine, chlorine, bromine and iodine. “Halogen” preferably means a fluorine,

chlorine or bromine atom.

In yet another preferred embodiment, at least one LHRH antagonist as defined
herein is provided that can be used for the preparation of a medicament for the herein
disclosed treatments, wherein the intermediate dose is a total monthly dose in the
range of 10 mg to 150 mg LHRH antagonist, preferably a total monthly dose in the
range of 10 mg to 120 mg LHRH antagonist, more preferably a total monthly dose in
the range of 10 mg to 40 mg LHRH antagonists, more preferably a total monthly dose
in the range of 40 mg to 150 mg LHRH antagonists, more preferably a total monthly
dose in the range of 60 mg to 150 mg LHRH antagonists, more preferably a total
monthly dose in the range of 60 mg to 120 mg LHRH antagonists and most preferably
a total monthly dose of 10 mg, 20 mg, 30 mg, 40 mg, 60 mg, 90 mg, 120 mg, 130 mg
or 150 mg LHRH antagonist.

In yet a further preferred embodiment, such total monthly dose is to be adminis-
tered as one single monthly administration or is to be administered twice a month
(preferably biweekly), three-times a month or four-times a month (preferably weekly).
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five-nonths treatnent-free periods in all possible
ways. It is known in the prior art, that testosterone

weamsnetison | evel s of castrates and boys bef or BCT/EP2008/052640

reachi ng puberty are in the range between 0,3 to 1,2
ng/ mL ("Labor und D ag nose, rausgegeben von Lot har
Thomas, 5. Ervvelterte Auf | age” 2000, page 44, 44.2.5
Ref er enzber ei ch” )..In the course of the present

i nVeigidmoniiiedes isdo bnarmplidered eakly araveakly, r instance, the
fo@él mMdheIRB6Se i ke S8 BFe dhosfr'f@?élﬁdrﬁmﬁtrfa%rh Q\Vhere trreftw@aamm.-

hor nona castration"
§Wt906 Reed peiftabe ddenpigel Thates Siqtinanantiiy 50%9%}1@9 (E8 antago-

hidt @Mk iimgarfear H@B&nhh@re@ﬁﬂmrbn&@é}@ﬁ&drﬁlﬁ%ﬂﬁtlons of 20 mg + 20
Preferably, chemcal (hormonal) castration is

e SO+ dAdRG 8kt in e YReklyarderiyistygiogs ok 49 W%?%H@ + 10 mg + 10
%%@0'%@'5 g +89 +C5”erA %I%%tlﬁl?bﬁ?&e o@(ﬂﬁ?ﬂ.ﬂﬂl—yantagomst

0,5 n In a preferred embodi men | east one
E%thprd?ﬁt%ﬂ p%@d@gllﬂgﬁﬂ e BVOHRIVERHY ?gmﬁ'srtr@t'?/”%‘gdsotrﬂ%t* 30 mg or

Q@ngb%@lﬁ@dorf%rmé h&Sﬁﬁ@Bﬁih?éé ffePh noniresd s@ ANt 30 Rig + 30 mg.
the herein disclosed treatnents with the herein

di 96 baserkr pesiesed whBs@mMent AelcaftaiedMRH B ?@rﬂ@ﬂ i3 prowded that

castration is a testosteron castratlon rererrin
EAILPR uEed ighibereraiatianl|a rBedicqinelt fQjrthe Bpisip disglo /tFﬁétme”tS
AhererT BB lintethliN@bBie islasifylé BF inDRipleasR F&@bs@éfdhmg to 250 mg

[ ent |nvent|on the a east one L nt agoni
HeRPegoaisbasiTal g BliBle i gpoeai DO 00ad S etagonist a

Bihgle T atultpne @éllﬁ/&ioﬁ@Gf S@ARYb 150an( ImRIh%h%an@t érCé é]ﬁ@@ or multi-
treatments wt herein di scl osed doses

Big Ry Elefecafmdo.Corpe o5 &0 B0 H LB e sabheiehiae shale or mul-
AhacEmCAseds BahInst@el over snelslyaftrdaysNthreeyd®lysf falit 8, five
aspect of the present invention, the at |east_one LHRH
Q?Msaé'éﬁj@ﬁ oyyore days, 1 week, 2 weeks, 3 weeks, 4 weeks, 5 weeks, 6 weeks or
more weeks, 1 months, 2 months, 3 months, 4 months, 5 months, 6 months or more
months, wherein the administration of each single or multiple dose can be followed by
a treatment-free period of one day, two days, three days, four days, five days, six days
or more days, 1 week, 2 weeks, 3 weeks, 4 weeks, 5 weeks, 6 weeks or more weeks, 1

months, 2 months, 3 months, 4 months, 5 months, 6 months or more months.

In a preferred embodiment, at least one LHRH antagonist as defined herein is pro-
vided that can be used for the preparation of a medicament for the herein disclosed
treatments with the herein disclosed doses, wherein the at least one LHRH antagonist
is to be administered over a treatment period of 1 or 2 months followed by a treatment-
free period of 1, 2, 3, 4 or 5 months, preferably 2 months or 5 months (one treatment

cycle).

The term “treatment cycle” in the course of the present invention is defined as a
treatment period of 1 or 2 months followed by a treatment-free period of at least one
and up to five months. That is the shortest treatment cycle consists of a one-month
treatment period and a one-month treatment-free period, whereas the longest treat-
ment cycle consists of a two-months treatment period and a five-months treatment-free
period. Preferred are a treatment cycle with a one-month or two-months treatment pe-
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defined herein is provided that can be used for the
preparation of a nmedi canent for the herein disclosed

woe@atorme s with the herein di scl osed doses, WPET/EP2008/052640

the nedi canent is applied before and/or during and/or
after treatnment with at | east one addi ti onal
phar macol ogi cal ly active subs% ance. The above nenti oned

at | east one additional pharmacol oql cally active
dohancha dro-mepngdeesimendritgsinering a0 8 treafmgH sy de Wih &rermonth or

fulR- % AIRE Sreafhafl dBfios aMPA AvaTHRAING tieatrAcnt A Deriod.
antichol i nergic agents, muscarinic acetylcholine

receptor antagonists, tricyclic antidepressants,
Cal ci um ant agoni st , Cal ci um agoni st, Cal ci um channel

bl ag &eurﬂaer%féﬂrmmb@mm@ht at:reaytair@rmm%ht@g&mwas defined herein
ant a Pot assi u %onl sts, Potassium chan n

S| 5@ t%amnag%lgq% feithe éqpag&itop\pé@@ icament for the h(larem dis-

élb@étﬁtré’éim@ﬁl%rv@!h%é aeRM GEcledtdrdbRBs a&rfereualthiéﬂ@tlbémhe LBIRH an-
pha- adrenorece%tor antagoni sts, b3-adrenorecept or

E’QBWFE‘%O be gAMIN'Lerad in 39A%9 Poi d receptor ant agonl sts,

oqa1 2 MBI AaRam e ByPites 5 Mool (il GaBlvsain) pelhree-times a

sel eabetl optwitd a ngirtnl [prefendiystiiveekipf ot hi s agents.
Exanpl es of suitable anticholinergic agents and/or

MUSCHY IingiL(HFEH:Eﬁtﬁb@rhﬂ'fbmetlnﬁ@c@mohmr(paanéragwrwe@kls;«) binblaedemes a
ZT%E%B@ avﬁg%ﬁﬁoﬁw R ﬁEﬁbg&lg)W%kly or
L[1)| § ? %Q?Qﬁgwo%q eshar @nqggeg?ra g\telegl'é(s cr>ro l%raerc]a;-times a

Servnnouetﬁ oRa@jcshrnyodﬂu(mefbrabﬂiﬂﬁﬁeé’lOy 5pr, flavoxate (4H 1
- Benzopyran- 8-carboxylic acid

3- me30wyly-LHRXK antagpiistriylr-tinzes d mphihepredérayly meickly) oettezrtimes a
L e BT
15 Rl B AblaRfaR e ok Sap iy ST G R b

Nu rrb@ﬂagcﬂ%aS(bﬂ@)smgtél aonahistmativd tvp veekd later, or
' - Bi cycl ohexyl ] - 1-
- 60 mg LHRH antagonist twice a month (preferably biweekly),
over a treatment period of 1 or 2 months followed by a treatment-free period of 1, 2,

3, 4 or 5 months, preferably 2 months or 5 months (one treatment cycle).

In a yet further preferred embodiment, at least one LHRH antagonist as defined
herein is provided that can be used for the preparation of a medicament for the herein
disclosed treatments with the herein disclosed doses, wherein the treatment cycle is
repeated after the end of the treatment-free period of the preceding treatment cycle
once, twice, three-times, four-times, five-times or continuously (chronic treatment) and
wherein each respective succeeding treatment cycle can be identical or different to
each respective preceding treatment cycle.

That is, for instance, a treatment cycle with a one-month or two-months treatment
period and a two-months treatment-free period can be followed by a treatment cycle
with a one-month or two-months treatment period and a five-months treatment-free
period or vice versa. A chronic treatment could, for instance, consist of consecutive

treatment cycles with a one-month or two-months treatment period and a two-months
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carboxylic acid 2-(di ethyl am no)ethyl ester, synonyns:
Bentyl; Bentylol; Dicycloverin; D cycloverine; D ocyl;

wow@sior44Chem cal Abstract Services Regi stry Ne@bhEP2008/052640

77-19-0), tolterodine (2-[(1 R-3-[bis(1

-nmet hyl et hyl )am no] -1 phenyIS%opyl] 4- et hyl - phenol
synonyns: Kabi 2234; PNU 200 Chem cal Abstract
Servi ces Registry Nunmber: 124937-51 -5), darifenancin
treqtmepttr%@p@nqs# CH)PG P%ﬂaﬁ%@ﬁzt[ﬁatmﬁ%ﬂyﬁéﬁ Wh]aoaleﬁnanth of two-

AloRhadicafeeht periéBaid 8 fiby hiotrsdidagRERIRIE gifiod DY Bﬂﬂiﬁ@@cutlve
UK 88525, Chem cal Abstract Services Registry Nunbe

reaimgot g/gleg)wmgqﬂema@ﬁgﬁa@-,month or two-months treatment perlods ‘and two-

6.(f1v§)m6ﬁiﬁ% tréatPvenbirey Bb@c{d% i af bosdibiSways.
3, 4- di hydro- 1- phenyl - 2(1 H)-i soqui nol i necar boxyl ate (

1 :1) Butanedioic acid, syno nyns: Vesicare; YM 905,
Cheni cal Abstract Services Regi stry Nunber:

242 &neén R‘Dtheﬁoﬁ@ﬁ@t YhatGediOdtérdae castratlon levels of castrates and boys

éef@[%reac |gé8l>ﬁgﬁr}y|?&rleg1 Sé@%’gegget Y[éﬂ,@rr&l)me “Labor und Diag-

Aos¥z Gréka?d@gég’édeﬂ VoniLdgek IRGmaslb. EﬁNélfe@tblﬁdjflagél pdoo, gage 44,4425

égp Kept an; Rel aspi um Sanctura; Spasnex; Spasno
eS‘fd%gB hy)t Chem cal Abstract Ser vices Regi stry

Nu%ﬁmo%cr)s‘leggf[ﬂﬁpr entgﬁ\{se%&@rg %H(Ia ﬂagrtn% Prﬁcgﬁ}qw) %}ﬂaﬁeﬁmqnal” within
fop et tepietths droriyas oxgtrEibiTy fchehtday (hoeabedl) c4shanidrear “hor-

R RIS BE T &9 JHKI® S HRIDOQORReRR oL uteinizing

hanfUn@EQZIQj @&ortbﬂb@t@ﬁiﬂﬂed&ef@ﬁﬂ?mﬁmlchRBrthHal §XdPation is a tes-
8025, Chem cal r§g8¥ ract Services ﬁpg F %/ Nunber fl?Ol

tpstefong estrafiaipncieiers I feslostarons, plpdd leyel ofiegygl gr pefow

aptrigaprmeedds0 6mglrmide i m pramne (1 0,1 1-di hydro-

N, N- di net hyl - 5H Di benz[ b, f] azepi ne- 5- pr opanam ne,

Syﬂ@m{jﬂaerré@bhﬂe@meﬁt aB@akmﬁmmR%hiagbﬂlﬁi aedefiNe€herein is pro-

: 46 raze
e ab el PestFlr Koroeneratin g rcicamaiprale hprein cisclosed
ﬁelath&htsemﬂatlhslhumuraa‘eagm &dses) wisdrgidané earicali(hern{dNal) tastration
1 -ditnetheyl e%hﬁ/IrP- :
is a testosterone’castration’ referring to a testosterone blood level of equal or below
1,2 ng/mL, preferably 0,5 ng/mL.

In a further aspect of the present invention, the at least one LHRH antagonist as
defined herein is provided that can be used for the preparation of a medicament for the
herein disclosed treatments with the herein disclosed doses, wherein such medicament
comprises at least one additional pharmacologically active substance.

In a yet further aspect of the present invention, the at least one LHRH antagonist as
defined herein is provided that can be used for the preparation of a medicament for the
herein disclosed treatments with the herein disclosed doses, wherein the medicament
is applied before and/or during and/or after treatment with at least one additional phar-
macologically active substance.
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al pha- et hyl - gamma- phenyl - benzenepr opananm ne, Cheni cal
Abstract Services Regis try Nunber: 15793-40-5).

weEz@spbage of suitabl e al pha-adrenergi c recept o0PCT/EP2008/052640

ant agoni st s and/ or al pha- bl ocker and/ or
al pha- adr enor ecept or ant agonlgs}s i nclude terazosin (
1- (4-am no- 6, 7- di net hoxy-

2- qui nazol inyl)-4-[(tetrahydro-2-furanyl)carbonyl ] p
er gl' OV iad %{‘)%Q(SF aee agdiviong pearmRggipgically qqém,gybstance

P88k Gé‘maéth rRRRRAXMRENE HTadRr (Abkatis: Blpeeshydth Mistkrelax-

met hyl - 2- phenoxyet hyl ) - benzenenet hanam ne, synonyms:

aas A@ntlggﬂw@q agetis i’@HW?””'@)@%WWQ“ﬁe rﬁe@g}qﬂn a,g@nlsts tricyclic

EhiRRpraskhms,; Cﬂ&@l‘ﬁc&?ﬂ’ BRI @um Qa8 AL E alcfRs ER@fel blockers, Cal-
SerV| ces Regl stry er: 59-96-1 ) prazosin

lm(A2ARE! 7S \@tqrsdPQItggqﬁmﬁngag@msﬁaE eiaﬁﬂym)ag@n@ts Potassium chan-

ﬁé{w&b@apb@eyhm dRaRes| 2&iiors smamad@nergwrr@éaﬁmntagon.sts
Lent o Chem cal Abstract Ser vices Registr

Riehasere: qugzalp@a 8@regyreceRiptNBeqSy RY %dZﬁjQrQQG[F[t% ggpnists, vanil-

@td@omtm%wbt@t Br)‘tbibé’rﬂ%t@ Oddt)tﬁ IR thxiRs’ "@fdfméﬂérébﬁ%ﬁ ARG SéHst one
f onami de, Amsul osi n, Chenical Abstract

g%q'mr@éehwglpwaw%é@ subsiripeduselertag of g gyPegngipting of this
bft@bl e b3-adrenoreceptor agoni sts include ritobegron

([4-12- [[(1 S, 2R)-2-hydroxy-2-(4-hydroxyphenyl)-1

- MERtx A sh)f|shﬁéﬂlé19|}|t%hBMie}g|8aéentgbﬁ@/thu@&H&ﬂ@%ﬂetyﬂﬁ@hh&reoep

aci d, ract égerw ces Reqgjstr

%gqt@gom@t& |Q9Iudwy t,tgnm I&Z&QS?%IC acid alpt}/a cycm?1exyl -alpha-
byidrofyl-; 24 dlét jﬂm&ro f-3= @Wr@r@a@é\e o)nyﬂls Ditropan; Ditropan XL; Oxytrol;

hydr 0X am no

Uomas;, Alstrag Essme 869@ NU@P&%@? Rt Hayoate (4H-1-
BehAT0gRR- s?@%smw abldri@kthyRp3R29-0héng) 2- Eb@@ﬂ&ﬁ‘}l &yl ester,

éwta | e vam%l oids _and/or vanilloid r

AERIFERRIECt RRVigae ReesinNuEIRSE: dePiT @@‘@r)ligﬂ%adﬁ'&"% (N-methyl-N-
aiCindihyretHyy)N-px 913 -xaRthBAYylcarbonyl)oxy]ethyl]-2-propanaminium, Chemical

Abstract Services Registry Number: 298-50-0), dicyclomine ([1,1'-Bicyclohexyl]-1-
carboxylic acid 2-(diethylamino)ethyl ester, synonyms: Bentyl; Bentylol; Dicycloverin;
Dicycloverine; Diocyl; Wyovin, Chemical Abstract Services Registry Number: 77-19-0),
tolterodine (2-[(1R)-3-[bis(1-methylethyl)amino]-1-phenylpropyl]-4-methyl-phenol,
synonyms: Kabi 2234; PNU 200583; Chemical Abstract Services Registry Number:
124937-51-5), darifenancin (1-[2-(2,3-dihydro-5-benzofuranyl)ethyl]-alpha, alpha-
diphenyl- (3S)-3-pyrrolidineacetamide, synonyms: UK 88525, Chemical Abstract Ser-
vices Registry Number: 133099-04-4), solifenancin ((1S)-(3R)-1-azabicyclo[2.2.2]oct-3-
yl 3,4-dihydro-1-phenyl-2(1H)-isoquinolinecarboxylate (1:1) Butanedioic acid, syno-
nyms: Vesicare; YM 905, Chemical Abstract Services Registry Number: 242478-38-2),
trospium chloride (3-[(2-hydroxy-2,2-diphenylacetyl)oxy]-, chloride (1:1), (1-alpha,3-
beta,5-alpha)- Spiro[8-azoniabicyclo[3.2.1]octane-8,1'-pyrrolidinium], synonyms: Kep-
tan; Relaspium; Sanctura; Spasmex; Spasmo 3; Spasmo-lyt; Chemical Abstract Ser-
vices Registry Number: 10405-02-4), fesoterodine (Propanoic acid 2-methyl-, 2-[(1R)-
3-[bis(1-methylethyl)amino]-1-phenylpropyl]-4-(hydroxymethyl)phenyl ester, Chemical
Abstract Services Registry Number: 286930-02-7), imidafenacin (2-methyl-alpha, al-
pha-diphenyl-1H-Imidazole-1-butanamide, synonyms: KRP 197; ONO 8025, Chemical
Abstract Services Registry Number: 170105-16-5), PSD-506.
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[ (2S, 3aR, 3bS, 6aR, 9aR, 9bR, 1 OR, 1 1aR)- 3a, 3b, 6, 6a,9a, 1
0,1 1, 1 la-octahydro-6ahydroxy- 8,1 0-di nethyl -

wdaasogdaermé hyl et henyl ) - 7- oxo- 2- (phenyl net hyl ) - 7PEDEBI»e 52640

xyazul eno[ 5,4-e]-1 , 3-benzodi oxol -5-yl]nmethyl ester,
synonyns: Daphnet oxi n Chem _Abstract Services
Regi stry Nunber: 57444 62-9). anpl es of suitable
bot ul i num t oxji ns i nclude botulinumtoxin A (

O GTRIAR! SHeAble biEReIB AT RS SanIS MEIvas apral i A inydio-
RN- GPﬁnetI%QISPP‘D@@ﬁi[BV]bEepl@B%PdﬂénaﬁﬁhHeo s&rﬂ?ﬁymspﬁ\nt%%bﬁn | Berko-

toxin A, Botuliniumtoxin 2 Bot ul_i num neur ot oxi n
%%T I3%ep

mineaMeliPiaAling. NG H6856e0x 2 PpsEbemical Abfiagisearvices

N@g@Q}NumUEr %@:|49(1 oXi n) Nc 224; Nc 270; Neur onox;
Ccul i num Rel oxin; Vistabel; Xeorn n, Chem cal Abstract

Serpaffesie GURALIY c&ﬁm%nta@ﬁwmélﬁdélerodlrhea(m( 16f-Giniedtllethyl)-

enbodi nent, the at | east one additio

B'HB‘T‘ TRELH( 86?”851 PW%E??%”%BB@%‘R‘@%‘ﬂ“%?aé&béwaqtr%ﬁf'ces Regis-

trFNugqtb@Hnwgmosg)l ng of: "smooth nuscle rel axants,
adder rel axants, bl adder snpboth nuscle rel axants,

anteh@hpldsng rsgitabl@g@n&sdrdmr@ﬁcafdcept@r amagddusts bﬁdﬂ/bﬂ@lpha blocker
i c .antidepr

etor ant agoni st s, cl S
eadlel %Jnhaaﬁférsagrﬁpsqtor ASIPG8TTAtS GUHP a2 Cr GrATRR S sgimethoxy-
blamisesimyl) 4e t@iramde(hamnahylﬁ,@tbdhgqgrpt‘érazm assmioal Abstract Ser-
Ol aSSI

ant agoni st m agoni sts
Bres denisty flurhes Bnd Riaheneaes pearumas (N2 EGroathy)-n-
memaa%@n@(ygw fb@ﬁ@éﬁe‘ﬁfetiﬁdﬁaﬁﬁ@'s?ﬁ@yn@' BBSA; tBewéylw Benzylyt
g a] [enolr ecept or | ntlg oni sts, b3- aghenomagé %

EeAY'Ey Dibepyine; Phegeyling sl ?W%V*&eﬂzé@&?e B (3§E gervices
Qﬁ@l@iry nlumbtemsgt%s1 )d%ﬂaaos'mnlt bﬁéththBC nlﬂrneéih@nfqpqlmaidnny|) -(2-

e east_one additiona armacol o
biafearnad P e 9 DR FHEGP B CaHiSS. PR R AbSTact Ser-
v.@e@h@g.m nUmbbuavgzm 86- 9prtémanb§n¢k5 -eR)-2ieye! om ne

| terodin i.f enanc sol i fenancin, tros g
e p@{,g Sgoxyggg I%gp% prﬁ)@yll] 2-methoxy-benzenesulfonamid synonyms Amsu-
losin, Chemical Abstract Services Registry Number: 106133-20-4).

Examples of suitable B3-adrenoreceptor agonists include ritobegron ([4-[2-
[[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-methylethylJamino]ethyl]-2,5-
dimethylphenoxy]-Acetic acid, Chemical Abstract Services Registry Number: 255734-
04-4), YM-178, solabegron (3'-[[2-[[(2R)-2-(3-chlorophenyl)-2-
hydroxyethyllamino]ethyl]amino]-1,1'-Biphenyl]-3-carboxylic acid, Chemical Abstract
Services Registry Number: 252920-94-8).

Examples of suitable vanilloids and/or vanilloid receptor antagonists include resinif-
eratoxin (Benzeneacetic acid, 4-hydroxy-3-methoxy-,
[(25,3aR,3bS,6aR,9aR,9bR,10R,11aR)-3a,3b,6,6a,9a,10,11,11a-octahydro-6a-
hydroxy-8,10-dimethyl-11a-(1-methylethenyl)-7-oxo-2-(phenylmethyl)-7H-2,9b-
epoxyazulenol[5,4-e]-1,3-benzodioxol-5-yllmethyl ester, synonyms: Daphnetoxin,
Chemical Abstract Services Registry Number: 57444-62-9).

Examples of suitable botulinum toxins include botulinum toxin A (BOTOX) (syno-
nyms: AGN 191622; Allergan; Allergan (toxin); Botox; Botox Cosmetic; Botulin neuro-
toxin A; Botulin toxin A; Botulinium toxin type A; Botulinum neurotoxin A; Botulinum
toxin type A; CBTX-A; Dysport; Linurase; NT 201; NT 201 (toxin); Nc 224; Nc 270;
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i m daf enaci n, PSD-506, impram ne, terodiline,
terazosi n, phenoxybenzam ne, prazosin, tansul osin,

wo 2a8hemyron, YM 1 78, sol abegron, resiniferat oRCTYEP2008/052640

botulinumtoxin A (BOTOX)". The at |east one LHRH
antagoni st as defined herein and, where applicable,

the at | east one additional pharnacol ogically active

subst ance as defined herein, can be ad mnistered to ,
Vsriopes Qrutiem; Beloxpetisiabel; Xﬁ%mw(sjph@mwah/é%trapb&wrﬁs Registry
Remewt bhagi-aglipsed treatnments of such mammals. For the

pur pose of the present invention, all mammalian

speci es are regarded as being conprised. Preferably,

such mammal s are sel ected fromthe group consisting of

" huﬁarprr]efaﬁa@éﬁmbsdiamntﬂ%?at l6&dtbhe adhiii%@ﬁﬁ@ﬂﬁaaﬁ_@%bﬁ:ally active
cow, sheep, Dpi oat, horse, pony, donkey, hinny,

stancg s ge,lexggcggpr%,th% Q'EO,UP&SQS,'Stg'lgi ‘ﬁ'eémﬁioﬁ‘, %H%Eeé%ﬂa”ts’ bladder
FeldxanfEDbR8der SMidoth MueEIe ralBkants, SUfidhoTBergR| HedfsEmabdainic acetyl-

BIRDNE FSEBPT 22 O Ranifay o AP BogrRP 4 nRAC T gntagonist, Calcium

b @Rtneatismdhahhé HscReRNCaichiveBidrPBl &tivatoty, PotaSki0e ahtagonists,
% aracterized in that theﬂé%ﬂ)l e treated do not

show
BESTH® aRensHy aRRSSIUTY 8 CKeiRa SO 5F B CHRR eH Rl alpha-
bdrahergltarcagiior Slladghpies affhaldibdderNbpag R0 recebior bhgonists,
%gurse of the fayvorabl ;? dosa @adm ni stration schenes
BOAHER(ROPPIRY anRSHS  GRIPHS pYERYISRL CEERIR FURIYYRST BORATYM tox-
m@s tration, in particular testosterone castration,
i.e. without effecting the undesired castra tion side

ef E@@h@théh@ﬁfﬁh’&éﬁ e}MHogdﬁfwﬂhe %}/I@S_EﬁtQﬂ}%}Zaddehhlﬁph%tmédologically ac-
achi evi ng the des ed t herapeuti.c, e _Q‘Ct , . SUC as
Db = e LB ME GPoRGOrTing Ol B R BRT ARIPYIe. Pro-
gﬁfﬂhmin@gdibybldrhiaept@Lﬂéraein@,fddrh@mahbiaaémnan@iﬁ, 1POSPiLAG Ehlgede, feso-

| adder._and/ or. dlg |5 r.overactivity as well a]sq theLr .
Hequ |réq,ér'ﬁ€ia nﬁ?'arné ﬁg/ IgHPraming, %p%ﬁqe, terazosin, phenoxybenzamine,
prazosin, tamsulosin, ritobegron, YM-178, solabegron, resiniferatoxin, botulinum toxin
A (BOTOX)".

The at least one LHRH antagonist as defined herein and, where applicable, the at
least one additional pharmacologically active substance as defined herein, can be ad-
ministered to various mammalian species, including human, for the herewith disclosed

treatments of such mammals.

For the purpose of the present invention, all mammalian species are regarded as
being comprised. Preferably, such mammals are selected from the group consisting of
“human, domestic animals, cattle, livestock, pets, cow, sheep, pig, goat, horse, pony,
donkey, hinny, mule, hare, rabbit, cat, dog, guinea pig, hamster, rat, mouse”. More
preferably, such mammals are human, including male human and female human. Most

preferably, such mammals are male human.

The treatments of the present invention are surprisingly characterized in that the
people treated do not show hormone withdrawal symptoms. It was surprisingly found
that the applied doses of LHRH antagonists — in the course of the favorable dos-
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VWhat is nore, conbined treatnent of patients suffering
fromoveractive bl adder and/ or detrusor overactivity

w@sgoosabi44@s beni gn prostati c hyperpl asi a ( BPH) PCFEP2008/052640

possible with the favorabl e LHRH ant agoni st
dosage/ admi ni stration schenmes Qf_ the present
invention. Further, with the 9 eatnments of the present

i nventjon, preventlon of ot her S|de ef fects, such as
aor/ ?@'ﬁk‘i‘!ﬁtrﬁ%‘?@?@eﬁ?%e— arer gtficiently jeu tRreyeyt QP@UI"P?" (hormonal) cas-

Héﬂldﬁﬁﬁd’pérﬁélﬁé}ttb%st@%e@éﬁhﬁdﬁa‘i b ORitidut effé&in ﬁﬁ@ und@slred castra-
EQfls:étd& RH ant agoni sts can be pre par ed
[

@,féeqt% "t‘cﬁ@ofﬁ? WA \RYANtIAs)agvhile| St!”u%‘thl'eé{tr@dthendes'red

tnaPageBlie¥mdtis, RUER &s Blghifichm |ﬁ15fo$/eﬁl@ﬂﬂﬁcﬁdcﬁﬂla énH%quency of emp-
ant agoni sts can be present in fast-re

|l e
B’Fr@vip tha eupsee ?HB‘?)H??"”TGGF PRLAVRIACH KR b|a§1j‘%fv€l’\dé¥é’§§ésor overactivity as

(verpotneirfdrfemhiaubRAss ahgoPER&Jiéed i n order to ensure
a patient-friendly treatnment scheme. Cetrorelix, for

| NSYARCIE, mERN cBRbREHT tFiathentest pﬂlehisss@%ﬂh@tf@@@l/éractlve bladder
form as a reconstitute of a see EP 0O

gng/orsgetrysgy omr@ﬁa@té@d/ypll @ﬁjbfmlé’g g)asjallt%%yg@ml@éﬁ (}E’éﬂfH |s possible
anel the eARIraRs L HRH Gatagdhse db@a@éﬂmlﬁi@trét%nas&dnﬂé‘st bt‘/ the present
sol ubl e panpate m croparticle rmul ati on (WO 95/

@yg@ton panoate salt (WD 02/14347) or panpate

3&5&& on,, ( 2006/ 062)?‘41%1 the | atter bei nrgI nost .
PVt tiaaiments g the, bresarinveniionp areypdipn; fcPthpigside ef
%@fﬁ BUSH @k eghtiaisolided 616 Effebts\V\EUEHAS Bty Bldua dirii&ly retention and
2004/ 030650. Wth re ar to the at |east one

CRFHIPRURTPT IBRAPCR PSSPl |y active substance, all

stereoi soners are contenplated, either in a mxture or
in pure or substantially pure form The at |east one

210000 L TR L WA or 355 wtoriHESS BRSSeSEN i8N fon as i
lustrated in the relevant prior art. In this connection, LHRH antagonists can be present
in fast-release or slow-release (depot) formulations. Slow-release (depot) formulations
are preferred in order to ensure a patient-friendly treatment scheme.

Cetrorelix, for instance, can be administered in its acetate salt form, as a reconsti-
tute of a lyophilisate (see EP 0 611 572 for preparation and process). Alternatively and
preferred, it can also be applied as a slightly soluble pamoate microparticle formulation
(WO 95/15767), pamoate salt (WO 02/14347) or pamoate suspension
(WO 2006/069641), the latter being most preferred.

Ozarelix, for instance, can be prepared and administered as disclosed in
WO 00/55190 and WO 2004/030650.

With regard to the at least one additional pharmacologically active substance, all
stereoisomers are contemplated, either in a mixture or in pure or substantially pure
form. The at least one additional pharmacologically active substance can have asym-
metric centers at any of the carbon atoms including any one of the R radicals. Conse-
quently, the at least one additional pharmacologically active substance can exist in the
form of their racemates, in the form of the pure enantiomers and/or diastereomers or in

the form of mixtures of these enantiomers and/or diastereomers. The mixtures may
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centers at any of the carbon atons including any one
of the Rradicals. Conse quently, the at |east one

wa@odastioam@l phar macol ogi cal ly active subst ancePCHEP2008/052640

exist in the formof their racemates, in the form of
the pure enantionmers and/ or thf\stereorrers or in the
formof m xtures of these enantioners and/or

di astereoners.. The m xtures mayhave any desired m xi ng
hate 3nofesingd raixiag éé‘i‘%@fn@P§terAP'F°mﬁrés 8l dhgseeidgrent stereochemical

A6 8AE AfXILEalard QItRR RSt df tHeAsre st indehiin) the scope
of the present invention. Thus, for exanple, the at

| easius BEeMlIé i tRe al lcBbaneRealios) b}mrampda actjve substance
supst ance whi ch has one or nore cgﬁters 0 cmrallty

WRiEh AP ORE B BYFCANers SE eheliianghWhih eRcaEs &% GRAtes or as di-

B3tSiddh RS nibalircB@ah bé@ﬂabﬁﬁi%‘té%ﬂoﬁhﬁem@w Rﬁ’&Nd(BéWH@ |ﬁl@fth§|60ptlcal
intg their optical pure isoners . enanti oner

B't”&é?%?%éd@r §”a”ﬁ9€‘e§%ﬁ%1‘i"%§t?@ﬁ”@ff3 tTﬁé sgparahiosef tB‘f"l ét 'eaSt one
a@)dh.dnaoawdrme@lb@‘a@lm R816 slBYarRlcaH @a@tmédea@w@m@ séFdf&tion on

%Hace col um segrar ation on chiral nonchi r al

54 asNQgIchny Rhages Aty ecy alelligaiianfem éﬂ OBEﬁrlaHhﬁPq'%?”y active sol-

GditioE dth Yis@ef arv Eptrally Y@k aeid oMbhbe SISy @drivafizRiBh wmldnyopncany
active acid or b?se or by derlcéﬁtlzatl n wth

BPVP BRI 8144 e 'Y EXGBRE: 2 ERICRYY ¢ty Rpped S%‘P?eque”t elimi-
Aftoncakhe/radki. ve al cohol, and subsequent eI im nation
of the radical. The at Ieast one addi ti onal

?Eww&gbf@é&dtuog\@t %r?aem%a&g@@meacﬂwsmta%@wbé dresent in
e or u e on I S ure or .
ingcar 6 apibie e BPmermputel @ 6 meragbdatisr® of mix
heashfithesetcublomesdingsi bl e, the at |east one

addi tional pharmacol ogically active substance may be

in wn@refméﬂb@f thie @ |dagtiéri@idiionhl pHasmht HEYIESI§ apBaESiUbsRince may
| east one additional pharmacol ogically

éor tbh? at ¢

& 1N V8 'YL RS P RSShe in the form of any desired

pr cft IS wgwgg Blc;ssabsfé for%e at)iea?s}% né agglhona'? bhgrérar{atc):glggically active sub-
stance to be in the form of any desired prodrugs such as, for example, esters, carbon-
ates, carbamates, ureas, amides or phosphates, in which cases the actually biologi-
cally active form is released only through metabolism. Any compound that can be con-
verted in vivo to provide the bioactive agent (i.e. compounds of the invention) is a prod-
rug within the scope and spirit of the invention.

Various forms of prodrugs are well known in the art and are described for instance

(i) Wermuth CG et al., Chapter 31: 671-696, The Practice of Medicinal Chemistry,
Academic Press 1996;

(i) Bundgaard H, Design of Prodrugs, Elsevier 1985; and

(iii) Bundgaard H, Chapter 5: 131-191, A Textbook of Drug Design and Develop-
ment, Harwood Academic Publishers 1991.

Said references are incorporated herein by reference.
It is further known that chemical substances are converted in the body into metabo-
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ates, carbamates, ureas, am des or phosphates, in
whi ch cases the actually biologically active formis

WO e008asmd6 onl y through netabolism Any conpounpeCT/RP1008/052640

can be con verted in vivo to provide the bioactive
agent (i.e. conpounds of the ngentlon) Is a prod rug
wWithin the scope and spirit of the invention. Various

forms, of prodrugs are well known in the art and are
ites E’Plcﬁé'@iawﬁ?er?r@@?&%étel“KGW'EPP"%ﬁhﬁﬁ?ﬁ'r@@'@f’gﬁﬁl effect - in some

Sharisedncds dven B More@Phouhbsd f3rmct | ce of Medi ci naI

Chem stry, Academ c Press 1996; (ii) Bundgaard
Dediybi Qi@g'm"mcubesconm%é.t@t wesg9nvVeriRg ip |V|VP)banﬁ{a5<A'amdrom
khy @Tﬁ@hﬁl@a& onei’ad@rtloﬂzﬂ pharrﬁac%@d&ﬂgﬁct% s@bé’cﬁné-@@agﬂetabollte

and Devel op Har wood Academ c Publishers 199

wihig “’l‘%¥‘@P§@é‘€§pﬁ'F af thadyepittat ed herein by refer ence

It is further known that chem cal substances are

converted in the body into netabolites which may where
opriate lik se elicit the desired biological .

ef fp'ré’@tat legshong %”@E%W&ﬁ@%@cﬂb’é‘?“%s%taé‘CB% gﬁﬁé@&“'ﬁered

in KAowN WiaiMe?! ﬂﬂa‘ @atd of aAadinivieation m?mbtﬁsrebiz 8k aWE$oute which effec-

converted i

}\@A\étlraqﬁpgrtggm qqt%e] 5¥mm3@s%{ré§%§ Qy @eqlrgg S|te o% action, for
SxHrasl@BeRly o nén- amylb@batneuw fobically, Iﬂen§c¢esme||;arpd|n$dnary trectally,
of the invent | east one, ad

a
BH&Y%Q%'VU’&}S@ p@paée@tp@iog%lg}péqm%noga r%éd%‘mt'fﬁ“g’t‘ rRygferred.

known nmann T dmnst tion ma ,
{ ey o G Siant iR Se gl o §sPhen e donygyted into
amrw\ﬁhucw eRPbE ddinmidtéred lalna BePmixat thefe idmfrb;brﬁﬂe gith @h&fmaceuti-
exa e . ora non-ora

ﬁ%{ytqceeptéﬁ(rapagﬁegl ol ci;luer@tﬁ %@@&Wcmle%@rﬁfﬂjﬁp@;’s are described for

eRthie iyZanowiak P, Ullmann's Encyclopedia of Industrial Chemistry 2005, Phar-
maceutical Dosage Forms, 1-33; Spiegel AJ et al., Journal of Pharmaceutical Sciences
1963, 52: 917-927; Czetsch-Lindenwald H, Pharm. Ind. 1961, 2: 72-74; Fiedler HP,
Lexikon der Hilfsstoffe fiir Pharmazie, Kosmetik and angrenzende Gebiete 2002, Editio
Cantor Verlag, p65-68.

Oral administration can take place for example in solid form as tablet, capsule, gel
capsule, coated tablet, granulation or powder, but also in the form of a drinkable solu-
tion. The at least one additional pharmacologically active substance can for oral ad-
ministration be combined with known and ordinarily used, physiologically tolerated ex-
cipients and carriers such as, for example, gum arabic, talc, starch, sugars such as, for
example, mannitol, methylcellulose, lactose, gelatin, surface-active agents, magnesium
stearate, cyclodextrins, agueous or nonaqueous carriers, diluents, dispersants, emulsi-
fiers, lubricants, preservatives and flavorings (e.g. essential oils). The at least one addi-
tional pharmacologically active substance can also be dispersed in a microparticulate,
e.g. nanoparticulate, composition.

Non-oral administration can take place for example by intravenous, subcutaneous,
intramuscular injection of sterile aqueous or oily solutions, suspensions or emulsions,
by means of implants or by ointments, creams or suppositories. Administration as sus-
tained release form is also possible where appropriate. Implants may comprise inert
materials, e.g. biodegradable polymers or synthetic silicones such as, for example,
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inplantation. Oral administration is preferred. The at

wo e@stioane additi onal pharnmacol ogical ly acti vePCT/EP2008/052640

substances are converted into a form which can be

adm ni stered and are m xed V\lqggg appropriate wth

phar maceuti cally acceptable rriers or diluents.

Sui tabl e exci pients and carriers are described for

gllicang| rebhes. IPHARGINA agminigtiafiem s RosERieel drFamigPymeans of vaginal
hr‘?@jsuﬂtlfeﬂufﬂnngégmlrﬁétfdloﬂ@ao&assﬂéafror Eﬁ’eﬁﬁéié b9%ea@§%ﬂ6|§phragms or

Forns, 1-33; pi egel Al ., Jour

pihgr %@E@tmt@}lte@@i dvicss: 'Iirgggier@gl a@gmmﬂrgtw is gdaitienally provided,
Al H bimdnaloia férﬁﬂﬂatﬂaﬁ@%tabl@fcrﬁﬂs Bérﬁogé Sﬁ’cﬁ/@rr SLHEbIe means

Lexi kon der Hilfsstof fur Pharmazie osneti k and
Wr%%ﬁd@m@@b%%e%oz Edl tio Cantor Verlag,

p653-68 Oal administration can take place for ex

i n 1461908299 M3y yary g wide|38g¢ eepeg“@rngc%@m énd/eb%&vsaty of the

bl&\}%hc% cl aadvat th@é’hy@?ol %&ﬂ@dndltbﬁtth@n%dé&aﬁhmlétﬁﬁtlﬁhotﬁe age,
drin able sol u tion. eat | east one ditio

QWVW@QE%@W‘V%éF'Y'%Ofé%%lﬂbé‘?fi?éo E%\He?t@fj 'BISa‘(Y'thé{Uthe ability of

Biskill&d wa.%ofa) derfiEdh F&ﬁr%&d%dﬂé&%ffé&@e@nﬁbdﬁﬂrdf bk LHRH an-
used, &g si ol ogi cal I@/’ t.ol erated ex ci

Eagpplﬁte ljn(\fﬁntgag and aQQIgP[IEﬁ @har@mﬁom%@ ngétvgsgbstance. Admini-
Stk &of [tan $4@3 SceSiH @l itfe ddSY oreX@DNRII of BBFHIAfeQosages.
met hyl cel | ul ose, | actose, gelatin, surface-active

ag eﬁﬂélﬁtabré&QﬂQﬁ)lsel s, %r%&émbl%, foﬁﬂh@'a@ da%t driddditRe EgsHa8macologically
nonagueous carrie dIS ersants

AP L eRes PP RLmoo 16D et ot RO MHddientairat lngst one

é&ilﬂ)na%ﬁa?ﬁiab@lb?leaﬂyséotlvér Bgbstdnckegsitkgie patlht stidepakight.
phar macol ogi cal I'y active substance can al so be

di spersed in a mcroparticulate, e.g. nanoparti cul ate,
conmposition. Non-oral adm nistration can take pl ace
for exanple by intravenous, subcutaneous,

i ntramuscul ar injection of sterile aqueous or oily
sol utions, suspensions or enul sions,
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by nmeans of inplants or by ointnents, creans or
suppositories. Adm nistration as sus tained rel ease

wo orosi10 4@l so possi bl e where appropri ate. | nplPCT/BP20AS/052640

conprise inert materials, e.g. biodegradable polyners
or synthetic silicones such § for exanple,silicone
rubber. Intravagi nal administration is possible for
exanpl e by nmeans of vaginal rings. Intrauterine
Qaﬂﬂﬂﬁgﬂ@éﬁﬁﬁn i s possible for exanple by neans of

di aphragns or other suitable intrauterine devices.

Transdernal adm ni st rati on is additi onal |y provided,

articular, b a formul ati Sui e for
f-"'ﬁP ra,!)meﬁ'a% fé’r‘i)é)/B m"e%meecqmaﬂ%n °5'§'”Iaf@5

¢ ange C&awgﬁtaﬁ?%hﬁfsfsw J5 iR Pcmre%&@{#@gs%@ L0 B thtSing way:

ot U &ira o RS sy HBSH g DYRBaIo Badpnkiegisent tora-

Aydlo&eb&dold stidcyuref the subject to be treated. It is
wthin the ability of a skilled worker to determ ne a

“phar macol ogi cakhg effective anmobunt”™ of an LHRH

antagoniﬁg of e in%$§tion and/ or additiona

phar maco 5|~ I've substance. Admini stration
can take pl ac a single dose or a plurality of
separ H&dﬂ A ﬁg@table unit dose is, for exanple
for RRq at one ‘addi ti onal pharnacol ogically

XL , from0.001 ng to 100 ng of the
actRveT[ngredi g1, i.e. at | east one additi onal

ph I8 active substance, per kg of a
a%gt \/\B%&ht Chem cal synthesis: GCeneral

rret h&tisS f yni hesi zi ng the conmpounds of formula (I1)
The conmpoundg—o¥ fornula (I1) can be prepared for
exanpl €,NnHme fol lowing way: Firstly, the conpounds
can be synthesi zed by prepari ng the depi cted central

t etvﬂ?e*?%( ﬁg@?ﬁfokﬂgwd'rgte% erd%ttré‘rf Brdt: r dZo E@trﬁcl{ﬁ% géﬁ%@b&ntains the

protecte etra ocar baz ure
optred agbstitwents where appropriate as precursors or in protected form.

The central tetrahydrocarbazole structure is obtainable, for example, by a Fischer
indole synthesis, known per se. For this purpose, a suitably substituted cyclohexanone
derivative which is provided where appropriate with protective groups is condensed
with the particular desired phenylhydrazine derivative which is likewise suitably substi-
tuted and, where appropriate, provided with protective groups (e.g. as described by
Britten & Lockwood, J. Chem. Soc. Perkin Trans. 11974, 1824 or Maki et al., Chem.
Pharm. Bull. 1973, 21, 240). The cyclohexane structure is substituted in the 4,4’ posi-
tion by the radicals -COOH and -NH, or where appropriate by the (protected) precur-
sors thereof. The phenylhydrazine structure is substituted where appropriate by the
radicals R17 to R20. Phenylhydrazine derivatives which are not commercially available
can be prepared by processes known to the skilled worker. Positional isomers resulting
where appropriate in the condensation of the cyclohexanone derivative and the
phenylhydrazine derivative can be separated by chromatographic methods such as, for
example, HPLC.
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required substituents where appropriate as precursors
or in protected form The central tetrahydrocarbazole

wa@eoosaouse i s obtai nable, for exanple, by a Fi BCHYEP2008/052640

i ndol e synthesis, known per se. For this purpose, a
suitably substituted cycloheﬁﬁﬁgne derivative which is
provi ded where appropriate w protective groups is
condensed with the particul ar desired phenyl hydrazi ne

derfingerivaizaHen: Hf the teﬁ?"%éiﬂf’%@aé?]? 8PN BUEEPla Reachigygd in

vhreue walyp KAGKH & Be sRNlEY Wef@r, Winb s RER6d foy @x&th léFPﬁ?WO
escribed by Britten & Lockwood, J

6505 gsraciin W 2006100348874 1804 o0 ko Lt Lot M Chem
Pharm Bul | 1973, 2 1, 240')'9 The cycl ohexane

st rifgamRodaenty gk hedineation & inlgemadiates Warrpofiwesn sgthesieed either

bpebRhforraiddid phsbedYhihesis |N\@&Dﬁbrﬁ(ﬁéé BB vRbeelBY whbI® or partly
égrot ect ed) precur sorg\eé er eof e phenyl hydrazi ne

P@@U%P'@%eésﬁ?égrﬂt?qddf‘ \ﬁﬁ@‘?@o%ﬁj‘r opr| ate by the

R 17 t . a atives
i SRR ! teraat byBna Porte ke s S e ap e
hﬁétr@mmémnﬂwmcmé Nhg, z@hlduhw@tsmrd@h - PesdchibaR®ylbutyl)-

riate int

CARABR BB e GHOTRISoG S-S RBN i B aNAT e tivle iigamide).
mspsl (BVH @é’rizpl@xﬁﬁarrbdf@tdml@o ganethy- fpéﬂfaﬂbﬁhmmd}% 8- dlchloro 2,3,4,9-

U AID1 S LBl Ao oo HRHBIS R 6Tl End the

wntﬂib‘shé)éf@ teemafahslmeﬂmteonamés m@om’@msl@xempnﬁea BynBe synthesis

s me B 512 Bt R b Desenno hme i eRAteHAaIo 6.6

tieBlotdw 8t 9- w&aﬁr‘drbﬂﬂ-ﬁémﬂz&é s%afblbﬁf/l mM}E(B fhethylpentanoic acid

OXhe LS Rl She 34 SR bk OB o2 by beo iR e

PARY bHoB/0TB4B4S0l | d phase as described in V\D
2006/ 005484. The synthesis of relevant buil ding bl ocks
like te/t-butyl ((S)-1 -carbanoyl -
Purification of the crude reaction products (i.e. mixtures of diastereocisomers)
by semipreparative HPLC

Analytical and semipreparative HPLC systems from Shimadzu; column 250-50,
LiChrospher® 100, RP18 (12 pm) from Merck; flow rate 60 ml/min.

Eluents: A =970 ml of water + 30 ml of ACN + 1 ml of TFA
B = 300 ml of water + 700 ml of ACN + 1 ml of TFA

UV detector 220 nm.

All products were isolated by gradient elution.

The crude products are dissolved in eluent B (DMF added for products of low solu-
bility) and purified in portions on the column (e.g. dissolve 500 mg of crude product in
15 ml of B and separate in one portion). The separation conditions in this case depend
on the peptide sequence and nature and amount of the impurities and are established
experimentally beforehand on the analytical column.

A typical gradient is: 60% B—100% B in 30 minutes.
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met hyl butyl ) carbamate (BoC-Ile-NH2) , te/t-butyl
((S)-2-nmethyl -1-thiocarbanoyl butyl)- carbanate

W@ BwsAb14a6 t hi oam de), (S)-2-am no- 3- net hyl pent BEEEPZIES/052640

(H1le thioam de),

(R'S)-3- ((S) 2- benzyl oxycar bqggl am no- 3- net hyl - pent ano

yl am no) - d| chloro-2, 3,4 tetrahydro-1

H car bazol e -carboxylic acid

( z-{18g cryde- WW“&?S '8, "@X@WS OFW@SGIBEO’H%@ thee as $RnFEaipd by this
fretgm nal substituted am des in solution as

exenplified by the synthesis of

( Sé-iddi14tB4 S)act%n@(a% cﬁedkeal BY Iaﬁalyﬁ@w heng! AGNrmwSrma@ybmoved

pent anoyl am no) - - di chl oro- 4, 9-t et r ahydr o-

H%%’F%é%@@@obﬁﬁ%ﬁ%ﬁ'%?q@%ﬁ%%%ﬁ{edﬁ °8h'éi%‘?dd

Z-1le S The- (
%)h?é?éﬁ“p&ééﬁsr?f)ﬂﬁéjpf%ewg‘%ﬁe n 96 @@paﬁs ﬁSfmciFf%%t?fé':'EE'ew -The
hh’tﬂyt%ﬁ%récﬁé&%h@ﬂoﬂh@@blﬁab&ur(ds @ thdh¥drisiof SodK place by 'H-NMR
di ast er eoi so;m sggg semé)r eparative HPLC Anal yti cal

%‘Pﬁﬂ:t@%‘fﬂpﬁ@é‘ﬂ POLYst ens from Shi madzu: col um

Li. Chr os 100, RP1 8 1 from
D i RneE G S SANerLeigayed wae BeGIL o Uyal
Bﬂlpgﬁérs/%@b}ot AvgthadefAldifh, dBaéhé%ﬁ)Qzllﬁﬂa Qﬁnd@tei‘fMayb?ﬂgeﬂMerck,
etecto ucts

%)@P@CI}I%P*& )& SW“@?‘%ﬁﬂL{?\é//rﬂro%?ﬁﬁ?F armiodne skiliee Bpo WP ot
di |
% 1.SSO Ve

RS THay Bribt s ocher Ry ch g Lbify Rtk here usu-

al@l eh‘mo&e&i i endhtﬁmke/brrﬁola theg cade (ﬁﬁhéjfetrahﬁﬂdﬁrbamlelﬁreﬁmrsor
n_one ara

Blar g eoiaing Pt wes SEPERRL T S hrodhe By Phahedi asprepara:
amstalHI;ia@ @Ee gﬁ@dc@ﬁmmh t0d forfesf tgopure Ulaeﬁarétﬂﬂerar e
estapl I she

List of abbreviations used:

eg. for example

DBU 1,8-diazabicyclo[5.4.0]undec-7-ene
HOBt 1-hydroxybenzotriazole
Fmoc 9-fluoroenylmethoxycarbonyl
Boc tert-butyloxycarbonyl

Z benzyloxycarbonyl

Z-Cl benzyloxycarbonyl chloride
Boc,O di-tert-butyl dicarbonate

Bzl benzyl

AA amino acid

EDT 1,2-ethanedithiol

DEAD diethyl azodicarboxylate

DIC N,N'-diisopropylcarbodiimide
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experinmental |y beforehand on the analytical colum. A
typical gradient is: 60%B-1 00%B in 30 mnutes.|f
WO bh@sao4de products are mixtures of di ast er eoneCHEP100&952640
are separated by this nmethod. The isolated fractions
are checked by anal yti cal HE’L[§7_ACN and TFA are
renoved in a rotary evaporator, and the renmaining
a&ueous concentrate is | yoPhi lized. The conpounds of
PRE present i nviNPisHcloRewIcaraogimiel as i ndi cat ed bel ow
. The anal ytical characterizatign_of the conpounds of
f1RdY nventi on tH&kNpNat@ga'E‘Whﬂ:ﬁNmzéB%’tzpF@é ooy pRjugy hexa-
mass spectronet fiyoroghitpefen cal s and sol vents enpl oyed
wer e obtained commercially fromusual suppliers
Hémtos, Avocadoi-higky-ehzaeberrolEl uka, Lancaster,
Maybri dge, Merck, Sigma, TCl etc.) or synthesized by
PyBEEesses known(Hedzdthgzahk Hid:xgstrip@rdiginoptidebhémem hexafluoropho-
exenpl ary enbodi nents indicated bel ow, chiral building
bl ocks were usuSRlIA'§ enpl oyed in enantiopure form In
be case of the thetrah drocarhazol e precursor, the
Yermi ¢ bui | di ng HPGEKSURELM| oyed. Final products

bﬁ:;aépépuri fied by. sem ﬁrﬁﬁﬁr ative HPLC and

cterized i Y'SPHEPY'EIMABY"SG he pure di astereoners.
i st. of abbreviatjans ed:. e.g. for exanple DBU
b!\@ipdi azabi cycl @&’%@%Fﬁ%@é’pﬁ%&% HOBt

éB I Sg?éggsln?rg:{Tg%fggsiﬁgﬂﬁﬁ'@Jgnqeé:/'?t'?%%t yl oxycar bonyl

NMM N-methylmorpholine

TFA trifluoroacetic acid

DCM dichloromethane

DMF N,N’-dimethylformamide

DMA N,N’-dimetylacetamide

ACN acetonitrile

THF tetrahydrofuran

Me methyl

MeOH methanol

Lawesson’s reagent 2,4-bis(4-methoxyphenyl)-1,3-dithia-2,4-diphosphetane
2,4-disulfide

The 3-amino-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid

Ala alanine(yl)

Val valine(yl)

lle isoleucine(yl)

Leu leucine(yl)

Gin glutamine(yl)

Asn asparagine(yl)
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Z benzyl oxycar bonyl Z-C benzyl oxycarbonyl chloride
BoC20O di -te/t-butyl dicarbonate Bzl benzyl AA am no
w@eiod/1&EBT6 1, 2- et hanedi t hi ol DEAD di et hyl PCT/EP2008/052640

azodi carboxyl ate DIC N, N -di i sopropyl carbodii m deDCC

N, N' - di cycl ohexyl carbod i i r_ri@g_HATU

N, NN N,N -tetranethyl -O (7-azabenzotri azol -1

-yl )uroni um hexa f| uorophosphat e HOAt

T¥mydr oxy- 7- azaB©8#6{H) azol e PyBop (benzotriazol -1

-yl oxy)tripyrrolidi nophosphoni um hexaf | uoropho sphate
N- hydr oxysdm%iyﬁg%r‘)ﬂ(ylbl PEA dii sopropyl et hyl ani ne

P N, N -di net hy] am nopyri di ne DBU
'B- di azabi cycl%)ﬁs@.'”@.( undec- 7- ene NWM
L\lkrrethyl nmor phol ine TFA trifluoroacetic acid DCM
¥Ychi or onet handYBREYN, N - di net hyl f or mani de

RT room temperature

m.p. melting point

mi milliliter

min minute

h hour

ELISA enzyme linked immunosorbent assay
HEPES N-(2-hydroxyethyl)piperazine-N’-2-ethanesulfonic acid
DMEM Dulbecco’s modified Eagles medium
RIA radio immuno assay

LHRH luteinizing hormone releasing hormone
LH luteinizing hormone

NK1 neurokinin 1

NK2 neurokinin 2

PG protecting group

The compounds of the invention were named using the AutoNom 2000 software
(ISIS ™/ Draw 2.5; MDL).

The contents of all cited references are hereby incorporated by reference in their
entirety. The invention is explained in more detail by means of the following examples
without, however, being restricted thereto.



DVMA N, N -di netyl acetam de ACN acetonitrile THF
tetrahydrofuran Me net hyl MeOH net hanol Lawesson's
WO e@gao44@, 4- bi s( 4- net hoxyphenyl ) -1 PCT/EP2008/052640
, 3-di thia-2,4-di phosphetane 2, 4-di sul fide The
3-am no- 2, 3, 4, 9-tetrahydro-1 kg car bazol e- 3-carboxyl ic
acid Ala alanine(yl) Val valine(yl) Ne isoleucine(yl)
Leu | eucine(yl) G n glutam ne(yl) Asn
ine(yl)Tyr tyrosine(yl) hTyr honp-tyrosine(yl)
Arg arginine(yl) Lys lysine(yl) RT roomtenperature
mp. nelting point mM milliliter mn mnute

Example 1:

Study subjects were treated with Cetrorelix pamoate with the following doses ac-
5 cording to the following administration schemes:

- 60 mg Cetrorelix pamaote administered at week 0 and 30 mg Cetrorelix
pamaote administered at week 2 (treatment period) followed by up to 5 months
of no treatment (treatment-free period)

- 60 mg Cetrorelix pamaote administered at week 0 and 60 mg Cetrorelix
10 pamaote administered at week 2 (treatment period) followed by up to 5 months
of no treatment (treatment-free period)

The results for the placebo-controlled treatments with 60+30 mg Cetrorelix
pamoate and 60+60 mg Cetrorelix pamoate are illustrated below.

15 Table 1 shows the results for nocturia, i.e. how often the study subjects got up dur-
ing the night in order to urinate. The results shown are percentage variations from
baseline at the beginning of the study (week 0).

Table 1: Cetrorelix pamoate — Nocturia (percentage variation from baseline)

Group Placebo 60+30 60+60

Week 0 0 0 0

Week 4 -17 -14 -17
Week 8 -15 -26 -26
Week 12 -23 -27 -30
Week 16 -23 -27 -25
Week 20 -24 -33 -27
Week 24 -23 -26 -29

20

The results indicate that there is a placebo effect. However, treatments with
Cetrorelix pamoate according to above doses and administration schemes demon-
strate the effectiveness of the treatments of the invention. An up to 11% further de-
crease in nocturia frequency for the treatments of the invention could be observed

25 compared to placebo.
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h hour ELI SA enzyne |inked inmunosorbent assay HEPES
N- ( 2- hydr oxyet hyl ) pi perazi ne-N - 2-et hanesul foni c acid

worENMiD4hbecco' s nodi fied Eagl es nedi um Rl A r aBlCDEP2008/052640

i mmuno assay LHRH | uteinizing hornone rel easing

hor mone LH | utei ni zi ng horrm NK1 neurokinin 1 NK2
neur oki nin 2 PG protecting gro%p The conpounds of the
i nvention were named using the Aut oNom 2000 software
(I1SIS (tm/ Draw 2.5; MDL). The contents of all cited

references are hereby |ncor%ﬁrat ed by reference in
t heiaPleehElIpws {he PR 190 BRAYRY 106 egRhiing. e dh9w Ofigh Ene study sub-

%@is&hdd tl@yurmaﬁ:né s8Eoridiné Qlithpvé ngx@éa@lp@ﬁodv' 'ItHéOt‘étsults shown are

owever, being restricted thereto. Exa
e%rea@ﬁa% m?r@&lpgs {lemdage é@t%ﬂ‘%%”%& ?fgﬁ% slugly ;6‘%%%9

with the foll ow ng doses accordl ng to the foll ow ng

adm ni stration schenes: Cetrorel i x pamaote

adnmi n'h ered at week O an;}: 30 Cetrorelix amaot

adniaf& e CELOkgliX RaRogte T é%‘ﬂH'Fgﬁ%V ?f ?mBEM'“QcS r&ﬁ}ét?gﬁy"a”atm“
ftont Paseliment hs of no treatnent (treatnent-free period)

Group Placebo 60+30 60+60
Week 0 0 0 0
Week 4 -10 -9 -16
Week 8 -8 -19 -25
Week 12 -13 -20 -24
Week 16 -13 -26 -29
Week 20 -6 -27 -25
Week 24 -5 -31 -34

Again, the results indicate that there is a placebo effect. However, treatments with
Cetrorelix pamoate according to above doses and administration schemes demon-
strate the effectiveness of the treatments of the invention. An up to 29% further de-
crease in frequency for the treatments of the invention could be observed compared to

placebo.

Table 3 shows the results for the IPSS irritative subscore, i.e. the sum of the effects
of nocturia, frequency of emptying and urgency to urinate. The results shown are per-
centage variations from baseline at the beginning of the study (week 0).

Table 3: Cetrorelix pamoate — IPSS irritative subscore (nocturia, frequency of

emptying, urgency to urinate)

Group Placebo 60+30 60+60
Week 0 0 0 0
Week 4 -11,8 -14.8 -16,7
Week 8 -15,5 -33,3 -25
Week 12 -16,7 -29,3 -25
Week 16 -14,3 -33,3 -25
Week 20 -14,3 -33,3 -27,6
Week 24 -10 -38 -40
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60 ng Cetrorelix pamaote adm ni stered at week 0 and 60
nmg Cetrorelix pamaote adm nistered at week 2

w@ reosaoTaant period) followed by up to 5 nont hsPOf/EPI®08/052640

treatment (treatment-free period) The results for the

pl acebo-control | ed treatnment 'th 60430 ng Cetrorelix
panpat e and 60+60 ng Cetrorelix panpate are

illustrated below. Table 1 shows the results for ,
nocta@n dhe resglts [gigalsr thahtherreisst RlagetaupifesttRowpyer-drpagments with

@étrbr’éﬂx bﬁﬁoﬁt&ﬁ&cdrcﬂ]n@ﬁé’%o‘{/@ deEbahe - ad-Frlﬂﬁlsfrﬁi?o‘l*uI §c§hemes demon-
shown are percent age_var ations from asel i ne at
t

BiERyP ARG ﬁﬁe‘ﬁ'ﬁ’e'i‘?% of U%Jre(a%%rﬁs Qj therigperdion: Agdin 7 ép?/%further de-
BrREBA B PSSNRRANEIsBOERPE KR M A atiRAsAT tink &N could be observed
basel i ne) The results indicate that there is a placebo
e9PRed 1 B)AeRRY: . treatnents with Cetrorelix panpate
according to above doses and adm ni stration schenes

denon strate the effectiveness of the treatnents of

vention up to, 11% further d e ease in
nogrtaé?F% gsh?%ﬁh*@rf&r mnomem@ﬂ@att?%mt%roa?H%@ﬁ?wewg (g for the
ﬁ@éthfén{%e\/\ﬁlhseét\/&dh)@ papRAaRd abébrﬁihQCt@bébJ/@bH@se% SR®VRIministration
e resul t enptying, i.e. how often

for fre
? Lﬂ?ff’%@? ﬂ?‘fﬁg ¥r83tm‘°1‘”ﬁate a second time
W|th| n a 2 hour test period. The results shown are
per centage vari ations from basel i ne at the begi nning

Fr eﬁ&%ﬁ%‘(m&ﬁ%ww&t? gj Hﬁg@%ﬁﬁﬁﬁ'@ﬁd&pg‘) ate -
310

baseHe) Agaizn—therrequlisi-ndieate that there is a
plaf:e : th Cetrorelix
panmpa leek 0. rd|4’12|3f 0 nhﬁ@@ ddses3:8hd Admini stration
schemdeeldnnn 4.0kt ot h.58f f det idthesk of the
treat Weekd of 1480 nventiOdn, [An P to| 29% further d e

Week 12 4,00 4,10 3,73

Week 16 4,09 3,96 n.d.

Week 20 3,70 4,12 n.d.

Week 24 3,67 4,30 n.d.

The results clearly demonstrate that chemical (hormonal) castration could be suc-
cessfully prevented.

Example 2:

Study subjects were treated with Cetrorelix acetate with the following doses accord-
ing to the following administration schemes:

- 5 mg Cetrorelix acetate administered at week 0, 1, 2 and 3 (total monthly dose
of 20 mg) (treatment period) followed by up to 4 months of no treatment (treat-
ment-free period)

- 10 mg Cetrorelix acetate administered at week 0 and 10 mg Cetrorelix acetate
administered at week 2 (treatment period) followed by up to 4 months of no
treatment (treatment-free period)
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crease in frequency for the treatnments of the
i nvention coul d be observed conpared to placebo. Table

WS2080084¢ he results for the IPSSirritative SPOBERI08$/052640

i.e. the sumof the effects of nocturia, frequency of
enptyi ng and urgency to uri naLe. The results shown are

per centage variations from baseline at the begi nning

of the study (week 0). Table 3 : Cetrorelix panpate -

| PSS 19 Mo eRtrardixanste ?‘@m(”l*ﬁé%‘?ﬁ f week P’eh@ém?y?’ @gtal monthly dose
enpt y g m%f g@ﬁﬁh\(erft DeHéd)IRIoVBF Up to UNBoAtES BI Adtreatment (treat-
indicate that there is a placebo effect. However,

t r eat MEATECPTIPILet rorel i x panpate according to above

doses and adm ni strati on schenes denon strate the
effectiveness of the treatnents of the invention. An

up.to 30% further d e crease in IPSS irritative ,
suﬂié@dF%U'FdPr th?&'%qe@atq%m?@ed&feqtrﬂsntﬁ B 6r+e s Geparelix ace-
s efoied i@ MRAoRM;x (e ta8RMA 0+ T@DI0R 16 vl Wa%okdNf acetate are illus-
correspondi ng nmedi an testosterone bl ood | evels [ng/ni]
F%ﬁedgﬁg""’treat ments with Cetrorelix panpate according

to above doses and admi nistration schenes as well as

for the placebo treatnent. Table 4 : Cetrorelix

pa e_-, Testosterone [ng/nlL] (nedian), Th esylts

P SBley5 st e &S Ao 2 1O By SoBeeR oot up dur
Bigsthée alighdin efddr do heinatec The ssdult | shophesremieth vaixewlod &ften the
: Stuclﬁ S{UBH? ts were treated with Cetrorelix acetate

PN SHHect

AYPdoses accord ing to the fol | owi ng
adm ni stration schenes: - 5 ng Cetrorelix acetate
adm nistered at week 0, 1, 2 and 3 (total nonthly dose

Table 5: Cetrorelix acetate — Nocturia (n-times, mean)

Group Placebo 4x5 2x10 4x10
Week 0 2,71 2,57 2,69 2,63
Week 4 2,57 2,09 2,00 1,79
Week 8 2,49 1,94 2,06 1,78
Week 12 2,43 1,85 1,97 1,75
Week 16 2,46 1,79 1,97 1,87
Week 20 2,65 1,85 2,16 2,16

The results indicate that there is a slight placebo effect. However, treatments with
Cetrorelix acetate according to above doses and administration schemes demonstrate
the effectiveness of the treatments of the invention. An up to 0,71 decrease in nocturia

frequency for the treatments of the invention could be observed compared to placebo.

Table 6 shows the results for frequency of emptying, i.e. how often the study sub-
jects had to urinate a second time within a 2 hour test period. The results shown are
mean values, how often the study subjects had to urinate a second time.
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20

of 20 ng) (treatnent period) followed by up to 4
nmonths of no treatnent (treat nent-free period) - 10

wOoogaoT4as el | X acetate adm ni stered at week 0 PCTERDOSIES52640

Cetrorelix acetate adm nistered at week 2 (treatnent
period) followed by up to 4 ths of no treatnent
(treatnent-free period)10 ng trorelix acetate

adm nistered at, week 0, 1, 2 and 3 (tatal npnthly dose
of labled)Cetrerelix seatatez Freapency of sipdyipg (DRimes, mean)
montths_of nqQ eatment (treat ment-free pprin ) The
resul tGroppr |t Rlacgbgc hod¥&nt 1§ ol 2640 t (oot < W th
5+5+5Week® dot PA®| ik 2249t ale, 2P8+1d m@&&%trorel i x
acef alNeekdd [10L148+10+1 D23y Cet i®Oel i|x det ate are

i1 usWeekt8ed b&,@&iv. [Tab2,605 $hows8t hg restfits| for

noct Week 12 .[e. 2hiow of t en78he|st ddp suybj dcdts got up
dur i n"Neé¢kie6 i gIX80 n prdep2to|uriaste.[ ThesF esults
showwaséle20gan oval ues, Npw of t en gshe [St udss subj ect's
had to get up. Table 5 : Cetrorelix acetate - Nocturia
(n-times, nean) The results indicate that there is a

sl iTHatrefliRGEBe BlbRtdnts WRNEERbrelik BERbIFRIEErdMgt D above doses and

trorelix acetate according to above doses and ,
RGP AT SRS, Bl BR P PR OB deOene o4 the inven:
fdn. tAReu ke A13BRIHcRARE it frequahes b e@Btyinyfoll thet tleddmédts of the inven-
decrease in nocturia fre eneg)y for the treatnents of
HoTECqUid b PPRsvVReAPaed BRRTEPRd conpared to pl acebo.

Table 6 shows the results for frequency of enptying,

i.e. how often the study sub jects had to urinate a

secon e within a.2 ho est .period. The result

et shithe et S diglHSs PR faaieaEory S iy Sl 5T the effects
biatbdtriay freq@drey af apoh hhdrergeady) & rinatd athieatsllisxshown are per-
& ggiaet Sariation SRS RS Yei0h £ IR B/elgﬂ%in%néfttﬁengtﬁdy {Tv‘vaeaerl]()O).

Table 7: Cetrorelix acetate — IPSS irritative subscore (nocturia, frequency of
emptying, urgency to urinate)

Group Placebo 4x5 2x10 4x10
Week 0 0 0 0 0
Week 4 -12,5 -16,7 -25 -29,3
Week 8 -14,3 -25 -33,3 -31
Week 12 0 -28,6 -33,3 -25
Week 16 0 -30,8 -42.9 -28,6
Week 20 0 -29,7 -29,2 -25

The results indicate that there is a slight placebo effect. However, treatments with
Cetrorelix acetate according to above doses and administration schemes demonstrate
the effectiveness of the treatments of the invention. An up to 43% further decrease in
IPSS irritative subscore for the treatments of the invention could be observed com-
pared to placebo.
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The results for the treatments with Cetrorelix acetate
accordi ng to above doses and adm ni strati on schenes

waoleomsnea@t e t he effecti veness of the treat nenPGI/BL20081652640

invention. An up to 1,35 decrease in frequency of

enptying for the treatrrents 1‘1 the inven tion could be
observed conpared to pl acebo Af'abl e 7 shows the

results for the IPSS irritative subscore, i.

of haRle &ehews ﬁ‘eocfo”ﬁélé‘?rlﬂri%mefj'laﬁd@ﬁi%?rOBP b@@ﬁt'?‘f%[”@m}'—] for the

HESRIRAY WRhUCERGkRx abbfitd aebidngS O ViboRé EddRE Camd a@fninistration
vari ations from baseline at the beginning of the study

peeaIesHs. wetias far the plasepe Jeaimept-acet ate - | PSS
irritative subscore (nocturia, frequency of enptying,
urgency to urinate) The results indicate that there is
a Stabth8: Céte6rRNR aBéfasL Tekl@sRBhe [Hd/ g'(fl‘h@&lfénw th
Cetrorelix acetate according to above doses and
adnmniGroUpT 1oPI&ebeEs dgsondir akeot NE eigciijveness
of TNydekRRT[TEN §3 0T | T NG 4pNVENTI0F AN UP4H0 43%

fur hwequcr?a ﬂé.n Hbggusrrltatdrigy SJDSQQI?S flor the

treat ‘N:‘elékﬁ —t0 1Tl lellalﬁll LUUIS 3.)6 JUb§I8§BU com

bar FWbRI Py =0 abT = IO W Tol e e nd

rTEdl % L C 6 oL Q\; Ic Ul U \9 —eversS y7 II_J he
treat .Li th’ﬁﬂtr:regiJ adet 4kl ac:or?q fg—tHo above
doses g%klégfr @r i Oaa4gchhrrega1 wel| QD for the

pl acebo treat msnt Table 8 : Cetrorelix acetate -

e b 3 R U S st o e

besstullg peeafed| | y prevented. Exanple 3 : Study subjects
were treated with Ozarelix with the foll ow ng doses

according to the
Example 3:

Study subjects were treated with Ozarelix with the following doses according to the

following administration schemes:

- 15 mg Ozarelix administered at week 0 and 15 mg Ozarelix administered at
week 2 (treatment period) followed by up to 4 months of no treatment (treat-
ment-free period)

The results for the placebo-controlled treatments with 15+15 mg Ozarelix are illus-
trated below.

Table 9 shows the results for nocturia, i.e. how often the study subjects got up dur-
ing the night in order to urinate. The results shown are mean values, how often the
study subjects had to get up.
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foll owi ng adm nistration schemes: - 15 ng Ozarelix
adm ni stered at week 0 and 15 ng Ozareli x adm ni stered

w@roosaeid4@ (treatnent period) foll owed by up tPCHEP2008/052640

nonths of no treatnent (treatnent- free period) The
results for the placebo- contro led treatnents with
15+15 ng Ozarelix are illus tr ted below. Table 9
shows the results for nocturia, i.e. how often the

st J@P'%%b‘?%ﬁ:’?%x &OQ}H'%UH'W&SHHE"W ght in order to
urinate. The results thwn are nean val ues, how often
t he | s{GraYpP s jbPaceho up. Table 9 : Czarelix -
Noct ulMegk On-|t i 2682 an’a,73'he results indicate that

t her eWeek® pl acgdmo ef f e,83 However, treatnents with
Oza | rleek saqcorxpang fto phgve|doses and adm ni stration

schenpgeilpgOnstr gt e [fhey gifecti veness of the

tredtwgé“ TG gf IZILF7 | n e 5&)[1. An up to 0,76 de_cr ease in
noct Qs é\kzchu fot TE& t# eat ments of the invention
coul-€ gerveg—eorpared—+o pl acebo. Table 10 shows
t he , lenb*of lenptying, i.e. how often

the study sub jects had to urinate a second tine
in a hour test perjod. The results shown

mJﬁ‘W&F‘d@s‘”d'ﬁ%R‘R/ tB?ttt@ﬁret fe BleeeRp ffrst éé‘?"%evﬁédretaty%e”ts with Oza-

H’ﬂlk %@é&dlﬂg&@@@&ﬁb &éﬁ andadinBnidPatioZRh 8k dembh&fie i effective-
nean) Again, the results

P‘f'ﬁﬁ ‘?fét‘%tr?gfé'ie”lt%% @e igvegt %BB t@ O 7ecqecreqsRell dpctufia drequency

for @rfttti’@%{wénwdf heGBRnEibh $o A6 BeloBEETed @orﬂb&l’é@ t&p@@@o@nd
adm ni strati on schemes denonstrate the effectiveness

of the treatnents of the invention. An up to O, 30
decrease in frequency of enptying for the treatments
of TabR: 1078IRIWS BB résuitk dorlirec@BAS) dfesinsipiRgalee Aol @ften the study sub-

E}:?sﬁgﬁ%gtoTLﬁm@tee % éﬁﬁ%}%}/\@’ﬂé Fl\felltglrl‘lE%S éhip%g&%rt g@{lgcinﬁ%{a rte(s)ults shown are

mean values, how often the study subjects had to urinate a second time.

Table 10: Ozarelix — Frequency of emptying (n-times, mean)

Group Placebo 15+15
Week 0 2,75 2,90
Week 4 2,46 2,48
Week 8 2,00 2,11
Week 12 2,09 1,82
Week 16 2,04 1,75
Week 20 2,00 1,71
Week 24 2,05 1,75

Again, the results indicate that there is a placebo effect. However, the treatments

15 with Ozarelix according to above doses and administration schemes demonstrate the

effectiveness of the treatments of the invention. An up to 0,30 decrease in frequency of
emptying for the treatments of the invention could be observed compared to placebo.
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had difficulties to delay the urination. The results
shown are nean val ues, how often the study subjects

whaesdofsfié cul ties. Table 11: Ozarelix - Ur gencRCT/BP2008/052640

urinate (n-tinmes, nean) Again, the results indicate

that there is a placebo effeqt. However, the

treatnments with Ozarelix accor(ai ng to above doses and

adni ni strati on schenes denonstrate the effectiveness ,

of TR 11 evrele seiits fereurpprRayipiugRateale- ot ¢ften tha study subjects

HES BffRRRick No We@YNRY utiRatithl TAE feduMs hBRntdré eBNuddl how often
the invention could be observed conpared to pl acebo.

themtedyspbiggts fad HECHHRS: espondi ng nedi an t est ost er one
bl ood I evels [ng/nL] for the treatnments with Ozarelix
according to above doses and adm ni stration schenes as
wel s.for the placebo treatnent., Table 12: Ozarelix
- ﬂlé‘é’?%§1=é$%?rﬁ%"’fﬁb’f%ﬁcy(tﬁéﬁf%? (ArH@ese®GPPL | early
denmpnstrate-that chemcal (hornonal) castration could
be su@reHRsfly |a},¢9999 el E anple 4 : Study subjects
ar e | t Wegkdd |wi 2P onpouh80(76) with the fol | ow ng
dosesWeekdr di n@,@40 tlhe 2,071 owi ng adm ni stration
schenmakeks8 iln 23 nonthy ggial, 75 my or 150 ny

conpayagk {26) adm nijstefed perorally daily as a single
s MBI |2 B e TR o (o
adm PWg%@?QE’ pfz.:lé"é ey Lﬁl y—1as a single dose on day
2.7 L owee2d 1 n 208 o[ o BBY

yobPe fol | owed by a 3 nonths
treatnent-free period - in a 6 nonths trial, 75 ng or

150 conpound 6 dm ni stere rorally daily as a
Agggn, thenPesuns in%?ca%e ’%at there t|s ap ac%go effect. owevel),/ the treatments

with Ozarelix according to above doses and administration schemes demonstrate the

q

ot

effectiveness of the treatments of the invention. An up to 0,74 decrease in urgency to
urinate for the treatments of the invention could be observed compared to placebo.

Table 12 shows the corresponding median testosterone blood levels [ng/mL] for the
treatments with Ozarelix according to above doses and administration schemes as well
as for the placebo treatment.

Table 12: Ozarelix — Testosterone [ng/mL] (median)

Group Placebo 15+15
Week 0 3,95 3,57
Week 4 4,16 2,97
Week 8 3,99 4,19
Week 12 3,98 4,11
Week 16 4,00 3,82
Week 20 3,50 3,92
Week 24 4,22 3,86

The results clearly demonstrate that chemical (hormonal) castration could be suc-
cessfully prevented.
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single dose - 50 ng or 150ng per conpound (76)

adm nistered daily as a single dose over 42 days (6
wor@k4a)743he treatments with conmpound (76) accoPdi/RB2008052640

above doses and adm nistrati on schenmes denonstrate the

effecti veness of the treat ments of the invention. A

decrease in in nocturia frequency in urgency to

uri nate and/or frequency of enptying for the

Exampletit s of the invention can be observed conpared

o&bacebo The results further denpnstrate that
DaFUbi§TET FEirRjed Wit FURRMNA AR Wi taeidiewingrdasps according

Y 18Y o Rfhg dardABlrftion sch@hbgly subj ects are treated with
compound (68) with the foll ow ng doses according to

t hea B%drﬁmr@g Edf%ﬁi B30 mblc@ﬁ]pégrﬁtﬁ(%; adminigterad pefRdllyitaily as a
trja adm ni st ered

pél”@l‘eaq'qsﬁ ogiay?-48f tﬁgg”erﬁ’@ngal d¥S€ on day 2-7 of the

o & BG5S (BB irihiTes EPBEPYset G5 LRI Gt peroraly

aglaly & a8ingledtise oA rdaﬂ ay7 drtife afentingal kp1s fdllo@kd BY @l Emonths
followed by a .3 nonths treatnent-free period - in a 6

wHﬁ?Wée”Hrie PEMe% 1y or 150 nyg conpound (68)
SR E T SRR LR J

S|srmg|eed®ese over 42 days (6 weeks) The treatnments with
compound (68) according to above doses and
ad0inmy &it t50imgower compound (76) administered daily as a single dose over 42

days (6 weeks)

The treatments with compound (76) according to above doses and administration
schemes demonstrate the effectiveness of the treatments of the invention. A decrease
in in nocturia frequency, in urgency to urinate and/or frequency of emptying for the
treatments of the invention can be observed compared to placebo.

The results further demonstrate that chemical (hormonal) castration can be success-
fully prevented.

Example 5:

Study subjects are treated with compound (68) with the following doses according
to the following administration schemes:

- in a 3 month trial, 75 mg or 150 mg compound (68) administered perorally daily as a
single dose on day 2-7 of the menstrual cycle

- in a 3 months trial, 75 mg, 100 mg or 150 mg compound (68) administered perorally
daily as a single dose on day 2-7 of the menstrual cycle followed by a 3 months
treatment-free period

- in a 6 months trial, 75 mg or 150 mg compound (68) administered perorally daily as a
single dose
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schenes denonstrate the effecti veness of the
treatnents of the invention. A decrease in in nocturia

wo e@guendy, in urgency to urinate and/ or frequPCEPINS/052640

enptying for the treatnments of the invention can be

observed conpared to pl acebo1 he results further

denonstrate that chem cal (hor naI) castration can be

success fully prevented., Exanp . Study subjects

a8 ng @a@@%qrmw&ﬁ%%ﬁ? QGmW'%tWeP‘ qaily a3 # éwgﬁgfioc%%%r 42

aggy‘g? the follow ng adm ni strati on schenes: -
nnnt trial, 75 ng or 150 ng conpound 36

adm ni stered perorally daily as a single dose on day

2-7 of the nmenstrual cycle - in a 3 nonths trial, 75

g, ThEO et vﬂaﬁ@cd’fﬁbcﬁﬁﬂ'ﬂ@&ﬁé’cc@ﬁin&’gﬂm Btbcﬁfeeddéds and admlnlstratlon
roral dai | ose on da

mQﬂ?HPé tﬁ% Pﬁ%%@ P (g the %ﬁﬂ?@}/st ?Zfég? fPé(ﬁf‘t'qr\' edecrease
Peihnl ﬁtfd:turlal ﬁe@e@ncmﬁtd?éeﬁdyl @l urindfe BHA/BF fré§lerty cﬁcemmym@l for the

36 adm ni stered @)erorzgP da|I as a si nI%I e dose -

RRABIETHESRS i e R0 FaDBRAPSE VSR PP L e REERa y s a
R RS A G oo Al 1Bt R lnaeastiation can bé' Sictess-

fllyprdveatedt | on schemes denonstrate the effectiveness
of the treatnents of the invention. A decrease in in
nocturia frequency, in urgency to urinate and/or
frequency of enptying for the treatnents of the
Exaeple &@n can be observed conpared to placebo.
Study subjects are treated with compound 36 with the following doses according to

the following administration schemes:

- in a 3 month trial, 75 mg or 150 mg compound 36 administered perorally daily as a
single dose on day 2-7 of the menstrual cycle

- in a 3 months trial, 75 mg, 100 mg or 150 mg compound 36 administered perorally
daily as a single dose on day 2-7 of the menstrual cycle followed by a 3 months
treatment-free period

- in a 6 months trial, 75 mg or 150 mg compound 36 administered perorally daily as a
single dose

- 50 mg or 150mg per compound 36 administered daily as a single dose over 42 days
(6 weeks)

The treatments with compound 36 according to above doses and administration
schemes demonstrate the effectiveness of the treatments of the invention. A decrease
in in nocturia frequency, in urgency to urinate and/or frequency of emptying for the
treatments of the invention can be observed compared to placebo.

The results further demonstrate that chemical (hormonal) castration can be success-
fully prevented.
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The results further denonstrate that chem cal
(hornonal ) castration can be success fully

w@e@saotied. Exanple 7 : Study subjects are treaP€@HERD$1052640

compound 37 with the foll ow ng doses according to the
follow ng adm nistration scheggs: - in a 3 nonth
trial, 75 ng or 150 ng conpound 37 adm ni stered
erorally daily as a single dose on day 2-7 of the
#opPleEl cycle - in a 3 nonths trial, 75 ng, 100 ny

or 150 .conmpound 37 adm ni stered perorally daily as

a sﬁt%ﬂ M@WG&W With7CQsRPqURe W@‘tth‘é H?”%’%@I@Seg according to
friel tbipigsh Bymmistatidédhenicseat ment -free period - in a 6
nonths trial, 75 ng or 150 ng conpound 37 adm ni stered

P&t @Bahdrith €l 176 g or1 50 mglcemPesitd 37 BémiMstered befdi@llylRRily as a

conpound 37\égm nlf_srthered daily as a single dose over

45N ROSEONGR¥ IS OTHB MG SHYAEHE'S wit h conpound 37

accordi ng to ve es and adm ni stratjon schenme

e ndidhd fah 28 488 P TR P ReS A R PRt perarally

| AeiBNad Bing® dbe6 ARG 2k Mofl the RRPLLGAI 2yElE SIYRBE Yy al months

ur genc ﬁo urinate and/ or frequency of enptying for
AMEUATRBREYODf the i nvention can be observed

ARGkl TEOR Shnd SEHbLF LA P URTRBEALE Sy o

f gingle qusevent ed. Exanple 8 : Study subjects are
treated with conpound 52 with the foll ow ng doses
asoaglomthOiney per compound 37 administered daily as a single dose over 42 days

(6 weeks)

The treatments with compound 37 according to above doses and administration
schemes demonstrate the effectiveness of the treatments of the invention. A decrease
in in nocturia frequency, in urgency to urinate and/or frequency of emptying for the
treatments of the invention can be observed compared to placebo.

The results further demonstrate that chemical (hormonal) castration can be success-
fully prevented.

Example 8:

Study subjects are treated with compound 52 with the following doses according to

the following administration schemes:

- in a 3 month trial, 75 mg or 150 mg compound 52 administered perorally daily as a
single dose on day 2-7 of the menstrual cycle

- in a 3 months trial, 75 mg, 100 mg or 150 mg compound 52 administered perorally
daily as a single dose on day 2-7 of the menstrual cycle followed by a 3 months
treatment-free period

- in a 6 months trial, 75 mg or 150 mg compound 52 administered perorally daily as a
single dose
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the follow ng adm ni stration schenes: - in a 3 nonth
trial, 75 nmg or 150 ng conpound 52 adm ni stered

w@eoosnedstey daily as a single dose on day 2-7 OPCT/BBR2008/052640

menstrual cycle - in a 3 nonths trial, 75 ng, 100 ngy
or 150 ng conpound 52 adnin[q%g[ed perorally daily as
a single dose on day 2-7 of t menstrual cycle

followed by a 3 nonths treatnent-free period - in
oAtk 130m9 pﬁ@OW@oemd §%6d’ﬁﬁ“%@ﬁ6€6%335@ singiei qﬂsgtoé?re‘b? days

Pes Qeakd)y dally as a single dose- 50 ng or 150ngy per
corrpound 52 adm nistered daily as a single dose over

42 days (6 weeks) The treatnents with conpound 52
according to above doses and admi ni stration schenes

dem%sﬁéélh@nltshﬁltrﬁf:&ﬂﬁbur\éEB@i‘a&c&Hmbh@ ddoRataress an@fadmiistration
vention. A dec e jnin nocturia fre

ohosTh Jemorsiraiadng Shseiane st At e iihing rignidhy A decrease

Inhlﬁ idchatanBeduenef, ihhegéntyet uriiate and/be frefsdicy el emptying for the
ared to placebo. ;he results further denonstrate

trﬁ%t ee&&ht%eaunvmemaﬂ FPRERET SPTBHeE e Hocess
i sl G BR oyl e hmica fHampae GAatiagOtashe suocess:

g prelenigdt o t he follomnng adm ni stration schenes: -
ina 3 nonth trial, 75 ng or 150 ng conpound 144
adm ni stered perorally daily as a single dose on day
2-7 of the nmenstrual cycle - in a 3 nonths trial, 75
Bgamp@d®:mg or 150 ng conpound 144 adm ni stered
perorally
Study subjects are treated with compound 144 with the following doses according

to the following administration schemes:

- in a 3 month trial, 75 mg or 150 mg compound 144 administered perorally daily as a
single dose on day 2-7 of the menstrual cycle

- in a 3 months trial, 75 mg, 100 mg or 150 mg compound 144 administered perorally
daily as a single dose on day 2-7 of the menstrual cycle followed by a 3 months
treatment-free period

- in a 6 months trial, 75 mg or 150 mg compound 144 administered perorally daily as a
single dose

- 50 mg or 150mg per compound 144 administered daily as a single dose over 42 days
(6 weeks)

The treatments with compound 144 according to above doses and administration
schemes demonstrate the effectiveness of the treatments of the invention. A decrease
in in nocturia frequency, in urgency to urinate and/or frequency of emptying for the
treatments of the invention can be observed compared to placebo.

The results further demonstrate that chemical (hormonal) castration can be success-
fully prevented.
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daily as a single dose on day 2-7 of the nenstrual
cycle followed by a 3 nonths treatnent-free period -

WO pooa/1674a0nt hs trial, 75 ng or 150 ng conpoundPABEP2008/052640

adm ni stered perorally daily as a single dose - 50 ng
or 150ng per conpound 144 adqbplstered daily as a
singl e dose over 42 days (6 weeks) The treatnents with
compound 144 according to above doses and

istration schenes denonstrate the effectiveness
of the treatnments of the invention. A decrease in in
nocturia frequency, in urgency to urinate and/or

fi I asHeedIQY Icabt HEAtRM Anfa@bnititer thegrépeRaion &¥fa h&dicament for the
i nventi on can be observed conpared to pl acebo.

cam
r edipRIBEH ¥ PHABRYI@¥RGhALIPATIONE t'\%V’t’eré’ﬁ'Eﬁ'iyd@Ct %W%‘?"%d%ﬂamma's

CaSﬁHe@élh @Hﬂa SaAEaPens ld%\ﬁ‘e'?%ﬁnéry lidayt W@rﬂﬁ@%lé&té’d fidmine group
Use of | east one LHRH ant agonl st for

pré’ﬁﬁ?'ﬁtdrlgoﬂ SFNFY RGINERFASHL UO r‘”qoﬁté”qr\céaQ‘f?é?ﬁt'V%P'adder idlio-

pr QRN Bvdractve bﬁddbﬁ@%bro@@ﬁc'o@éﬂbtlw bladdeY, dertr@%r overact|V|ty,
nﬁtomln manmal s, wherein the at | east one
uri

gp3inic dgisarPptashy ysn%%%wce@ﬁtquehw%ct@%lﬂ@d ‘wherein the

cong ekt st OARH' aH[ngﬁFsMs't@@@@Hmﬂﬁﬂ@t%d Wé@ﬁnermedlate dose, which
i nconti nence, overalc(ﬁ?l ve er idio path

ov 1058 P{RAUSE shefaica 8P rﬁaé traiA8r act i ve bl adder
detrusor overactivity, idiopathic detrusor
overactivity, neurogenic det rusor overactivity and

ein the at e LHRH ant agoni st
TR e a0 S i LoviE At SIge onf oker yaady rget symptom
caus gotcdzestigatl withwerAdrgstatestiypaiglasin (BRH)The use as
claimed in claim1, wherein the at | east one | ower

urinary tract synptom

3. The use as claimed in any of claims 1 to 2, wherein the at least one lower urinary
tract symptom is selected from the group consisting of: “overactive bladder, idio-
pathic overactive bladder, neurogenic overactive bladder, detrusor overactivity,
idiopathic detrusor overactivity, neurogenic detrusor overactivity”.

4. The use as claimed in claim 1 for the preparation of a medicament for the simulta-
neous treatment or prophylaxis of at least one lower urinary tract symptom selected
from the group consisting of: “overactive bladder, idiopathic overactive bladder,
neurogenic overactive bladder, detrusor overactivity, idiopathic detrusor overactiv-
ity, neurogenic detrusor overactivity” and benign prostatic hyperplasia (BPH).

5. The use as claimed in any of claims 1 to 4, wherein the LHRH antagonist is se-
lected from the group consisting of: “abarelix, antide, azaline B, A-75998, cetrorelix,
degarelix, detirelix, ozarelix (D-63153), ganirelix, Nal-Glu-Antagonist, ramorelix,
RS-68439, teverelix” and preferably is cetrorelix or ozarelix (D-63153).

6. The use as claimed in any of claims 1 to 4, wherein the LHRH antagonist is se-
lected from the group consisting of: tetrahydrocarbazole derivative of the formula (l)
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(BPH). 3. The use as clained in any of clains 1 to 2,

wob@saidTa46 he at | east one |ower urinary tract BQTYBPIINS/052640

is selected fromthe group consisting of: "overactive
bl adder, id io pathic overactiye bladder, neurogenic
overactive bl adder, detrusor 0Overactivity, idiopathic
detrusor overactivity, neurogenic detrusor
overactivity". 4. The use as claine ®n claim1 for
the preparation of a nedi canergzfor _the saulta neous
treatment or prophylaxis of at |eyst oie | ower urinary
tract synptom selected fromthe g Qup gonsi sting of:
"overactive bl adder, idiopathiHNOveraCt gy bl adder,
neur ogeni ¢ overactive bl adder, petrAlisor overactivity,
i di opat hi c detrusor overacti neur ogeni ¢ detrusor
overactivity" and beHT@n X0 hyper pl asi a (BPH).
5. The use as clainqu' aggf 1 to 4, wherein
” t

\jejlhﬁe he group
consi sting of: "abarel anti

the LHRH ant agoniggitg1 ed
de, lazaline B, A-75998,

in

I'X,
cetrorelix, degarelix, &8t irelixiiN BBi x (D-63153),
gani relix, Nal-d u-Antagonist, ranorjlelix, RS-68439,
teverelix" and preferably is cet 'ﬁ,ﬂ%2ozarelix
(D631 53). 6. The use as clainediin afy of clainms 1
to 4, wherein the LH antagoni st is spilected from
the group consisting of: tetrahydrocarbazol e
derimwhichve of the formula (I)in which: Xl is S, Oor
St-Q, X2 and X3 are independently of one another O or
gemnally linked H2, R 1 and R2 are independently of
onéGéﬁStéérsﬁéYected fromthe group consisting of H,
aryl, alkyl and arylal kyl radicals which are
optionally substituted in the al kyl and/or aryl group
by Ax@ndas3re ingependestly of ¢neom‘p>§mé%@n gemiedlydinked He.om
the group

R1 and R2 are independently of one another selected from the group consisting of -
H, aryl, alkyl and arylalkyl radicals which are optionally substituted in the alkyl
and/or aryl group by up to 3 substituents independently selected from the group
consisting of —Hal, -CN and -O-alkyl, where R1 and R2 are in particular hydrogen,

R3 is an alkyl, arylalkyl or heteroarylalkyl radical, which are optionally substituted
by up to 3 substituents independently selected from the group consisting of -Hal,
-CN, -CO-0O-R12, -CO-NR12R12’, -OH, -O-R13, -O-CO-R13, -O-SO.-OR12,
-0-S0,-R12, -S0,-OR12, -SO-R12, -O-PO(OR12)(OR12’), -O-PO(NR12R12'),, -O-
CO0-0-R13, -O-CO-NR12R12, -O-CS-NR12R12’, -S-R12, -NR12R12’, -NH-CO-
R13, -NH-SO,-R12, -NH-CO-0O-R13, -NH-CO-NHR12, -NH-C(NH)-NH,,

R4, R5, R6 and R7 are selected independently of one another from the group con-
sisting of H, -Hal, -CN, -CONH,, -COOH, -CF;, -O-alkyl, -OCF3, -NO,, and alkyl,
arylalkyl and heteroarylalkyl radicals;

R9 is a hydrogen atom, an alkyl, an aryl, a heteroaryl, an arylalkyl or a heteroarylal-

kyl radical, preferably a hydrogen atom;
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consisting of -Hal, -CN and -Oal kyl, where R1 and R2
are in particular hydrogen, R3 is an al kyl, aryl al kyl

woreookaoas®©ar yl al kyl radical, which are opti onaPCI/EP2008/052640

substituted by up to 3 substituents independently

sel ected fromthe group consH%g_ll ng of - - CN,
-COORL 2, -CONRL 2R1 2 OR13 {0 CORL 3,
-0-SO2-ORlI 2, -0-SO 2-RI 2, -S2-ORlI 2, -SOR12,

- O PO(OR12) (OR12' ), -O PO(NRL2RL 2')2, -0OC0- O-R13,

- OFQ@@BJhyaF&ﬁeR atom QT@% PligEdRRY 1, -cHRY2, CoidjﬁﬂRJé’o NHR11,
- NH- COR13 -NH-CO-ORL 3, -NHCO N 2,

- NI—'ICC%WB“HHW ’ZSQQZB”RQr -S®MAGTR? are sel ected

mdependently of one anot her fromthe group con
si sting of

- oRiligan a%;ag aryl ,\@etewl aqulalkalrgnaamqg?qoa@{}?ékyl radical, which

het£é agfionay &ydsnﬁﬁéh 5Pb%s orRﬂoﬂeSsuesthM@HtQ Gﬂ@péﬂd@ﬁtly d&ected from

al k% an aryl, a heteroaryl an_ar ar a
Petib 80P NS RiNG b AaPloars Bk RrabiGC 1% Gy s R

10 oM, Budingen.at om or the radical - -CORL 1,
OS( g(%ONIS—Rll -C(NH) - NHR1 1, -SOZRll, or

-SOZ NHRl 1; R11 is an alkyl, an aryl, a heteroaryl,
an gy ¥l-@ JO’laIKVI -afyl B'el@r @9élki/lﬂlelt%fbar§/laWh6@ the Rl 6hhété@>ary|

opti onal I substi't re substitu

i nd%%'aéHWtQUt@%pé@f‘%oo W%%Pf%%raaw&x F?”@Q?fquBWPHTQ llggependently
H@s‘electe@"ﬂrom ﬁHeIbeu cérsisting KO- &;HM O)rn@H% l0"00 aAg

“8s:
IR CXelo oA e s A FATeI i o0 ROQRERNOR12),

gr apPPONFREIR!)], UDETD IR 1) €OICD NI 12R1 2P BRd €O-TH-NRIYR12), or,
one, substit uents i ndependently selected fromthe

gr dHSrediewiexes ableast ~o- (CH 2cH2-O) n-CH3, - O OO R12,

-O (&P (CH g:ngop) n-CH3, -0-SO 2-ORI 2, -0-SO 2-Rl 2,

- O PO( OR12 é
(iv) iS not H, and R11 is an arylalkyl or heteroarylalkyl radical, which are
substituted in the aryl or heteroaryl group by one or more substituents independ-
ently selected from the group consisting of Hal, -CN, -alkyl, -CF3, -OCF3, -OH, -O-
aIkyI, and 'O'(CHQCHQ'O)n'CHs,

R8 also assumes the meanings indicated for R3;

R12 and R12’ are independently of one another H, or an alkyl, arylalkyl, aryl, het-
eroarylalkyl, or heteroaryl radical and are preferably H,

R13 is selected from an alkyl, arylalkyl, aryl, heteroarylalkyl, and heteroaryl radical,
or is the group -(CH,CH,-0),-CHs, and

nis an integer from 1 to 10, preferably 1 to 6.

7. The use as claimed in claim 6, wherein the LHRH antagonist is selected from the
group consisting of:
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-OPO(NR1L 2R1 2')2, -0-C0-0R13, -OCO NRL2R1 2', and
-0 CS-NR12R12', or, where, however, at least (iv) R10

w0 200800744 and R 1 1 is an arylal kyl or heter oRCYERL0kSD52640

radi cal, which are substituted in the aryl or
heteroaryl group by one or my, substituents i ndepend
entIy selected fron1the group conS|st|ng of Fhl - CN,
-al k and -0-

CH2- O
éF%"OfPi%erEV%{&S ak[s(ﬁ‘bréﬁ %C%%Pﬂg?smﬁwpé%y rbamowisﬁ -

R12 an@ICRFb?O 2@r4€QJté’:Fia¢1P§r%dﬂ%édba%l -ON&arBaAbiIEs- H or an
al kyl , yl al het eroarylal kyl, or

heteroHi‘%Vl‘ylFPrSEYl}S’éfbag??ée e preferably H, R13 is

Se'4%h‘lcﬁ3befrfz I'I'(@)EH th%l )ad- d’ér@éﬂﬁbﬂll 2- @éfh'ybpropylcarbamoyl) 6,8-
het er oar and het er oar radical, or_is the

group 9 r‘?éﬁz‘i Sygirabyaro- Hrgan aF@ %quﬁﬁ'@ﬁﬂl’z‘f romlto

10 prﬂfe@lﬁﬁkﬂtw}c&rﬂe@née 275 The use as clained in claim
goni st is selected from

gr &L@qugtpngglt{i(@@ BF{ @)m@rt&g@ykngetbgyutilcarbamoyl) % 8-dichloro-

-[( R) 3; 2{,4 @tetﬂahydro 1H- carbazol 3- ylcarbamoyl] -2-methylbutyl}carbamate (3),
-car car am)yl %

di ¢RI @ﬁé}/@lqgo@ @S{l%f)gt % eRrhenyl)ace yla?mlﬁo] 3-methylpentanoylamino}-

H car bazph 9$etVéH?y§fobﬂ¥F]é¥|‘b1az&e et By RE SRy {d&ﬂf&%@ﬁ@yl -2-methyl-
(D, 4- chl orobenzyl {(S)-1 -[(R-3- ((S)
- car bali?HW ’?'q%f‘)nyl propyl car banoyl ) -

di ¢Rj- QBQtlcawlé’ro‘Br{?S)‘—@IZ @Wtﬂfrgohbnyl acetylammo] -3- methylpentanoylammo}-

H- car bazol - 3-yl carb ) &ar

(2), 42c¢ht g,t%tbaéwg 1I{|6:g)ba_zLoIe 3- carbglxyllc aé/ d((S)-1 carban?oyl 2-methyl-

-[(R) - %U(y\%%m@a(sparmyl rret hyl but yl car bam)yl )-6,8-dic
hl or o-

H Caniprolarizyl S ekt B‘bﬁﬁﬁ ]Caﬂawwlr%%%mx)bqﬂwsa@amlé 6¢Gglichloro-

2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate (6),

benzyl {(S)-1-[(R)-6,8-dichloro-3-((S)-2-methyl-1-thiocarbamoylbutylcarbamoyl)-
2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate (7),

benzyl 4-{(S)-3-benzyloxycarbonylamino-3-[(R)-3-((S)-1-carbamoyl-2-methylbutyl-
carbamoyl)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-
ylcarbamoyl]propyl}phenylcarbonate (8),

benzyl [(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-2,3,4,9-
tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-(4-phosphonooxyphenyl)ethyl]-
carbamate (9),

benzyl [(S)-1-[(R)-6,8-dichloro-3-((S)-2-methyl-1-thiocarbamoylbutylcarbamoyl)-
2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-3-(4-
hydroxyphenyl)propylJcarbamate (10),

benzyl [(S)-1-[(R)-3-((S)-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-2,3,4,9-
tetrahydro-1H-carbazol-3-ylcarbamoyl]-3-(4-phosphonooxyphenyl)propyl]-
carbamate (11),

benzyl [(S)-1-[(R)-6,8-dichloro-3-((S)-2-methyl-1-thiocarbamoylbutylcarbamoyl)-
2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-3-(4-
phosphonooxyphenyl)propyllcarbamate (12),
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(R -6,8-dichloro-3-{(S)-2-[2-(2-fl uorophenyl)acetyl am
noj - 3- net hyl pent anoyl am no}- 2, 3,4, 9-tetrahydro-1

wohk@anbaael e- 3- car boxylic acid ((S)-1 PCT/EP2008/052640

- car banoyl - 2- et hyl butyl ) ani de (4),

(R -6,8-dichloro-3-{(S)-2- [21%§ fl uorophenyl ) acetyl am
noj - 3- net hyl pent anoyl am no} 3,4,9-tetrahydro-1

H car bazogl e- 3- carboxyl i c ac

T RL Aok By P B Ao apteay adsiylaminehd-gredtyepiancylamino)-

{( S) 12349- tetrahydro 1H- carbazole 3-carboxylic acid ((S)-2-methyl-1-
-[(R -3-((S) - carbanpyl - 2- met hyl but yl car barmoyl ) - 6, 8- di

ol o Todarbarae BT Ry G
E';‘r%sr l@@Zd?émé’roéd [Fg)télﬁglwﬂld T@p%ﬁplm@ewdm?é]cﬁ(banat e (6),
DU B & Doy 1 o e 3 grboryic

H car b@é.al E% leln%ﬁrfybﬁ-‘ﬁm{édrba%éwibhw bmtdél (hgpr bamate (7),

é | oxycar onylam 3[’()3(I 2)
- Cgrp%lgm;g( )Qi@t%pgﬁpm ArpEnBgihy-1- thlocarbamoylbuty carbamoyl)-

6, 8- di ofd HbYettahdrb- ﬂ%-bﬁﬂfa%lyﬂﬂ@aribaﬂﬁog;ml{@%@ - 3-

| car banoyl ] pr opyl } phenyl b t I S) -1
y (R)_ﬁu@)é eprm/l ggety}/lgmmo p?o?og/l}ghne%ylephosphate 15)Zy [(S)

- C XRP@'SQMJ:N&OWQ)@J[BJ(ﬁﬂllﬁ%&@ﬁ?l}’&bpl@ﬂﬁarﬂIn@FBDr 0- 2,

- tetrah

. car bAIIETASAPENIRYYA 3.42- eyl HsAtazp by Bl d
| ] - Cag@m?éa%e(rﬁa I2hﬁélﬁM ro@(ﬂ%mlhe 16f
-di ¢

RIS g%éd@rba%rgé@'av'@awsmyjpropz%@rtz@r@ow & Baiepirer2B.4.9-
Hcar b?e'&ﬁ&hy&’oyi maarbafmxehhca?bérﬂoyu 5- ;

hyd I b -
TR e AT REE T R M (S R

h' QS)O6 8- dlé’n-ldb% ={( S)ei [@WW&oxj,'phenyl )propionylamino]- 3 meth Ipentanoyl-
i+ car %%n?nc;} 2_3}1 4 %quratrghn%ro ]IH?c’:agbAézglgoBSge?rggf (|)I()3( aC|den§$ 1 carbal?mo [-2-
yl]- y y y
methylbutyl)amide (18),
benzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-2,3,4,9-
tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-[4-(2-{2-[2-(2-
methoxyethoxy)ethoxy]ethoxy}ethoxy)phenyllethyl}carbamate (19),
(R)-6,8-dichloro-3-((S)-2-{3-[2-(2-{2-[2-(2-methoxyethoxy)ethoxy]ethoxy}ethoxy)-
phenyl]propionylamino}-3-methylpentanoylamino)-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid ((S)-1-carbamoyl-2-methylbutyl)amide (20),
(R)-6,8-dichloro-3-((S)-2-{2-[2-(2-{2-[2-(2-methoxyethoxy)ethoxy]ethoxy}ethoxy)-
phenyllacetylamino}-3-methylpentanoylamino)-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid ((S)-1-carbamoyl-2-methylbutyl)amide (21),
(R)-6,8-dichloro-3-[(S)-2-[3-(2-fluorophenyl)propionylamino]-4-(4-hydroxyphenyl)-
butyrylamino]-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-1-
carbamoyl-2-methylbutyl)amide (22),
(R)-6,8-dichloro-3-{(S)-2-[3-(2-fluorophenyl)propionylamino]-3-
methylpentanoylamino}-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid
((S)-1-carbamoyl-2-methylbutyl)amide (23),
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carbamate (1 1), benzyl [(S)-]I
-[(R -6, 8-dichloro-3-((S)-2-nethyl -

wo edsocarbanoyl but yl car banoyl ) - 2, 3, 4, 9- t et r ahpd¥r/B8P2008/052640

H car bazol - 3-yl car banoyl ] - 3- (4-

phosphonooxyphenyl)propyl]ca ggnate

(12) (R -6, dlchloro 3-{(S)-2-[ 2- (2 fluorophenyl)acet
pentanoylan1no 4,9-tetrahydro-1

@sn%k@pg TPk Bishire 8o rametrsy T rorspamoviaoh arbamdy)
thl Oca"zwgéfétbéﬂywolﬂmc%aéé@ ylcarbamoyl]-3-[4-( -fz-[z-( -

(R)- 6, 8-dj chl or 0- 3- | uor ophen y am

noj - 4- ("1?hWIWS&X)EW@WP’}‘B%M}%h%lﬁﬁl‘i“?mlp@py'ﬁa&bamate 24),

9- no@hﬂ_%ﬁll{rs?nq F)- ébma{ot@ﬂwggﬁ(sg\z tmwl he aci d

rmno( 4-”{' @[b%n?)(i%tw@aréarapﬂh?%FAOSaget(a@ggrog Wﬁ@rﬁ;l;qlﬁ ¥i¢arpamoyl]-
car bamQMJnQH IMbl?%eh@é?ﬁMﬂe) 25)2 3,4,9-tetrahydro-1

H- car bazol -
RS LN R o -

(15), dichloro-2,3,4,9- tetrah dro 1H carbazol-3-ylcarbamoyl]-2-
(R) -6, 8- d| chl or o- 3- -[3-(4-fl uorophenyl) propi onyl

am no] Mgt Mﬂiﬂaﬁﬁ'ﬁ %&ﬁ)’am no}-2,3,4,9-tetrahydro-1
H ogg- @lﬂ@&bﬁe&yp{%}i’ﬂ{(ﬂ' JBC((S‘)C1 Qar()éﬁbyllZ methylbutylcarbamoyl)-6,8-

- car banpy| - 2- ? (1
(S)-5- P 50@32(3(459 ?{qtrahydro H- carbazol 3-ylcarbamoyl]-2-

-car bamngath &nﬂ}tfai’bdnhﬁt@m car banoyl ) - 6, 8-di chl oro- 2,
- 3-yl car banpy

o ela%%rﬁpmzm% D ST AR eSod 35

trifl U@fcﬂ%?@b@téﬁ%élt?ah dro 1H carbazol 3-ylcarbamoyl]-2-

(S)-6, dlchloro -{ ( 2- hydr oxyphenyl ) pr opi ony
Iamno]meéW%{ a&‘f’l amno} 2,3,4,9-tetrahydro-1

H Ga3-BigRIetobeRzyf ?(Sl)l‘ﬁ{gji LE (8% Gafdamoyl-2- e ISHTRAYArbdmoy!)-6,8-di-
ﬁyl k(%Htc>3r/c>I % ,3,4,9- tetrahydro 1H-carbazol-3-ylcarbamoyl]-2-
methylbutyl}carbamate (29),
3-fluorobenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-
2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate (30),
2-fluorobenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-
2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate (31),
3-chlorobenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-
dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-
methylbutyl}carbamate (32),
3,5-difluorobenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-8-chloro-
6-fluoro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-
methylbutyl}carbamate (33),
3-fluorobenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-8-chloro-6-
fluoro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-
methylbutyl}carbamate (34),
2-fluorobenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-8-chloro-6-
fluoro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-
methylbutyl}carbamate (35),
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35

benzyl {(S)-1 -[(R-3-((95)-1
- car banoyl - 2- net hyl but yl car banoyl ) - 6, 8-di chl or o- 2,

W@ 200890748@t r ahydr o- 1 PCT/EP2008/052640

H car bazol - 3-yl car banoyl | -2-[4-(2-{2-[2-(2-
met hoxyet hoxy) et hoxy] et hoxy} qtzpoxy) phenyl ] et hyl } car bam
ate (19),
6, 8-di chl oro-3 é‘r -2-{3-[ 2- 2{2[2(2 met hoxyet h
oxﬁ)fB{off&@V )gt[(l%)gy{‘%)r 5\ )1 carbamoy -2-methylbutylcarbamoyl)-6,8-dichloro-

pheny! bpy £pit&rryars- 19cadatBiINERBAMBNAPRT( mm}@eﬁylfpr%yl]-
tetrahydro 1 HCar bazol e- 3-carboxylic acid ((S)-I
- car bafBPRMAGE hy| but yl ) ani de (20),

( Rp= fﬁ;o&;b@n@ﬁl[(l?)ﬁ :[@R)4- @‘5) 2 =dafbdioyi-2-meh{iBat{IRatBmd o eed-fichloro-

h
hony| PavkPyFERH ISAEERYI R aABgY by droxeenyharepyl

trahydbgrbzinﬁ&a(@g zoI e- 3-car boxyl | c acid ((S)-1
-carha

( RF- éfh‘S’Eﬂp@ﬁPﬂ}e@%{ é)[(fé %@Srwmawb%amv}wﬂﬁrewpw

am no] dfth(ofio-Bysds, wmﬁme carbazol- 3 -ylcarbamoyl]-2-methylbutyl}-
butyryl am no] - 2, 3, 4, 9-tetrahydro-1

H car b&20rREE @:9 boxyl ic acid ((S)-Icarbanoyl -

2- metudyddenby I i é%l?-lbro 6 quoro 3- i(S) -2-methyl-1- thlocarbamoylbutyl
(R) -6, 8- dIC Ioro (S) (2-fl uorophenyl) Eropl on

S o] SaPaey A HAHAY i G FLoBZ0 A Hog Daey LRy e AUy

H-car b@g@aﬁmagga boxyl iC amg (g% I
am de

[ @Fijuog)bgnayl &ﬁ dr%R)38 (:%/Ig 0- (‘ZfIH%rpr?yq %hg ?nnet%/yl 1{t$1%2:érlbamoylbutyl

- t hi ocaaamRyl)Pis ¥ baak Aary ) ca%a§o|4s cér%hfn@b‘l}’ difetyloutyl}-
H- car bazol H%}e)yl carbanmoyl']-3-[4-(2-{2-]2-(2-

met hox F81R @hoxy] et hoxy} et hoxy) phenyl | propyl } car ba

L&
ﬂ?t(z%doi’dagﬁlz%?@;)g [§| ﬁégkdicmoro -3-( sg -2- methyl 1

1 ool .34 SiefabVerer tHepgrapenl-pyicarbamoyl:

H car b@zml aroy< @@rnlg%m 1carb%rrr@é @) but vl }car bamat e
(25) net h e

2 aipren s b bt s a3 eyt
thiocarbamoylbutylcarbamoyl)-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-
3-(4-hydroxyphenyl)propyl]carbamate (45),

3-methoxybenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-
dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-
methylbutyl}carbamate (47),

4-fluorobenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-dichloro-
2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}carbamate (48),

2-methylbenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-
dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-
methylbutyl}carbamate (49),

2,3-dimethoxybenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-
dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-
methylbutyl}carbamate (50),

2-methoxybenzyl {(S)-1-[(R)-3-((S)-1-carbamoyl-2-methylbutylcarbamoyl)-6,8-
dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-
methylbutyl}carbamate (51),
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di chloro-2, 3,4,9-tetrahydro-1
H car bazol - 3-yl car banoyl ] -2- net hyl butyl j car bamat e

W@ 2@p/10R46- di f | uor obenzyl {(S)-1 -[(R)-3-((S)-RCT/EP2008/052640

- car banoyl - 2- et hyl but yl car banoyl ) - 6, 8-
di chl oro-2, 3, 4, 9-tetrahydro- i
H car bazol - 3- yI car banoyl ] - 2- n%t hyl but yl j car bamat e
(27{1g 5-di fl uorobenz (R) - 3- g -1
caF Bﬁmmqo%ﬁ(%ﬂ%{% I%ngﬁtglylgm@_o] methylpentanoylammo}-

di chl 0"2%293@&‘;1?‘@&&““%3663&&9% -carboxylic acid ((S)-1-carbamoyl-2-
H car bazol - 3-y| car bampyl | - 2- net hyl'but y[j car bamat e

(28), ZedRunlaRneBEyl  { (S) 1 -[(R-3-((9)-1
- C@[thmwﬂne%y%ﬁi’w k( W){{F@)E’H R@)“P)élabbaﬁno%r Qlir’r?é”t%)ﬂ’élﬂylcarbamoyl) 6,8-

2,3,4,9-tetrah car bano
et hyl SIS PE-2eh b anRliaby o) oA PR NP LES) - 1
-[(R) - %‘re(tﬁ@utﬂl}carbamate (53)

- car banoyl - 2- arbam)yl)-68d| chl or o-
2, @ tz!fltg)_rg)r@gtpaﬁ?@%y { [( )-3-((S)-1-carbamoyl-2- methylbutylcarbamoyl) -6,8-

H- car b@kﬂloré’xzysl 439&& Mﬂol‘r#c%btwlwléa\fbirﬁaylpmt e
(30), fhlwlljor obenzy gﬁ‘é -[(R) - ((S) 1

- car ba ar banDyI ) -6, 8-di chl oro-

2, 3. tﬂfl&rbrﬂbih@b%%h@&% H )-1- carbamoyl -2-methylbutylcarbamoyl)-

H-car bazol t hyl but yl'} car bamat e
(31), @q:qi,lplgjp@b%ﬁﬁ,ﬁte{r@@ydrqm[c(q%azg @-(yg)a_ bamoyl]-2-
- car bapsah @nmmdnhggéygwar bam)yl) 6, 8-

di chl - et
AP OneRopiReaPE Ay S oS P Rrmrtbusigarbamoy)-
(32), 8,&dighlbloDs qkmfézrﬁhydréﬁ}r é'arbeﬁioR)B yRatdaroyl-2-

- car banD | - 2- met t%/r | car banoyl ) - 8- chl or o-

6-fl uomtl@yl@tyﬂ}ogr 3@?35% ro-1
&g&r@&%&lnzﬁ@d ) C1a RRETBidnicto- 30eS) v heeryy b itk drBaRbRbutyl-

carbamoyl)-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-
methylbutyl}carbamate (57),
(R)-6,8-dichloro-3-{(S)-2-[2-(4-fluorophenyl)ethylamino]-3-methylpentanoylamino}-
2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-1-carbamoyl-2-
methylbutyl)amide (58),
(R)-6,8-dichloro-3-{(S)-2-[2-(2,6-difluorophenyl)acetylamino]-3-
methylpentanoylamino}-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid
((S)-1-carbamoyl-2-methylbutyl)amide (59),
4-fluorobenzyl {(S)-1-[(R)-8-chloro-6-fluoro-3-((S)-2-methyl-1-thiocarbamoylbutyl-
carbamoyl)-2,3,4,9-tetrahydro-1H-carbazol-3-ylcarbamoyl]-2-methylbutyl}-
carbamate (60),
(R)-6,8-dichloro-3-{(S)-2-[2-(3-fluorophenyl)ethylamino]-3-methylpentanoylamino}-
2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-1-carbamoyl-2-
methylbutyl)amide (61),
(R)-8-chloro-3-{(S)-2-[2-(2,6-difluorophenyl)acetylamino]-3-methylpentanoylamino}-
6-fluoro-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-methyl-1-
thiocarbamoylbutyl)amide (62),
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3-fluorobenzyl {(S)-1 -[(R-3-((S)-1
- car banoyl - 2- net hyl but yl car banoyl ) - 8- chl or o- 6-

wo baosnarg 3, 4, 9-t et rahydro- 1 PCT/EP2008/052640

H car bazol - 3-yl car banoyl ] - 2- net hyl butyl j car bamat e
(34), 2-fluorobenzyl {(S)-1 &R) 3-((9)-1

- car barmyl 2 met hyI butyl car ba yl ) -8-chl oro- 6-
fluo

H é'ﬁ)’%&?'@m §f'yPr@a3 85%31? {4 ﬂuorﬁ@lﬂeﬁw By PMincdBbamat e

(35) , 3nidtmdseaidgiamind)D,3.4,o-tbfr&lydfo- @H@a’rtﬁlazole 3-carboxylic acid

- car banpyl - 2- net hyl butxl car barmyl& - di chl or o-
t 3),

2, 3, 4, 4S)drGadpareey2imethyloutyl)amide
L aEarb 16 A BRIB -G DBk B lchioro o

car bamat e uor obenzy % ?
- car bafgge: 223 ﬁ@rtﬁVPW% E'aﬁ%%ﬁ?ﬁ WCérbammyBﬁr or o-

2,3, 4, %e,ttmw@h rbanilate 64)
H car bazol - 3- - - ydroxyphenyl%pr

-(4-h
Ca BLARHGTC S8y 0102 (B) BlEnst BEPRry R R T ) S etipdriancy:-
- [ (R) - 3ndidoPz; 44 0cef iRy h H2arRizbel Dedrsbeae Baioid)ro-Befhyl-1-

di chl oro-2,3,4,9-tetrahydro-1

H car bﬂ'ﬂ%qa-r@a’?q’%tﬂ@%%’ 18- et hyl butyl }- car bamat e
(4@2; 8%h|foPdJQI{@)@E{2}(b 4{d|@0'rdphenyI£ cetylammo] -3-methylpentanoylamino}-

[ (R -8-chl oro-6-f 2)
o e TR b bz oy MhckBic gy S b2 ety 1
H car b@ﬂ%a@arﬁéﬂ&ft@ ué}e - met hyl butyl }- carbanmat e
1 uo
T -1 ((Pﬁzi 8ghlor-6iflyore: QY%%&%‘* fiuaspphenybethylipminol-3-

-thi ocay W&H heae 4 ;
H car bazégl télmggl;é a%%g%my%g?ﬁy&%ur ?{a }tjﬁzg S%gérng? %:yhc acid

(42), HHP 0B BWehiyacargasioyfoutyhatide (67
- [ (B)-8%hRBralbginbRr D (8y-6(S)2-Audrebhdrytdcetylamino]-3-methylpentanoyl-

amino}-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-methyl-1-
thiocarbamoylbutyl)amide (68),
(R)-8-chloro-6-fluoro-3-{(S)-2-[2-(2-fluorophenyl)acetylamino]-3-methylpentanoyl-
amino}-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-1-carbamoyl-2-
methylbutyl)amide (69),
(R)-3-{(S)-2-[2-(2-fluorophenyl)acetylamino]-3-methylpentanoylamino}-8-trifluoro-
methyl-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-cyclopropyl-
1-thiocarbamoylethyl)amide (70),
(R)-3-{(S)-2-[2-(2,6-difluorophenyl)acetylamino]-3-methylpentanoylamino}-8-
trifluoromethyl-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-
cyclopropyl-1-thiocarbamoylethyl)amide (71),
(R)-8-chloro-6-fluoro-3-{(S)-2-[2-(2-fluorophenyl)acetylamino]-3-methylpentanoyl-
amino}-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-cyclopropyl-
1-thiocarbamoylethyl)amide (72),
(R)-3-{(S)-2-[2-(2,6-difluorophenyl)acetylamino]-3-methylpentanoylamino}-8-
trifluoromethyl-2,3,4,9-tetrahydro-1H-carbazole-3-carboxylic acid ((S)-2-
methyl-1-thiocarbamoylbutyl)amide (73),
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t hi ocar banoyl but yl car banmoyl ) -2, 3, 4, 9-tetrahydro-1
H car bazol - 3-yl car banoyl ] -

W@ 2044 bmudé oxyphenyl ) pr opyl ] carbamate (43), PCT/EP2008/052640

3-fl uorobenzyl [(S)-
-[(R) - 68d|chlor03((S) Zq"gbhyl -
th| ocar barmyl butyl car barmyl) 3,4,9-tetrahydro-1

(B Ry ay b Sl arny fassbiamiasks- ey ipentanoylaminol-

3- et h@mwbmhyﬁz () 9ketrdHyRo- B {caPazdle-3-carboxylic acid ((S)-1
- car bano I'but y| car banoyl ) - 6, 8-

o chi of! sy -SRI 75,
I@i@?]?[@ ZJfIQ@FoBﬁ&ﬁN)b]:et%Ia Jayr‘n@m%gbmtaﬁéﬂ@ﬁﬁb}as -trifluoro-

Iuorobenzy

car ) bamA AP E: LHoBRRegFG BONT AFIB(S)-1-carbamoy-2-

2,3, 4, %e,ttmw@;ln ifle @75
H car baz - 2- et hyl but yl } car bamat e
( 48R) 3;§(,Sr){@t-[ﬁy(¥glgﬁ@§;her{y)({ gyetilanmqi;)?} rget@ylgyntgnoylammo} -8-trifluoro-
- car bamfﬂy% wbhé(tlr:myﬂw ﬂ%ﬁ%@&lb)&&ar@oxyhc acid ((S)-2-methyl-1-thio-
di chloro -t et rahydro-

H car b&%@an@ykb%@?'@%y }-2- mat hyl but yl j car bamat e
( 4?9%8%h}3rcd31{@)120[)2}(b%Qﬁﬂ’dor&&r%hyliaceiﬂﬁm@]‘(§ -athylpentanoylamino}-

-car | but yl carba 6
di chl oﬁg}ﬁgrq;Z ¥ %{9&%cqrbazole 3-carboxylic acid ((S)-2-cyclopropyl-
H car ba2tﬁ||OC§rbM||n@9jém[y@M'db ). met hyl but yl j car bamat e
(50), 2-nethoxybenzyl {(S) 1 [(R)-S-((S)-l
- car banoyl - 2- net hyl but yl car barmyl ) - 6,
di chl oro- 2, 3, 4, 9- tetrahr
Bt cé\ebéfas okl ’VP%{P%’rﬁi ﬂ'm%1 t?rét wherein e FERHRNAgaRIst is se-

(51gotédro the ﬁ#oﬁb lcanstitrgldf Shtr@hyldPodadodZo kT PRARRYI! MRS 1*6)/

| am no] 3- et hyl pent anoyl ami no}- 2, 3, 4, 9- tetrahydro

H dBY¥8aYol e- 3- carboxylic acid ((S)-1 -carbanoyl -
R18

met hyl butyl )am de (52),

R19

R20

R3
wherein:

(A) V, W are independently from each other selected from the group consisting of:
“=Q, =8, =5"-0", geminally linked H";
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2-trifluoronethyl benzyl {(S)-1 -[(R-3-((S)-1
- car banoyl - 2- net hyl but yl car banoyl ) - 6, 8-

walr@khiones 2, 3, 4, 9-tetrahydro-1 PCT/EP2008/052640

H car bazol - 3-yl car banoyl ] - 2- net hyl butyl j car bamat e

(53), 3-trifluoronethyl benzyl {(S)-l -[(R-3-((S)-1

- car banoyl - 2- net hyl but yl car baﬁoyl ) -6, 8-
dichloro-2, 3,4, 9-tetrahydro-1 .

H car BAzBi™ Wﬁ%%f?%%’fowqei@f 'W@PﬁW%\JY{Rr}”‘bap@aﬁﬁ gS™—-O" orare

(54) , indepéridehtrpsrehypagerenzyl {(S)-1 -[(R)-3-((9)-1

- car banoyl - 2- net hyl but yl car banoyl ) -

6, 8- dRohRY bR iRdehehdBnilyetdraRYEl Bthér selected from the group consisting
H car bazol - 3-yl car banoyl ] - 2- net hyl but yl j car banat e

(55), f2-tr|fluororrethoxybenzyl {(9-1 -[(R-3-((9-1

écgrg ;'égrég%eéw ok %@a”@&%ﬁq}l cycloalkylalkyl, heterocyclyl, het-
H-car bazeabcy@ryldwaramra}ylbﬂkahet@ﬁiahyIMémhdym{ybwwaLel —Br, -, —

56 | uorob
( [)(R) 6"E & hTe@;g !3*2’(-(%@9(*2 HRERP ~HOz —OH, =0, ~OCF;, —SH, -0~

-t hi ocarg@mcp b@mm/l_):oc% &CﬂO?NIt-I?t—SQHMdLPXO]) OH),, —
rcar bazgl S &%?@@&y LGNS L8N BB (- x10-0),-
(]R) 36 8tHD| {£hh 02 8, 3; iis)( Spt-2¢1120 4~Xf1bl(l@r=qp|293l>d Bﬁ;t—lm (@XM 3, —
0 e n

H car baz@q{(@ g?‘gyﬁpé-ﬁ%@ %&M%Dyl 2-

met hyl bL@B’(ld d)&&),,—o& xzog (X21) x22 , —0S o2 —X23, -NHC(O)—NHs,

[ o ol QM&Q?F&ADM#@&F G BT B v

H-car bazole<R YoD39801 CNR@MCO? =X32, -NX33-C(O)-NH-X34, —

-ear banor\Yxss—c'?Bt *&}Q%W' LA 528 tnxaes(0,) —X40 _S-X41, -S(0)—
X42, —S(0,)-X43, ~S(O,)NH-X44, ~S(O,)NX45X46, —S(0,)0-X47, —

P(O)(OX48)(0X49), —Si(X50)(X51)(X52), —C(NH)~NH,, ~C(NX53)~NH,, —

C(NH)-NHX54, ~C(NH)-NX55X56, —C(NX57)—NHX58, ~C(NX59)—
NXB0X61, ~NH—-C(O)—NH—0—-X62, ~NH-C(O)-NX63-0—X64, ~NX65—
C(0)-NXB6-0-X67, ~N(~C(O)-NH-O-X68)s, ~N(—C(O)-NXB89-O—-X70)5, —
N(=C(O)—NH-0—X71)(—C(O)-NX72-0-X73), —C(S)-X74, ~C(S)-O-X75, —
C(S)—NH-X76, ~C(S)-NX77X78, —C(O)—NH—O0—X79, ~C(O)~NX80-O-X81,
—C(S)-NH-0-X82, —C(S)-NX83-0-X84, —C(0)-NH-NH-X85, ~C(O)-NH-
NX86X87, —C(O)—NX88-NX89X90, —C(S)-NH-NH-X91, ~C(S)-NH—
NX92X93, ~C(S)-NX94-NX95X98, ~C(0)~C(0)-0-X97, ~C(O)~C(O)-NH,,
—C(0)-C(0)-NHX98, ~C(O)~C(0)-NX99X100, ~C(S)-C(0)-O-X101, -
C(0)-C(S)-0-X102, ~C(S)~C(S)-0-X103, ~C(S)~C(O)—NH,, ~C(S)-C(O)-
NHX104, ~C(S)~C(O)-NX105X108, ~C(S)-C(S)-NH,, ~C(S)~C(S)-
NHX107, ~C(S)~C(S)-NX108X109, ~C(0)—C(S)-NH,, ~C(0)-C(S)-
NHX110, —C(0)—C(S)-NX111X112";

wherein X1, X2, X3, X4, X5, X6, X7, X8, X9, X10, X11, X12, X13, X14, X15,
X16, X17, X18, X19, X20, X21, X22, X23, X24, X25, X26, X27, X28, X29,
X30, X31, X32, X33, X34, X35, X36, X37, X38, X39, X40, X41, X42, X43,
X44, X45, X46, X47, X48, X49, X50, X51, X52, X53, X54, X55, X56, X57,
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4-f | uorobenzyl {(S)-1
-[(R)-8-chl oro-6-fluoro-3-((S)-2-nethyl -

w0 twsacarbanoyl but yl car barmyl )- 2,3, 4, 9-t et r ahpdr/8P2008/052640

H car bazol - 3-yl car banoyl ] - 2- met hyl butyl } - car bamate

(60),

(R) -6, 8-dichloro-3-{(S)-2-[2- ?% fluorophenyl)ethyl amn
0] - 3- net ent ano Iam no tetrah

L car badtee K59 CHRL oy XE2 X6Paked Kb XBetaraegi K68, X70, X1,
et hyl butadl kag xiey 6(% X76 x77 X78 X79, X80, X81, X82 X83, X84 X85,
(R) - 8-chl or o- 3- é di f1 uor ophenyl| )acet%/

no] - 3- metdey K§& p ch 91 X92 X93, XO4, X65' X098, X37, X908, X99,
6-f1 uor %2)03)(4'09 xt1@tzr>am51w04 Hd?éar(b@@%@ﬁxc@g ey X 10,
acid (()2@1 | -1 - thi ocar banoy

(62), (R R4 Yedadangbpenty fropsadiL qtber(%}wiqﬁofr%ﬁ@ﬂmup

) et hyl ardopgiktingy of: ,alkyl, (Cg 030 aIIB/I cycloalkyl, cycloalkylalkyl, heterocyclyl,
net hyl pent anoyl am no} - 2 et r ahydr

H car baZw@tEoaiclialtyb ay; %rylggqya h?t(:zg)a_ryl hetero:ellrylalkyl and wherein al-

% ?g; bi”ﬂ&ﬂnaﬂv@%ﬁkhﬂ@éﬁdf&ﬂm e 7@E@d)or x29f X3P5RPENTIAE, X37 and/or
S b a4 e ores.ansiaraeo) X61 arplor §7%.X78 anclor X85,

f1 uoro- g3, éhd%rtx%tgr ﬂbwah&oﬂxgz X93 and/or X95, X96 and/or X99, X100
H car bazol - | car yl]- t hyl but yl1j car ba
(64), and/or 105, X106 and/orX108 X10 and/or X111, X112 and/or respec-

(R) - 8- chivelyGodethdrian @isd- fbt(rﬁ)he?erB@yc(ﬁfﬂ f1uorophenyl) acet
yl am no] - 3- net hyl pent anoyl am no} 3,4,09- tetrahydro-1

H-car bazmieﬁelﬁoﬁﬂdrmyﬁbbxﬁ‘e é:ljblsmuélﬁtg)of ?rutfﬁﬁtd@lvﬂs-@oup ) can in turn
t hi ocar hanoyl but

(R)-8- cnncéﬁpsn@eq@égonzew qthe zpeoﬁqbrsuws'rm@,@nlgag&g@e;j%qﬁmuem

noJ - 3- NeddhticReN oafeet 88|etedd from the group consisting of:
6-fluoro-2, 3,4, 9- tetrahydro 1 H carbazol e- 3-carboxylic

aci d (( iy Zikye Cb/-bao;alkylt REYID ayBRyEIKAHIK, )r@t@rd@c(y@%terocycly
|(R) 8- chl oraﬁwl aryl, ua?{/lglkgl dggtesgoaryl hete(rgarfya S Oehe&y g& Fy CN, -
am noj -3

CF3, —N3, —=NH,, -NHX201, —=NX202X203, —-NO,, —OH, =0, —OCF3;, —-SH,
—0-S0O;H, —OP(O)(OH),, -CHO, —COOH, —C(O)NH,, -SOzH, —
P(O)(OH),, —C(0O)-X204, —C(0O)0O-X205, -C(O)NH-X206, —
C(O)NX207X208, -0-X209, -O(-X210-0)—H (c =1, 2, 3, 4, 5), -O(—
X211-0)¢X212 (d = 1, 2, 3, 4, 5), -OC(0)-X213, ~OC(0)-0-X214, —
OC(0)-NHX215, -O-C(O)-NX216X217, —OP(0)(0X218)(0X219), —
0Si(X220)(X221)(X222), —0S(0,)—X223, -NHC(O)-NH,, -NHC(O)—
X224, -NX225C(0)-X226, -NH-C(0)-0-X227, -NH-C(O)-NH-X228,
—NH-C(O)-NX229X230, -NX231-C(0)-0-X232, -NX233—C(O)-NH-
X234, —-NX235-C(0)-NX236X237, -NHS(0,)—X238, -NX239S(0,)—
X240, ~S-X241, —S(0)-X242, —S(0,)-X243, —S(0O,)NH-X244, —
S(O,)NX245X246, —S(0,)0-X247, —P(0)(0X248)(0X249), —
Si(X250)(X251)(X252), —C(NH)—NH,, —C(NX253)-NH,, —C(NH)—
NHX254, —C(NH)-NX255X256, —C(NX257)-NHX258, —C(NX259)—
NX260X261, -NH-C(O)-NH—-0-X262, -NH-C(O)-NX263-0-X264, —
NX265—-C(0)-NX266—0-X267, —N(—C(O)-NH-0-X268)., —N(—-C(O)-
NX269—0-X270),, —N(=C(O)-NH-0O-X271)(—C(0O)-NX272-0-X273), —
C(S)—-X274, —-C(S)-0-X275, —-C(S)-NH-X276, —-C(S)-NX277X278, —
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met hyl pent anoyl am no}- 2, 3,4, 9-tetrahydro-1
H car bazol e- 3-carboxylic acid

W@ e@sAaMaet hyl - 1-t hi ocar banoyl but yl ) am de ( 67) PCT/EP2008/052640

(R)-8-chl oro-6-fluoro-3-{(S)-2- [2 (2-fl uorophenyl ) acet
yl am no] - 3- met hyl pent anoy| am H 2,3,4,9- tetrahydro 1
H car bazol e- 3-car boxyl iC aC| ?(S) 2 met hyl -

t hi ocar bampy| bM

S apicalty 378 & aen 0Bl orSIAIY 19 RER -

yl am no - SC@LNXbmwl ﬁmG)QNH KIH3XQB§ chbl)jmmu)@zskxzs?
H car bazol e- 3- carboxyl i c (é 3 nmoyl - 2-

et hyl but yESENY gz%@yxzegngo NHNE S TOYE () N

(R) - 3-{(S) NR2b2x4dZ; tbmt&ab%ﬂﬂmﬁb%m c@r)n@m@é?p-
ent anoyl am @E-&@t rifluoromet etra

H car bazol &l boe e Q) (‘f“S')?@QBch(pép@@yNXZ%X?JOO -

1- t hi ocar b@gswb@@)hﬁ L Xxa01 des(O7 Qs —0—x302 —C(S)- C(S)—O—X303 -
(R-3-{(9) 26d|fluoro henxa glamn'\] et
trifluor orre(é.yb(ésr&% <L sr—tcr szolr —C(S)-C(S)- NX308X309 -

H- car bazol e-

-t hi ocar ba —S&?é)yox n%é:‘@a%é ‘)'NH2(310 —(C:)y(8g %ﬁr IC')\}/)(311)(312”

el SuRein Y iEn Kafts X2t %204 408, #EGE, SB07 Y adss 54,

;F fﬁr bazolbxz’ﬁo o@?ﬁwi@dz' «ga@i%@( KP12-xMel gproxel 8, X219, X220,
| ocar amn gae ,

(R s oC e BB el B S e, X208 26287 X328 N3ROSKRAR, X231,

hyl pent anoxbmﬂm}s )8234 X235, X236 X237 X238, X239, X240, X241, X242,
trifluoronet

@/ -tetra ro-1
H car bazol S241 XABoNGR, X281 KPR, K535 Xagg, KGR0 X251, Xas2, X253,
-t hi ocar bagpy4, buztszl X288, k@57, X258, X259, X260 X261, X262 X263, X264,

(73). (R 3oL (90 2ol 2202 80T 00 9865 XA 091 xers,

trifluor onmz?eflxz%ﬁxéwmeg nedaodixes i, X282 X283 X284, X285, X286,

H+ car bazol e287 %?288 589 8(2885?29(1( X)292 C)?‘293 X234 X295, X296, X297,
X298, X299, X300, X301, X302, X303, X304, X305, X306, X307, X308,
X309, X310, X311, X312 are independently from each other selected
from the group consisting of: ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalky-
lalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, het-
eroarylalkyl“ and wherein alternatively X207, X208 and/or X216, X217
and/or X229, X230 and/or X236, X237 and/or X245, X246 and/or X255,
X256 and/or X260, X261 and/or X277, X278 and/or X286, X287 and/or
X289, X290 and/or X292, X293 and/or X295, X296 and/or X299, X300
and/or X305, X306 and/or X308, X309 and/or X311, X312 and/or re-
spectively together can also form ,heterocyclyl®;

wherein optionally above substituents of substituents group (ii) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(iii) ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl, —Br
—CN, —CF3, —N3, —=NH,, -NHX401, -NX402X403, -NO,, —OH, =0, —
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2-met hyl butyl ) am de (74),
(R -3-{(S)-2-[2-(2-fl uorophenyl)acetyl am no] - 3- et hyl p

wepaoanah@m no}-8-trifl uoronet hyl - 2, 3, 4, 9-tetPszEl1008/(152640

H car bazol e- 3-carboxylic acid ((S)-I -carbanoyl -
nmet hyl butyl )am de (75),
(R-3-{(9S)-2-[2-(2- fluorophenyf')acetyl am no] 3- methylp

ent anoyl am no}-8-trifl uoraome 2,3,4,9-t etrathro-
H car bazol e- 29k b@'R'yT@CSQé"d' P (dH)z’ —CHO, -CO0 O)NH,, -

((S)-2-net hylsd;rt hpwﬁohﬁm&%d)uwd) , X4f8) -C(O NH—X406 -
(R) - 8-chl oro- uQr op nyIH) acety am
no] - 3- et hyl Fpe(g gﬁ@,%)g{g,snb@—mog —O(—X410-0 =1,2,3,4,5), -

6-f1 uoro- 2, 3,3-Rai £i) aimdm-hFt@anbsazo@@(@y-&awmmt(m-o-

id ((9)-2-cycl [ et hy
(7). B The‘%éé"%é?sﬁdf awa' TR R T,

wherein the @uﬂ 19L&wdxagoﬁxd4é1r)pmzbhe—cm 9ng423
t e ah'}/'dr oca

consi sting of azol e derivative

for mula (I1)"NwWe 128 NG Bemt 43P, rNHw@

each ot her sqb@&tzed NHDOw hRIHQKQE@ —CP\Q{J-?G ®§iNbg429f><430 —QIX431—
=S, =S+- em naI

present - t 0 9%@@‘)5 E@ﬁﬂ%@]‘tq’ ) T%HTﬁ(m"O‘NXé?’%TC %

O-" or are ingessexdentINHHCL X488 ANPOEIYIS(0 52X 4483 —BLR441, —
i ndependent |y from each other selected fromthe lép
§O&plﬁ5§44 X446, —

consi sting ofS( Q )5442 ﬁ§@2bd%‘|43’ a$(lePNH'()@€f'4C3§

cycl oal kyl, cy(cl,yerixaul alkp) omtsy(mugj ¥Bi(X450)(X451)(X452), —
het er ocycl yI aI k I aryl, het er oa

yl |
het er oar y| a| l&x N:HQ, _@I NX4%' NH* —C_(NH) NHX4 4 —C(NH)
NX455X456, —C(NX457)-NHX458, —C(NX459)-NX460X461, —-NH—

C(O)-NH-0-X462, ~NH-C(O)-NX463-0O—-X464, -NX465-C(O)—
NX466-0-X467, —N(~C(O)-NH-0-X468), —N(~C(O)-NX469-0—
X470),, —N(=C(O)~NH-0—X471)(=C(O)-NX472-0-X473), —C(S)~
X474, —C(S)—0-X475, ~C(S)-NH-X476, —C(S)-NX477X478, —
C(O)-NH-0-X479, —C(O)-NX480-0-X481, —C(S)-NH-0-X482, —
C(S)-NX483-0-X484, —C(O)-NH-NH-X485, ~C(O)-NH-
NX486X487, —C(O)-NX488-NX489X490, ~C(S)-NH-NH-X491, -
C(S)-NH-NX492X493, —C(S)-NX494-NX495X496, —C(0)—C(O)—
O-X497, —C(0)—C(O)-NH,, ~C(O)~C(O)-NHX498, ~C(0)—C(0)-
NX499X500, —C(S)-C(0)-0-X501, ~C(0)-C(S)-0-X502, —C(S)-
C(S)-0-X503, —C(S)~C(O)-NH,, —=C(S)-C(O)-NHX504, ~C(S)—
C(0)-NX505X506, ~C(S)—C(S)-NH,, ~C(S)—C(S)-NHX507, —C(S)-
C(S)-NX508X509, —C(O)—C(S)-NH,, ~C(0)—C(S)-NHX510, —C(O)—
C(S)-NX511X512";

(
- (
-
wherein X401, X402, X403, X404, X405, X406, X407, X408, X409,
X410, X411, X412, X413, X414, X415, X416, X417, X418, X419,
X420, X421, X422, X423, X424, X425, X426, X427, X428, X429,
X430, X431, X432, X433, X434, X435, X436, X437, X438, X439,
X440, X441, X442, X443, X444, X445, X446, X447, X448, X449,

X450, X451, X452, X453, X454, X455, X456, X457, X458, X459,
X460, X461, X462, X463, X464, X465, X466, X467, X468, X469,
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CN, -CF 3, - N3, -NH 2, -NHXL , -NX2X3, -NO 2, -OH,
=0, -OCF 3, -SH, -OSMBH, -OP(O)(OH) 2, -CHO, - COOH,

WO Bo/Id4@, -SO 3H, -P(O(OH) 2, - C(O) X4, Q@/@m/oszmo

1- C( 0) NH- X6, C(O) NX7X8, -0-X9, -O(-X10-O a- H (a =
1, 2, 3, 4, 5), - x110)93é0(2(b—1 2, 3, 4, 5),
-00(0)-XI 3, - OO -0 Xl O - NHXI 5,

-0-C(O-NXI 6X1 7 [0 ox1
- os.cg x?20) (x21?54(75%2¥7171 )@%@@gﬁs X4 ,E,C%@a Nf473, X478, X479,

- NHC( O) - X24, XM%%D)MS@W%:;\W& (3148@ Xadp, X487, X488, X489,
-NH (O - NH X28. 491 %@é Nxzéxso - NX31
4/

- NX33- C( O) - NEK4%8 A8k 5497, X4%,|g%4@725<4g@g<499

- NX39S( O 2) - XHdo, x50 %402, xé@(somox%os- %@ R50%48508, X509,
-S( O 2) NH X44 O 2) NX45X46, - S(0O 2) O X

-5
P(O) (Ox48) (OXBIP; X5H, %é)a(@@@yre@@@ptly frem ,q.th Rijepselected from
NX53) - NH , i
g(l\lXS?% NHXége or Nb%s?:i it a rkg{ M@-CW@{cloalkyl (Q/cloalkylal
-NH C(O) - |\|X6:§<-th§{@ﬂ00y9| égter@g@ylaﬁ)d@gry@a%aﬂ yl, heteroaryl, het-

-N(- (O - NH Qré@?l)alk?l an®NwhEfeid all‘e%&w@y&m» 2408 and/or X416,

N(C( % O)O )l\ggox)ﬂ agfi[q%%A%,@MBO@rgy Rg@gsx%s) Andior X445, X446

- C( O - NH O X7Zhg/or 465 ; N@%r@/&ﬁ%m xféﬁénd)%ﬂ(}?ﬂ?ﬂws and/or
- C( S) - NX83- O X84, NH X85, -

C7( o;(- NHNX86X87
- C( O) - NX88- N)@@ﬁ9648 @(cg?r X$89. NAed KaE/or X492, X493 and/or X495,
- C('S) - NHNX92 X835 an@(o‘ﬁ)(ﬂb%%d@@@@%osc)(@a AR XB089¥% 509

Og( ° C(C(Se C(N%”O'@r%Cgﬂ)’lxg(2 %id{Nt})r TegPSFtivg Cq%ogg (e)r Canale. florm Jhet-
-Q(S) - O(S) - Ogfbey@Bi - O(S)-C(O -NH 2, -C(S)- (O -

n independently is 0 or 1;

with the first proviso that, if R1, R1* are not present (n is 0), R2, R3 must not
both be “hydrogen” at the same time;

with the second proviso that, if R1, R1* are present (n is 1) and together inde-
pendently form “=0, =S or =S5*-O™ or are independently both “hydrogen”, R2,
R3 must not both be “hydrogen” at the same time;

with the third proviso that, if R1, R1* are not present (n is 0), one of R2, R3
must not be “hydrogen” at the same time when the other one of R2, R3 is “—
C(=NH)-NH,";

with the fourth proviso that, if R1, R1* are present (n is 1) and are independ-
ently both “hydrogen”, one of R2, R3 must not be “hydrogen” at the same time
when the other one of R2, R3 is “—C(=NH)-NH,";

with the fifth proviso that, if R1, R1* are present (n is 1) and together independ-
ently form “=0” and one of R2, R3 independently is “hydrogen” and the other
one of R2, R3 independently is “alkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl,
heteroaryl”, then the other one of R2, R3 being “alkyl, cycloalkyl, cycloalkylalkyl,
aryl, arylalkyl, heteroaryl” must be substituted with at least one substituent se-
lected from the group consisting of:



10

15

20

25

30

35

NHX1 04,

-C(S)-C(O -NXI 05X1 06, -C(S)-C(S)-NH 2,

-C(S)-C(S)- NHX1 07, -C(S)-C(S)-NXI 08X1 09,
WO GNOTBES) - NH 2, -C(O -C(S)- NHXL 10 , -C(O) - B(BEPIH8/052640

11X1 12",
X9, X 10,
X 19, X20, X21 , X22, X23,

X29, X30,
X39,

X49, X50
X60, X61
X70, X71
X80, X81
X90, X91

wherein X 1 . X2, X3, X4. X5. X6, X7, X8,
X1 1, X2, X13, ;_((ééG_Xw, X 16, X 17, X 18,
X25 X26, X27. X28.
X31 . X32, X33, X34, X35, X36, X37. X38.
0. “hgterocyclyls hetesopyclylgliyl, -¢h3, NGALBN xaNHX609
N%édmeo%wo 53>H XoF, X550, X365 7-0&5@ ~CHO,
3( 'X65. X66. X67, OdRs Ong

-CQ%' -§*@§4 -ﬁ@) Oklis ~CKPbX6R9:7-C @@‘Xﬁ% ~C(O)NH-

2 N —O-
xac?éB C cif?&ﬁcao%go? %ar%&@ a@akleS@ hé@r%aryl 0

X96
X100, x1d16ter09<ryfdi9/' —Rriysterocyeiys %9@roq<c'1'@%wl x@ér?(GO)%- o—H
108, X109g X1,118, 4)%) u@,-ngos'u@ EXE&10 ohdep@@emté y-@cem)l-xen
each ot her_sel ect ed fro consi s

., al kyl, 19930y éﬁk%fl—OCE%TWg*%f—OC'%(P)T&M@?%%@I—
heterOCyde{o d))%@ﬂa)@wﬂqli@ﬁwmmﬂmg %zd) alch@/ ,)-X621, —

heteroaryl , heteroar

o e S8 iSO 4. TR B 5625, ~NelpC(O
and/ or X3r—X&06, aNW-@(oMﬁcez#éz@mﬂb@le@@) —é§5ﬁ6@mdfm<f631—

X60, X61

and/ or X77, X{8 and/or X86, X87 and/or

X90 and/ d¥! @95""&@%2 antesr— Q@ NX@@'%/ ONH%@ ‘)553f@0

and/ or X ﬂﬁ@?@@}ﬂﬁawdlweé@ 1G80) )kGh@g—@q@éM64X 18(B,)NH-
X 112 and/ or g ively to (gﬁt er can

, het er OCWQyI'

M%@@X@%pﬁ EPTAP4R0 RO Qs -

of substl$.@@6nt8§(xgn9)lema(o )-@(Nm J—NH£ uU@NX@@Iﬂpﬁngem(NM ~NHX652,

from each ot her sub

subst i t uerfe(NH) d@%%@%ﬁ54oTC@P€°6§é}-é\!HX65§er@61@7?7'\%518%@59 -
group congHstimMeNALO-X660, -NH-C(O)-NX661-0-X662, -NX663—C(O)—

NX664—0-X665, —N(~C(O)~NH-O-X666)., —N(~C(O)—NX667-0-X668).,
—N(=C(O)-NH-0-X669)(=C(O)-NX670-0-X671), —C(S)—X672, ~C(S)—
O-X673, —C(S)-NH-X674, —C(S)-NX675X676, ~C(O)-NH-0-X677, —
C(0)-NX678-0-X679, —C(S)-NH-O-X680, —-C(S)-NX681-0-X682, —
C(O)-NH-NH-X683, =C(O)-NH-NX684X685, —C(O)-NX686—
NX687X688, —C(S)-NH-NH-X689, —C(S)-NH-NX690X691, —C(S)-
NX692-NX693X694, —~C(0)-C(0)-0—-X695, ~C(0)~C(O)~NH,, ~C(O)-
C(O)-NHX696, -C(0)-C(0)-NX697X698, —C(S)-C(0)-0-X699, ~C(O)-
C(S)-0-X700, =C(S)~C(S)—0-X701, —=C(S)-C(O)~NH,, —=C(S)-C(0)-
NHX702, —C(S)—-C(O)-NX703X704, ~C(S)—C(S)-NH,, ~C(S)~C(S)—
NHX705, —C(S)—C(S)-NX706X707, ~C(O)~C(S)~NH,, ~C(0)-C(S)~
NHX708, ~C(0)~C(S)-NX709X710";

wherein X600, X601, X602, X603, X604, X605, X606, X607, X608, X609,
X610, X611, X612, X613, X614, X615, X616, X617, X618, X619, X620,
X621, X622, X623, X624, X625, X626, X627, X628, X629, X630, X631,
X632, X633, X634, X635, X636, X637, X638, X639, X640, X641, X642,
X643, X644, X645, X646, X647, X648, X649, X650, X651, X652, X653,
X654, X655, X656, X657, X658, X659, X660, X661, X662, X663, X664,
X665, X666, X667, X668, X669, X670, X671, X672, X673, X674, X675,



(ii) ,,alkyl, (C9-C30)al kyl, cycloal kyl,
cycl oal kyl al kyl , heterocyclyl, heterocycly |alkyl,
waeoos/10Amey | al kyl , heteroaryl, heteroarylal kyl , PEFFEP20@8/052640

-Br, -1, -CN, - CF3, - N3, -NH 2, -NHX201 |
-NX202X203, -NO 2, -OH, =0, -QCF 3, -SH, -0-SO 3H,
~OP(O)(OH) 2, -CHO, -COOH, -CFONH 2, -SOSH -

P(O 0 O X205
ch§ (|\|>O<|;)o7 C% %}x@z@gmz&g{eﬁ@,ﬂ%@) 'X@BZ (%8@ X6§4 @%Bxese

4b0(5)O) x%%s?)(’;’(@sé >@89dx§@%&d9d ¥6dp, X%E&gxeg% XBY5, X696, X697,
~0 00 - @,(OC§ %700 @@bﬁ?@g%q) &X84, %505, X706, X707, X708,

CSi (X220)k?©2323<)76®<2>2721)1 X7@ét@|ﬂdep§%a§n PACE ST MerZselected from
-NHC(O) - X224 I\IX225C( Q) - X226 -NH-C{O) O X227
5 _NHCO- tﬁﬂg;@@g:onﬁgppqgfo)angQg@z@jk cycloalkyl, cycloalkylalkyl,

- NX231- C((dtereyehd heter g %ﬂﬂrl heteroar heteroarylalkyl“

- NX235- C( O) - NX236X237, (5 2)
X240, - S-30Mh erelg@@yr%ﬁneiyx 473 61@,()@1 and/or X627,

2) NH X244x 628 ﬁo%r&dﬂxzﬂ@@%/orﬁé@ Ab4% ¥rdiér X653, X654 and/or
- P(O) (OX248 (ox249) 5(2x250) (X351

- C( NH) - NH¢ ﬁ&gg@’yrxﬁ X666 g/ ﬁéégg@ss and/or X687, X688
10 - C(NH) - I\D@W.?}&@o x@éi\%&ﬁ&)xé\ﬁ@%& an%%@ﬁmgs and/or X703,

NX260X261 . - NH C( 7) Cﬁ_p 64,
- NX265- @6@ Py QGX)égGﬁ anq([er Qg) X @pcj@@@)spg:tlvely together

- N(- C( O - cdN&@&Profn X2etlocyaly!;
CN(- C{O) - NH O X271) (- O( O - NX272- O X273) , - C(9)- x274

S) - O X¢ Nhh%&ﬁﬁt 6 4.1
G0 G O s S obte G B S,

&‘-@ 8 NH- O
- S) - NeEA-tokelgal y'a'&('b) NN(%@'s'ky' 2, ~C(O)-N(aryl)z, - (O)—
15 - C( O - NH N\Wre&Beed Y, are excluded from above substituents group (iv);

wherein optionally the other one of R2, R3 being “alkyl, cycloalkyl, cycloalkylal-

kyl, aryl, arylalkyl, heteroaryl” can in turn independently from each other be ad-

ditionally substituted with at least one substituent, identical or different, selected
from above substituents group (ii);

20 wherein optionally the other one of R2, R3 being “alkyl, cycloalkyl, cycloalkylal-
kyl, aryl, arylalkyl, heteroaryl” and being substituted with at least one substitu-
ent, identical or different, selected from above substituents group (iv) and, op-
tionally, also (ii), can optionally be further substituted in their substituents se-
lected from above substituents group (iv) and, optionally, also (ii), with at least

25 one substituent, identical or different, selected from above substituents group
(iii);
with the sixth proviso that, if R1, R1* are present (n is 1) and together inde-
pendently form “=S or =5'-0” and R2, R3 are independently selected from the
group consisting of “hydrogen, alkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl”,

30 each of R2, R3 being “alkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl” must be
substituted with at least one substituent selected from the group consisting of:

(v) ,heterocyclyl, heterocyclylalkyl, heteroaryl, heteroarylalkyl, —-CF3, —N3, —
NH., -NHX800, -NX801X802, -NO,, —-OH, -OCF3, -SH, -O-SO;H, —
OP(O)(OH),, -CHO, —-COOH, —C(O)NH,, —SO3H, —P(O)(OH)., —-C(O)—-
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- C( O - NX288- NX289X290, -C(S)-N H N H X291 ,
- C(S) - NHNX292X293, - C(S) - NX294- NX295X296,

WO Go/)e3ecd) - O X297, - C(O-C(O-NH 2, PCT/EP2008/052640
-C(O-C(O-NHX298, -C(O) - C(O) NX299X300, -

o(S)-C(0-0X301 , -C(O-C(S stoz

-¢(S)-C(S) - O X303, - C(S) C( NH 2,

C(C(S)S ) o ggéZo,QNHXSM ¢ N)thmsosx Rix806X807, ~O—aryl, ~O—
-(S) - C( lal 3-0@)433&&% I@)ne@@@r IBI'R'ylzw—O hetero cIyI —O—
5(%(()1 , *@@ZOCY}%Q/Wﬂ x5¥aX Q@S%@—HXQ% 2)@6‘75 x@ﬁ@(%ﬁz@@—xmo

X210, x21 3 14 16 —O-
o1 112 3, A<251>7—roé5§3l xs?(*Z HC( éf@xé@ o%ﬂ—Nmes 0

X227, xz’%@ %@@X&%@P@@XSW)@?@WM X%ééKX%@@@?O

X236, X3390, 5&%&1 AA3Q(0)XRELn, XBb23CALRB2K2NH- éb—xszs
X245, X246 247 X248 x249 X250, ~XJ51 X252

X254, —NRE40) k87X &@%U NX%281C( %@25“330 -

X263, 7>—N¥26<@32 X&@Zsssxég@—NX%@st?@?—MHSA@%lxsse -
, X272, x273 X274, X275, X276, X X278, X279

X281 , X2BBI7RIEI-X88 1S-KOE ~SHOBE 848 O:)x¥ 84T, ~24Q9) k-

X290, X282, X209 NREBX84 K20, RE K845 X396) (ORAE) (OXBIP), -
X299, X300, X301 x302 X303, X304 %5 %306, X306

X308, x390@< ASUX840) (Xe5D), T.CINBI-NHza r & (NX R freWidke (Y H N5 1852, -

each ot hg f:@s:ﬁ@sﬁr M)d@%sgim»@%OD@1r\§¢85vm\9{858X859 —NH-
, , al kyl cl oa oal

het erocﬁ(h)TNHh T@Q%yb‘l"&&é@k%xs)éérQT 862 y,\%%ﬁ?ﬁc ~NX864—

s
C(O)- NH—O—X869)(—C(O) NX870—O—X871) -C(8)-X872, —C(S)-0-X873,
—C(8)-NH-X874, —C(S)-NX875X876, —~C(O)-NH-0-X877, —-C(O)-NX878—
0-X879, —C(5)-NH-0-X880, -C(S)-NX881-0-X882, —C(O)-NH-NH-
X883, —C(O)-NH-NX884 X885, —C(O)-NX886-NX887X888, —C(S)-NH-
NH-X889, —C(S)-NH-NX890X891, —C(S)-NX892-NX893X894, -C(O)—
C(0)-0-X895, -C(0)-C(O)—NHz, -C(0)-C(O)-NHX896, —-C(O)-C(O)-
NX897X898, —C(S)-C(0)-0-X899, —C(0O)-C(S)-0-X900, -C(S)-C(S)-0-
X901, =C(S)—C(O)-NH3, —C(8)-C(O)-NHX902, -C(S)-C(O)-NX903X904,
—C(8)-C(8)-NHz, =C(8)-C(S)-NHX905, —C(S)-C(5)-NX906X907, -C(O)-
C(8)-NH,, —C(O)-C(S)-NHX908, —C(O)—C(S)-NX909X910”;

wherein X800, X801, X802, X803, X804, X805, X806, X807, X808, X809,
X810, X811, X812, X813, X814, X815, X816, X817, X818, X819, X820,
X821, X822, X823, X824, X825, X826, X827, X828, X829, X830, X831,
X832, X833, X834, X835, X836, X837, X838, X839, X840, X841, X842,
X843, X844, X845, X846, X847, X848, X849, X850, X851, X852, X853,
X854, X855, X856, X857, X858, X859, X860, X861, X862, X863, X864,
X865, X866, X867, X868, X869, X870, X871, X872, X873, X874, X875,
X876, X877, X878, X879, X880, X881, X882, X883, X884, X885, X886,
X887, X888, X889, X890, X891, X892, X893, X894, X895, X896, X897,
X898, X899, X900, X901, X902, X903, X904, X905, X906, X907, X908,
X909, X910, X911, X912 are independently from each other selected from
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and/ or X229, X230 and/or X236, X237 and/or X245, X246
and/ or X255, X256 and/or X260, X261 and/or X277, X278

wWaREBAN74X286, X287 and/ or X289, X290 and/ or X2PCT/EXR88052640

and/ or X295, X296 and/or X299, X300 and/or X305, X306

and/ or X308, X309 and/ or X31 % X312 and/or re

spectively together can al so %rn1,,heterocyc|y|

wherei n optionally above substituents of substi t uent

group (ithg 94R cPRSietiforPt; Atk Ermentalky!, W@ﬁ@'bﬂc‘WC@@W&a'ky' het-

be substdréditif h\é’tefr&yéﬁ/laik@ﬁ%?yl CHFﬂalﬁylbﬁétdeéﬁmtheteroarylalkyl“ and
identical or different, se

consi st i'HgrejP alt%mﬂ“ﬁely X%Qﬁ(%807 @C’Q/-O(%Q ‘hlwg ‘andlor X827, X828

cycl oal l@hh/ormgh@@éé@ér@/&»mshﬂéﬁ Qrs‘cy@#)yéss Ret£88d/or X858,
cyclylal kyl , aryl

het er oar 5§|a,g§;|{or X'8p'£5 %@6 andé}r X88ﬁ XS@pndj@p@ﬁ? X8ggand/or

-NH 2, -Xddy¥dQdos and)WQ@% ah@oﬂxsgﬁﬂagggndfo%@s X904

-SH, -0-SO 3H é 7) C(O NH 2,

SCBH, - B(Ey 0(&3962( Q @r@jqr%@@g XQ‘QQC@rxggpctlvely together can also
-C(O NI—I-fMOQ}eter(,%{CQ)“I\D(4O7X408 -0 X409, -0(-X41 0-O

6- H (e = 1, , -0(x4110)fx412(f:
1, 2, wﬁerefho Donalty%@)of mlﬁa be l, ¢ cloalk lalkyl, aryl
-OC(O & NX41 6X 35 ¢ yIaIyL, arl

8) ( Oxﬂri"aﬁﬁy' Ca@eﬁ mcéy%g{m )(B'arggaZh othg( bégsi %@ély substituted

- NHC( tith bHeEst onbiGh EBtoefft Zdentic M 20 &t stedied frdfik2B0¢d sub-
O X427, O -NH X428, -NH C(O - NX429X430 - NX431-

(O - %ityéﬂi%gf H%A)ss C(O) - NH X434, - NX435-C(O) -

r\lelsg%v<43r7e§@4é@|onglg(qgc§ ?§§4§3 ég%lﬁy m@cﬁéﬂqp cy S%%ﬁél%yl, aryl,

2) NX445%44/6,and being substituted with at least one substituent, identical or differ-
ent, selected from above substituents group (v) and, optionally, also (ii), can op-
tionally be further substituted in their substituents selected from above substitu-
ents group (v) and, optionally, also (ii), with at least one substituent, identical or
different, selected from above substituents group (iii);

m independently is 1 or 2;

R4, R5., R6, R7, R8, R9, R10, R11, R12, R13, R14, R15, R16, R17, R18,
R19, R20, R21, R22 are independently from each other selected from the group
consisting of:

(i) ,hydrogen, alkyl, (Ce-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl, —Br
CN, —CF3, =N3, =NH,, -=NHX1001, —-NX1002X1003, —-NO,, —OH, =0, —
OCF;, —SH, -O-S0O3H, -OP(O)(CH),, -CHO, -COOH, —C(O)NH,, —SO;zH, —
P(O)(OH),, —C(0O)—X1004, —C(O)O-X1005, -C(O)NH-X1006, —
C(O)NX1007X1008, -O-X1009, -O(—X1010-O)—H (k= 1, 2, 3, 4, 5), -O(—
X1011-0)—X1012 (1 =1, 2, 3, 4, 5), -OC(O)-X1013, -OC(0O)-0O-X1014, —
OC(O)-NHX1015, -O—-C(O)-NX1016X1017, —OP(O)(OX1018)(OX1019), —
0OSi(X1020)(X1021)(X1022), —OS(0,)—X1023, -NHC(O)-NH,, —=NHC(O)-
X1024, -NX1025C(0)-X1026, —-NH-C(0)-0-X1027, —-NH-C(O)-NH-
X1028, -NH-C(0O)-NX1029X1030, —-NX1031-C(0O)-0-X1032, -NX1033—
C(O)-NH-X1034, —-NX1035-C(0O)-NX1036X1037, -NHS(O,)—X1038, —
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S(O 2) O X447, - P(0O) (OX448) (OX449),
- Si ( X450) (X451) (X452), - C(NH)-NH 2, - C( NX453) - NH

W@ 2000108446 NHX454, - C(NH) - NX455X456, - C( NX457) POFEREBS/052640

- C( NX459) - NX460X461 , - NHC( O) - NH O X462,

- NH- C( O) - NX463- O X464, I\IX46% §(O - NX466- O X467,
“N(- C(O) - NH- O X468) 2. - N( - C{ OfY NX460- ox470)
2,-N(-C(OQ) - NH-OX47& Q - NX472- O X473 S) -
X474, - OPS)038S§drsX1 4&( =N 041 xa56)-X1945) - 948, — -
C( O - NHSQOXNFRX 1094, @g@?ﬁﬁ@o%%@% vs@ﬁ)—M@ X482, -

C( S) - NX483- OX484 %42))4
HNx486sz!@ )(OX3OERRXA w&@é&@@ﬁxwﬁ(@sm RN M2, —

1, 5%4&%4—?%% QG@XT@@M%(M&&X&@@H 056, —

@)
2((03 q%%xmpm)g@ A5 S 68850 061, ~NH-G(O)NH-O-

- O S) - CHQo6L- Ap91c o&f@k@escb?% D5 X201 065L&)0)-NX1066-0—

( C(S)S) o X503=7 N)MU@%@ Q-Ct(xgpb@(z SN Np,% R R ITASR GO 070)2, -N(-

&(8 C(cfebﬂtrl»‘«ﬁ@xm% 100\%5@&%@% —C( ds—x1o74 —C )-O—
1X512" ; @Peu@n( 10482 %‘@ém%ﬁi%w&@ rf%—X1079 -

X407, X499 MQ%O—MX@OS%% ($)-NKLEZ X 1844, -3 >gs 4J1>€|1083<4®—x1084
5, X416, x417 X41 x41 X420, X421 422,

X424, Xx&550) ‘M’M‘H?&@ﬁ 7@(9? NiizHg 10866087 x4 D)- N&h%gz%—
X433, X4 088%43690, X436 -NKABIAH- (438, —CE@BNH-NX1092X1093, —C(S)-

NX1094-NX1095X1096, —C(O)-C(0)-0-X1097, —C(O)—-C(O)-NH,, —C(O)-
C(O)-NHX1098, —-C(0O)-C(0O)-NX1099X1100, —-C(S)-C(O)-O-X1101, —
C(O)-C(S)-0—X1102, -C(S)-C(S)-0O-X1103, —C(S)—-C(O)-NH,, -C(S)-
C(O)-NHX1104, —C(S)-C(O)-NX1105X1106, —-C(S)—C(S)—-NH,, —C(S)—
C(S)-NHX1107, —C(S)-C(S)-NX1108X1109, —C(O)-C(S)-NH., —-C(O)—
C(S)-NHX1110, -C(O)-C(S)-NX1111X1112";

wherein X1001, X1002, X1003, X1004, X1005, X1006, X1007, X1008,
X1009, X1010, X1011, X1012, X1013, X1014, X1015, X1016, X1017,
X1018, X1019, X1020, X1021, X1022, X1023, X1024, X1025, X1026,
X1027, X1028, X1029, X1030, X1031, X1032, X1033, X1034, X1035,
X1036, X1037, X1038, X1039, X1040, X1041, X1042, X1043, X1044,
X1045, X1046, X1047, X1048, X1049, X1050, X1051, X1052, X1053,
X1054, X1055, X1056, X1057, X1058, X1059, X1060, X1061, X1062,
X1063, X1064, X1065, X1066, X1067, X1068, X1069, X1070, X1071,
X1072, X1073, X1074, X1075, X1076, X1077, X1078, X1079, X1080,
X1081, X1082, X1083, X1084, X1085, X1086, X1087, X1088, X1089,
X1090, X1091, X1092, X1093, X1094, X1095, X1096, X1097, X1098,
X1099, X1100, X1101, X1102, X1103, X1104, X1105, X1106, X1107,
X1108, X1109, X1110, X1111, X1112 are independently from each other
selected from the group consisting of: ,alkyl, (Cs-Cso)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl“ and wherein alternatively X1007, X1008 and/or X1016,
X1017 and/or X1029, X1030 and/or X1036, X1037 and/or X1045, X1046
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X440, X441 , X442, X443, X444, X445, X446, X447, X448,
X449, X450, X451 , X452, X453, X454, X455, X456, X457,

WOXAW8/104469, X460, X461 , X462, X463, X464, XIBET/ERDHOS)52640

X467, XAB8, X469, X470, X471 , X472, X473, X474, X475,
X476, X477, XA78, X479, X480, ,X481 , X482, X483, X484,
X485, X486, X487, X488, X489, "X490, X491 , X492, x493
X494, X495 X496, X497, X498, X499, X500, X501

X503, x508/or X685, X596 ansiion K106 0 06 kg0d/or XEQWG'X&%&and/OF

1, X51 X ias, Xfmmﬂﬁ%bzgfxmb%%r%b% ﬁ@gg%ha/érxmgs
fromthe %roup consi stin

cycl oal K§I096 @pefop X R9S, 34189@ anw@{g b(i@gq@pe and/orx11(}é X1109

het er oc yglaydr K1k yd ,X131r12|andl%>’? Ydspekively thgdtREQRINAIso form ,heterocy-
het eroarﬁdal kyl " ‘and wherein alternatively X407, X408

and/ or 6, X417 and/or X429, X430 and/ or X436, X437
and/ or X445, X446 and/or X455, X456 and/ or X460,
and/ or W'”R@W%ﬁ&%‘fe %@Ue%&@?S%F%Pt%{B@O b&?@d” turn

and/ or >ﬁ4&é)ena@rﬂ fiRRéAIh G be SKbBftLRAAIPI at XD one&Matituent,
and/ or X50 X506 and/ or X508, X509 and/or X51 1, X51

2 and/ or'd‘?"é'gfa'él’ftdif(%?rv %eéf&éftdnfé?m nOrQHR GoRSiRg Of:
,,heterocyc pende

|"' t] r he
first prdv 9&&30 ﬁrl]lfﬁ F@yfloa&yli&céqaékyll@fyl é}egggfmclyi heegocycly-
0), R2, %lawsbrwqrylbmylhh&@r aRY tHe@gre 4y |amy| the—slaner, -, -CN, —

bresent. (nCFs N g DG RST t%@%g%‘gﬂt‘b@zf ESIC/

=S or =S+-S@-20080H e-@mdﬁmﬂge—mm Jcmbd)H"h(ym NPEN-SO,H, —

R2, R3 must, 65?6H§;?t8 eyt BRS80S ANE-K ! 585, -
C(O)NX1207X1208, -o-x1209, —O(-X1210-0)—H (m =1, 2, 3, 4, 5),
—O(-X1211-0),-X1212 (n = 1, 2, 3, 4, 5), -OC(0)-X1213, -OC(0)-O-
X1214, -OC(0)-NHX1215, -O—-C(0)-NX1216X1217, —
OP(O)(0X1218)(0X1219), —0Si(X1220)(X1221)(X1222), —OS(O5)—
X1223, -NHC(O)-NH,, -NHC(O)-X1224, -NX1225C(0)-X1226, —~NH—
C(0)-0-X1227, -NH-C(0)-NH-X1228, -NH-C(O)-NX1229X1230, —
NX1231-C(0)-0-X1232, -NX1233-C(0)-NH-X1234, -NX1235-C(O)—
NX1236X1237, —=NHS(0,)-X1238, —~NX1239S(0,)—X1240, -S—X1241, —
S(0)-X1242, —S(0,)-X1243, —S(O-)NH-X1244, —S(0,)NX1245X1246,
—S(0,)0-X1247, —P(0)(OX1248)(OX1249), —Si(X1250)(X1251)(X1252),
—C(NH)-NH,, —C(NX1253)-NH,, —C(NH)-NHX 1254, —C(NH)-
NX1255X1256, —C(NX1257)-NHX 1258, —C(NX1259)-NX1260X1261, —
NH-C(O)-NH-0-X1262, —~NH-C(O)-NX1263—-0-X1264, —-NX1265—
C(O)-NX1266—-0-X1267, -N(—C(O)-NH-0-X1268),, -N(—C(O)—
NX1269—0-X1270),, —-N(-C(O)-NH-0-X1271)(-C(O)-NX1272—-0-
X1273), —=C(S)—-X1274, -C(S)-0-X1275, -C(S)-NH-X1276, -C(S)—
NX1277X1278, —C(O)-NH-0-X1279, —C(O)-NX1280-0-X1281, —
C(S)-NH-0-X1282, —C(S)-NX1283—-0-X1284, —-C(O)-NH-NH-X1285,
—C(O)-NH-NX1286X1287, —C(0)-NX1288-NX1289X1290, —C(S)-NH-
NH-X1291, —C(S)-NH-NX1292X1293, —C(S)-NX1294—-NX1295X 12986,
—C(0)-C(0)-0-X1297, —C(O)—-C(0)-NH,, —C(O)—-C(O)-NHX 1298, —
C(0)—-C(0)-NX1299X1300, ~C(S)—-C(0)-0-X1301, —C(0)-C(S)-O-



with the third proviso that, if R 1, R 1* are not

present (nis 0), one of R2, R3 nust not be "hydrogen"
waroosherdsane ti ne when the other one of R2, R3PCHEP2008/052640

C(=NH)-NH 2" ; with the fourth proviso that, if R1, R

1* are present (nis 1) and _qus |ndependently bot h

"hydr ogen", one of R2 R3 nust not be hydrogen at

the sane tjnme he ot her

" - C( =NH) - NKj1302, ~Q§»$)r§ %h@—%ﬂ %3% -H%MC%Q 'INH?& -CfS -RQ)-
R 1* are pnns@em (T s&zo@) N JosReBdELCl sbdepgnm@nid(s C(S)-

form"=0" and one of i nde ndentl
* hydr ogen" NadS %gqgsrrgsmweps 093C{ bbb 1G(0)-C(S)-

is "alkyl, anbwue(b-cqs Noeldykabiorl . aryl,
aryl al kyI het er oaryl " en the other one of R2, R3

bei ng "al kwhereﬁmiml b’(yizoz webeatigohakkz% xatwé X1207, X1208,
aryl al kyl , het eroar e substitute at

| east one Bt P<t18é¥rtX1§é1i>ét%1édxﬁ?b3n>‘t1ﬁé4gfﬂ?dé X1216, X1217,

cgggl sti ngxwéu(,ixw)mé bentzeooxvzmyb(n2f_metxaeggwcizehakk2/25 X1226,

el pémﬁéi‘?%%”i?‘ﬁm% X@SZ‘%WWA??
- X X ;

- QO |\|X606X6037 '8 gﬁz e>?12ar al kg}/x, 1 O het eroargll’x1244’

- Ohet eroarg;p%ﬁ(wme 1247 b%xgaym,m 1250, X1257, X1252, X1253,

- O het er ocx¢bsd, &l1kgh,, X 1266 - XAk~ @2& leng %12@0, R1263, X1262,

floc? )0) X&xfggsg&%@j )%(ﬁigcl)xézee &g@ m%fg 2%5’x127o X1271,

-0 C( O - NXR1##6 K5 273, )G%@ X@?@lﬁ)léﬁ@(%E)’? X1278, X1279, X1280,

- OSi ( X618) %%9 xcszo - %1%<gfr2q|41é§@aX1Hc&pO%< X62§(1289
NX623C( O) 4 )

-NH-C(O) - I\M132970,<6<2§91, >N>2©2,9XQ(9©2 X KO X3 295 NGBS - x1297, X1298,

X1299, X1300, X1301, X1302, X1303, X1304, X1305, X1306, X1307,
X1308, X1309, X1310, X1311, X1312 are independently from each
other selected from the group consisting of: ,alkyl, (Cs-Cso)alkyl, cycloal-
kyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl“ and wherein alternatively X1207, X1208 and/or
X1216, X1217 and/or X1229, X1230 and/or X1236, X1237 and/or
X1245, X1246 and/or X1255, X1256 and/or X1260, X1261 and/or
X1277, X1278 and/or X1286, X1287 and/or X1289, X1290 and/or
X1292, X1293 and/or X1295, X1296 and/or X1299, X1300 and/or
X1305, X1306 and/or X1308, X1309 and/or X1311, X1312 and/or re-
spectively together can also form ,heterocyclyl®;

wherein optionally above substituents of substituents group (ii) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(iii) ,alkyl, (Co-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl, —Br, —l,
—CN, —CF3, —N3, —=NH,, -NHX1401, —-NX1402X1403, -NO,, —OH,
=0, -OCF;, —SH, -O-S0O3H, —OP(O)(OH),, -CHO, -COCH, —
C(O)NH,, —=SOzH, —P(O)(OH),, —C(0)—X1404, —-C(0O)O-X1405, —
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(O - NH X632, - NX633- C(O) - NX634X635, - NHS(O 2) - X636, -
NX637S( CR) - X638, -S- X639, -S(O -X640, -S(O 2)-X641 ,

WO J(0®1@uMHX642, - S(O 2) NX643X644, -S(O 2) O X64BCT/EP2008/052640

-P(O) (OX646) (OX647), - Si (X648) (X649) (X650), -C(NH)-NH

2, -C(NX651 )-NH 2, -C(NH)-NHXE52, - C(NH) - NX653X654,

- C( NX655) - NHX656, C(NX657) 58X659, -

NH C(O) - NH O X660 H C( Q) - NX661- O X662, - NX66

NX664- O X665 C%H@dqqupp@)kg@gpnémos Zb-X1409, —o —x 410-0)—

-N(- C( O - NX66y &X6@®4 5 —OéX1411—O x1412 —1, 2 3 4,5),
“N(-C(O - NH O 669%§ NX670- O X6

S) -
-C(S)- O x673C(QS)4N %%O— 1@6%@748'7'251415 ~0-C(0)-

- (O - N H O X(is16X14H47- 76»@4 ?@x1419
-C(S)-NH O X680

C(O) - NH- NH- X&83(X 4%%&%11‘@4 %&é@&kﬁ% (02) )X 230 xBE6(O)-NH-, -
NX687X688, - G5 Nté4><6&%,1425@§ @;—MMQQX@@—O—XMN -

&(8 C('\Dé§59ﬁ“m'\,'3£§ X694_X ngo) l@ N3 429%1430, NX1431—C(O)

-0 -0 - W@%M@Q&Nxﬁ(s‘é)-c )0N1—QX>£6929 N)G(4@)5—C

S) - O X700, S O X7
C(C( )S) C(O - mﬁ%@) %3)( sNH&(ey- xﬂmx&&:ﬁs&s O») —X1440 S
- Q(S) - O ) - Ne12141 - G B) X - —DIDS7081443, —%ﬁ NH-X1444, -

S)- O S) - NX706X707, Slond 2
Nf(wz)sc( )C(O)S (Be)X Mé%éﬁ)l -G ‘Rﬁé}”é’V XC§66‘2§*10X1449

X602, X603, & 45@%@5451)@%52 Xﬁ@NH)XﬁJ@@,—%ﬁ&%sésﬁmHQ,_
X61 1. X61 2 X61 4. X61 5. X61 g
8. X61 9, xaﬁN%&'iXM%z@ NWMQ@M%XG ENX 1G5 NHX 1458,

X627, X628, XGARX1XEFONXIE5K1461, ~NH-C(O)-NH-O-X1462, -NH—
C(0)-NX1463-0-X1464, -NX1465-C(0O)-NX1466-0-X1467, —N(—
C(O)-NH-0-X1468),, -N(—C(0)-NX1469-0-X1470),, -N(-C(O)-
NH-O-X1471)(-C(O)-NX1472—-0-X1473), —-C(S)-X1474, -C(S)—
0-X1475, —C(S)-NH-X1476, —C(S)-NX1477X1478, -C(O)-NH-O-
X1479, —C(O)-NX1480-0-X1481, —C(S)-NH-0-X1482, —C(S)-
NX1483-0-X1484, ~C(O)-NH-NH-X1485, —-C(O)-NH-
NX1486X1487, —C(O)-NX1488-NX1489X1490, —C(S)-NH-NH-
X1491, —C(S)-NH-NX1492X1493, —C(S)-NX1494-NX1495X 1496,
—C(0)—C(0)-0-X1497, —C(0)—~C(O)-NH,, —C(O)-C(O)-NHX1498,
—C(0)—C(0)-NX1499X1500, —C(S)-C(0)-0O-X1501, -C(O)-C(S)-
0-X1502, -C(S)—-C(S)-0-X1503, -C(S)-C(0)-NH,, -C(S)-C(0)-
NHX1504, —C(S)—C(O)-NX1505X 1506, —C(S)—~C(S)-NH,, —C(S)—
C(S)-NHX1507, -C(S)—C(S)-NX1508X1509, —C(O)—-C(S)-NH,, —
C(0)-C(S)-NHX1510, =C(O)-C(S)-NX1511X1512";

wherein X1401, X1402, X1403, X1404, X1405, X1406, X1407,
X1408, X1409, X1410, X1411, X1412, X1413, X1414, X1415,
X1416, X1417, X1418, X1419, X1420, X1421, X1422, X1423,
X1424, X1425, X1426, X1427, X1428, X1429, X1430, X1431,
X1432, X1433, X1434, X1435, X1436, X1437, X1438, X1439,
X1440, X1441, X1442, X1443, X1444, X1445, X1446, X1447,
X1448, X1449, X1450, X1451, X1452, X1453, X1454, X1455,



X632, X633, X634, X635, X636, X637, X638, X639, X640,
X641 , X642, X643, X644, X645, X646, X647, X648, X649,
WOGBB/10ME61 , X652, X653, X654, X655, X656, X6BIT/EXGES52640

X659, X660, X661 , X662, X663, X664, X665, X666, X667,
X668, X669, X670, X671 , X67%44X673 X674, X675, X676,
X677, X678, X679, X680, X681 xasz X683 X684 X685
X686, X687, X688, X689, X690

X695, X696, X6996 Kb, X%%X19(5Q)@(14ﬁ90>i1461x)f®ﬁ62 %ﬁd§3

X704, X705, >$<71Q@4 %74@5'6, XXZ&&X1X@@%(14>6§1X0469XX14710 X441,

2 are independent each other sel ected

t he
group consi st)f1|4@20*/1473 A &ih X1¢E- 340 PaX 1447, X1478 X1479

cycl oal kyl, %qlsoakmmab(wéz masﬁwmeal las85, X1486 X1487,
heterocyclylalk

not or oot vl L1 RX1e8s el B0 AL tdoR KT 45004, %395

and/ or X614, w{abedSx a4y Rﬂ4@@&ﬁ499<@21%0@nﬂ15m X@é%lz )(X@@é
and/ or X643, X644 and/or X65

and/ or X675, X598 %@/5@?“%&(15%8%159§d¥b’$09x?§é510 )@%1

and/ or X690, X692 a@%@ﬁeﬁé@ﬂﬁyfré?ﬁ%cl@ﬁﬂfe%el&ﬁ@&' fro%ﬁﬂ&group
and/ or X703, X704 and/or X70 and/ or

and/ or r especPNyiging Aoghhérs @a?ﬁ‘”ﬁ/l' SKYClpdlkwh CYC|°a1kY|a'ky' hetero-

G0 Nk %tbrbc%aﬂan‘w b"wranﬂ R’s;“ﬁé?erblél@t heteroarylalkyl*
- ( O) N(al kyI) g

QQ Mwwk@m%%@xﬂm%@wmnéﬂ%w&mmﬂ%ﬂw%
from above substituents group n

the ot her on@”gfor%245W1k5"é§ﬁﬁd}(°ém§'§o X’Jﬂ'@l 6‘81’14%9?(1477 Wia7s

cycl oal kyl al daylor xaugs, x1a118ylaab}@yb<,14d;¢t>@mgewb/or xmz 1X1493
turn i ndependent | g@f rom ead ditio

substituted @eer 49%39496@@"@05%99 deRP0 af‘@’@h%“% , X1506
or different,ang®xabe8 X1509 and/or X1511, X1512 and/or respectively to-

gether can also form ,heterocyclyl*;

(B) V, W are independently from each other selected from the group consisting of:
“=Q, =8, =5"-0", geminally linked H";

R1*, R2 together independently form “heterocyclyl” or together independently
form “heteroaryl”; where “heterocyclyl” and “heteroaryl” can optionally be substi-
tuted with at least one substituent selected from below substituents group (i);

R1, R3 are independently from each other selected from the group consisting
of:

(i) ,hydrogen, alkyl, (Ce-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl, —Br
CN, —CF3, —=N3, —=NH,, -NHZ1, —-NZ2Z3, -NO,, —OH, =0, —OCF3;, —SH, —-O—
SOzH, “OP(0O)(OH),, -CHO, -COOH, —-C(O)NH,, —SOz;H, —P(O)(OH),, —
C(0)-Z4, —C(0)O-2Z5, -C(O)NH-26, -C(O)NZ728, -0-29, -O(—Z10-0)—
H(a=1,2,3,4,5),-0-Z11-0),—Z12 (b=1, 2, 3, 4, 5), -OC(0)-Z13, -
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from above substituents group (ii); wherein optionally
the other one of R2, R3 being "al kyl, cycl oal kyl,

waey@Boeadske/| al kyl, aryl, arylal kyl, heteroaryl PCEEP2008/052640

bei ng substituted with at | east one substitu ent,
identical or different, sel e%gd from above
substituents group (|v) and, o p tionally, also (ii),
can optional | be further substituted in their

subst i t J&RQ-9eZ1% O TN B o CEQb N4 1640t group
(iv) aanP(QI)GCDZJI'BWdZVIQ? alcmz(zt)) )121 ymd)l f@s b;?—ifQBOIWC (O)=NH,,

substituent, identica sel ect ed

f
above suthiGQiefitk —512859 Q r§’-26 WW (P42 hNHrG(@)gB'H-ZZ&
that, if-Nr-bORNZ29236, mz:ﬁem(oiibiz%zlmzmid @MMLEZM -
i nde pendentl form"”
|ndependgﬁﬁ'§% )51’\@@{5@!7%%2@@0‘[5\5239&6@? s%‘i(hgsmm -S(0
"hydr ogemp, afey, qZ4@yc$m wlzmcys{@z?hmm y$ oz %/147 -
aryl al kyl ", eac

cl
cyel oal WPHAZIBICZAS] ~SHESD by o2 rrb N N Nz%@&awe,
with at ¢ N@«F;I-NIQZSH SJ@NH%—NZ@BZS@ elmnized) -Nstt by r\%@?m

Sl S NC (AT G e
- NHX800 .C d)ll@@é@i@%? N@—@ Or-NH-0-26B %Nc-@rb ~NFe8C0-270),, -
- OP OZZ‘ % SO 3,
“Po —%@M—C@cw@v@@ﬁ ) B o) -0-275. -
- O O) NXGEXAGH. -rZTGO'—@(S&J—NZﬁZiFSyL@ YNH-OQZIhet aT(03LNF80-O-Z81,
-O heter oaé?ll al het er ocyc

- Chet er ot W%Tciﬂ% RS liéﬁ T¢(Q-NH-HH-285, +C(0)-NH-

5), - A(-N&RIsD-C Z\SS-’lN@ss(-JNzagmo 2.C(8)-NH-NH-z91 ¢ —Rﬁﬁl
1, -0 Q-0 X81

- OP(O) ( Z@?(@@ﬁ%%) Né@ﬁ%%r%%@@r%zo? 01-3(0)-NH,
Cﬁl(_l_oé(o) @gzc (ONHH D8, X848) (NI o X851 4)—C —O—Z101,—
B2 0 2102, ~C(8)-C(8)-0-2103, —C(S)—C(O)—NHQ, —G(S)-C(0)-
NHZ104, =G(S)-C(0)-NZ 1052106, —G(S)-C(S)-NH,, ~C(S)-C(S)-
NHZ107, =CG(S)-C(S)-NZ108Z109, ~G(0)—-C(S)-NH,, ~C(0)-C(S)—
NHZ110, ~C(O)-C(S)-NZ111Z112";

wherein Z1, Z2, 73, Z4, 75, 76, Z7, Z8, Z9, Z10, Z11, Z12, Z13, Z14, Z15,
216, Z17, Z18, Z19, 220, Z21, 722, Z23, Z24, 725, 726, 227, 728, Z29,
Z30, Z31, 232, Z33, Z34, 235, 236, 237, Z38, Z39, 240, Z41, Z42, Z43,
Z44, 745, 746, 747, Z48, Z49, 750, Z51, Z52, Z53, Z54, Z55, 756, Z57,
758, 759, 7260, Z61, 762, 263, 264, 265, 766, 267, 268, 269, Z70, Z71,
772,773,274, 775, 276, Z77, Z78, Z79, Z80, Z81, 282, Z83, Z84, Z85,
786, 287, 288, Z89, 790, 291, 292, 293, Z94, 795, 796, 297, 298, 799,
Z100, Z101, Z102, Z103, Z104, Z105, Z106, Z107, Z108, Z109, Z110,
Z111, Z112 are independently from each other selected from the group
consisting of: ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl,
heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl“ and wherein al-
ternatively Z7, Z8 and/or Z16, Z17 and/or Z29, Z30 and/or Z36, Z37 and/or
745, 746 and/or Z55, 256 and/or Z60, Z61 and/or Z77, Z78 and/or Z86, Z87
and/or Z89, Z90 and/or 292, Z93 and/or Z95, 296 and/or 299, Z100 and/or
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NH C( O) - NH X826, - NH C( O) - NX827X828,
- NX829- C(O) - O X830, - NX831 -C(O)-N H X832,

WO DMBRBHE( O) - NX834X835, -NHS(O 2)- X836, - PCT/EP2008/052640

NX837S( Q2) - X838, -S- X839, -S(O) - X840, -S(O 2)- X841 ,
- S( 0 2) NHX842, -S(O 2)NX843 S( O 2) O X845,
-PE O)()OX846)(OX84(7) ) Si (xsjgé(xmg)(xzaso) - C(NH) - NH

2, - NX851) NH 2, NH) I-? NX853 X854
- C( NX85% d/@(%(wgszﬂqq\g@gg)@gg Z11ggng/or respectively to-
O -NH O can Né‘o%r@ HRIEBE A X862,

- NX863- -NX864- O X865, - N(-C(O) - NH O X866) 2,

- N(- C( O)wH%ﬁB @Jr?éﬂ 8bovd subdituents of substltuents gro%p g can in turn
C(0) - N0 XB09 C(c%\Pl\D(sm O X871

h)éﬁ"ﬁf be. s(gpgytumgvygwj-y@st 0@ gﬂbsmﬁuent

|+ O X877dem|€él®rdm‘>é$e7rﬁ self@otét/Pom the (%?buﬂ)“bb&@ﬂ%@%f
- O( S) - NX881- O X882, - C( O) - NH NHX88

(O - Nighi) '\D@&M@% alyl, %%ﬁcw&% XB3B . hetrb SctyNidrocycly-

X?:?%) C(oga‘%tk)'{%%?ym&ldyet mtegoaryla FQEXSC?I “Br, -1, -CN, —
- (O - C( O CHXBR6,NHLCAHZ0 O)-NALIBIZHE ABIO,, ~OH, =0, ~OCFs, —SH,

A8 A9 QKR o R, BORR AP
- C(S) - C( O PIOJAORXI08(0)=Z8 (), @?oiﬂzloz —C(O)NH-Z206, —

CHE C(N&ﬁ%%%agq%( g DR w%(g%m #8), O

wher ei n X8@011-X8 9-1zz12¥<$Q2| 2X808 5), o&@a@ —66@6)-0—2214 -

S B0 L e L 1%%%@ Beitud o -

X824, X8250SXB2£0)(2683 (722482805 K82 F22883WHCKBRNH,, -NHC(0)-
7224, -NZ225C(0)-Z226, -NH-C(0)-0-Z227, -NH-C(O)-NH-Z228, —
NH-C(0)-NZ2297230, -NZ231-C(0)-0-Z232, -NZ233-C(0)-NH-
7234, -NZ235-C(0)-NZ2367237, -NHS(0,)-Z238, -NZ239S(0,)—
7240, -S-7241, —S(0)-Z242, —S(0,)-Z243, —S(O,)NH-Z244, —
S(02)NZ2457246, —S(0,)0-Z247, —P(0)(0Z248)(0Z249), —
Si(2250)(Z251)(Z252), ~C(NH)—-NH_, —~C(NZ253)-NH,, —C(NH)—
NHZ254, -C(NH)-NZ2557256, —C(NZ257)-NHZ258, —-C(NZ259)—
NZ260Z261, -NH-C(O)-NH-0-7262, -NH-C(0)-NZ263-0-Z264, —
NZ265-C(0)-NZ266-0-Z7267, -N(—C(O)-NH-0-2268),, -N(-C(O)—
NZ269-0-Z270),, -N(—C(O)-NH-0-Z271)(-C(0)-NZ272-0-7273), —
C(S)-Z274, -C(S)-0-Z275, -C(S)-NH-Z276, -C(S)-NZ2772278, —
C(0)-NH-0-Z279, -C(0)-NZ280-0-Z7281, -C(S)-NH-0-7282, —
C(S)-NZ283-0-7284, —C(O)-NH-NH-Z285, —C(O)-NH-NZ2867287,
—C(0)-NZ288-NZ2897290, —C(S)-NH-NH-Z291, —C(S)-NH-
NZ2927293, —C(S)-NZ294-NZ2957296, —C(0O)-C(0)-0-2297, -C(O)-
C(0)-NH,, —C(0)-C(0)-NHZ298, —C(0)-C(0)-NZ2992300, —-C(S)-
C(0)-0-2301, —C(0)-C(S)-0-Z302, —C(S)-C(S)-0-Z303, —C(S)-

C(0)—-NH,, —C(S)-C(0)-NHZ304, —C(S)-C(0)-NZ3052306, -C(S)—
C(S)-NH,, —C(S)-C(S)-NHZ307, —C(S)-C(S)-NZ3082309, -C(O)—

(

-
C(S)=NH,, —C(0)—C(S)-NHZ310, —C(0)~C(S)-NZ311Z312”;
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X832, X833, X834, X835, X836, X837, X838, X839, X840,
X841 , X842, X843, X844, X845, X846, X847, X848, X849,

WOXBWR/104861 , X852, X853, X854, X855, X856, XSBIT/EXBBS()52640

X859 X860, X861 . X862 X863 X864 X865 X866, X867,
X868 X869 X870, X871 . X87%47X873 X874, X875. X876,
X877 X878, X879, X880, X881 xssz xsss X884, xss5
X886 X887 X888. X889 X890, X893

X895 X896Whe@uZ20a4802,%263, 23@06205@@96 Z%@@iéo&sa?@@ 210,

X904, X90522N9QQ,12>@96,, 2%9@&213(9@96 2817 %21%922113,, ZX80L 7021,

2 are independent|y f ot her sel ecte

nt he
group consf4%4 %&2%f2224 5?%%222@(%)?263%?%@ @29 2230 2231 7232,
ﬁyfl oal ky: zlzgsifdzgalxzdwkt% ,zzb¢t18233029%9/|z,24o 7241, 7242, 7243,
eterocyc a , et eroar
neter ooy Cl Yhal by Ak 2ol Yogh i Vhug, DSSE 8 Yaso Zamy 7254,
and/ or X81#p55X&b5h 2N/ 2259@%9 2@%@82@@11/2962 >§§z’t@; z%@ﬁ&zes
and/ or X843, X844 and/or X85 X854 and/ or X858

and/ or X87526&@#87 a??c@ﬁo?z%gﬂ XEB &tH G277 4 3(%%?8 2276,

and/ or X89227?<&Q1831W90228€8%@81 m 2218151 <2I284<8L92785 15%2287
and/ or X903, X904 and

X91
and/ or respedd ,z\ggpyzgggggg%,zzggnzzaqssgz%ggps 2o, 5267, 2298,
bei g~ K ey P B 00 072008, 2300
aryl al kyl ot 51 247 arﬁaf@&ys%r&&w? Oy dah SAish sbienlef fom the
be additi Og@lub)coﬁyaﬁ@dfqhﬂkgil ¥@td330?aﬂkyl %wbalmecycloalkylalkyl het-
substituent, 1dentical ent, selected fro .
above Subs?FOpy@)ﬂtIgetgr,oewl%lkyl)aryl\,vﬁ@/}a&yh r@fﬁ@%fﬁ'ah?“}‘#“@éﬂﬂky'

of R2, R3 Erﬁ’d Wﬁereﬁh' éﬂtélmanwlglzget kydos &M%r@ﬁgﬂﬂﬂ‘a\h'd/or 7229,
aryl, aryl a%%d;@n and bein substltut ed wt

th | east
one substi€ dOrEvt; €437 d19/efi 4349y €446 andlor s 2255 2356 and/or
7260, Z261 and/or 2277, Z278 and/or Z286, Z287 and/or Z289, Z290

and/or 2292, 2293 and/or 2295, 2296 and/or 2299, Z300 and/or Z305,
Z306 and/or 2308, Z309 and/or Z311, Z312 and/or respectively together
can also form ,heterocyclyl®;

wherein optionally above substituents of substituents group (ii) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(iii) ,alkyl, (Co-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl, —Br, —l,
—CN, —CF3, —N3, —NH,, -NHZ401, —-NZ4022403, -NO,, —OH, =0, -
OCF;, =SH, -O-S0O;H, -OP(O)(OH),, -CHO, -COOH, —C(O)NH,, —
SOzH, —P(O)(OH),, —C(0)—-Z404, —C(O)0O-2405, -C(O)NH-2406, —
C(O)NZ4072408, -0O-2409, -O(-Z410-0).—H (e =1, 2, 3, 4, 5), -
O(-Z411-0)Z412 (f =1, 2, 3, 4, 5), -0C(0)-Z413, -OC(0)-O-
Z414, -OC(O)-NHZ415, -O-C(0)-NZ4162417, —
OP(0)(0Z418)(0Z419), —0OSi(Z420)(Z421)(Z422), -0S(0,)—2423, —
NHC(O)-NH,, -NHC(0)-Z424, —-NZ425C(0)-Z426, -NH-C(O)-O-
7427, -NH-C(O)-NH-Z428, -NH-C(0O)-NZ4297430, —-NZ431-
C(0)-0-2432, -NZ433-C(0O)-NH-2434, -NZ435-C(O)—-
NZ43672437, -NHS(O,)—Z438, —-NZ4395(0,)-Z440, -S-Z441, —
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sel ected from above substituents group (v) and,
optionally, also (ii), can o p tionally be further

WG niwstidtdue ed i

n their substituents sel ected frpPOT/EPIS052640

substitu ents group (v) and, optionally, also (ii),

with at | east

one substit uen identical or different,

sel ected from above substltuen§s group (|||) m
i ndependently_ is

R9
RIO, R1 1, F&@)-@@g-sﬁh-m&&lsg 0@1‘%4-4441,7-3 RuNZ445Z446, —

19, R20, R21

S(ON-734E, JP‘(QB?(@ZZMQROEM@ rDQ"(EﬂJ@)E(ZQSﬂ@MSZ

A kyl s (o %ﬂaﬁ s B0, e iobasen Yo"

het erocycl yl ,NZIf»stsz%@amNzh@# kMHZ4§€! e Nzwd ﬂNZAYéOZ461 —NH-
heteroaryl, heteroa CN

-CF3-N3

i nghratesh NH- Ria)-SE25a-Oraden. N@;%S— -

2,-0H =0, - NXds630=2lb7, —&KEQO'Z}J:NH CBr 49 OHN 469—0—

- COOH, @) SO 3
R Ll 0 (Bt VAN 2 S TN b 6677&91%53 ), ~G(S

- O- X1009, O(Z4>ﬁ10-1@ ok247|ﬂ £8( s?—ﬂJHFsze £(S —NZ47152478 —c )
-0(- X101 1-Q 1 X

o & Rer o, Bich-Nras oo 5 Shebi-G 4482, <0

,-0-C(O - NXI
- 08I (X 020)(
-NHC(O)-NH2
“NHC(O-0O X

r@z@@X@—%éﬂ @3-(1\@-@@024@518% l‘{ﬂlHDNzéﬂéems? -
x1 021 oS(0 2

&z&&azw?ow Sk (S -NH-
Nmﬁz493\HCﬂ:SPNZNbW1@2@524W—@ 0)-= —O—Z497 -

029X1 030, -NX1 0 0 2,
034, -NX1 0350@0 C%%(NH%) -&é% Nh(ﬁ%?(%—g Qlx ENZ499Z500

- NX1039S( O 2)-
2) - X1043, -
-S(0 2) O XI

2) NH- X X1 046,
)=C(O NHQ, —C(S) C 7504, —-C(S)—-C(0)=NZ5057508,

—C(S)- C(S) NH,, —C(S)—C(S)—NHZSO?, —C(S)-C(S)-NZ5082509, —
C(0)-C(S)-NH;, —=C(0)—C(S)-NHZ510, —C(0O)-C(S)-NZ5112512";

Céép—‘tﬁo —@2&‘;01 04@ o éé@)oxts@z‘lzc (S)SCB)-0-2503,
o#13)

wherein Z401, Z402, Z403, Z404, Z405, Z406, Z407, Z408, Z409,
7410, Z411, 2412, Z413, Z414, Z415, Z416, Z417, Z418, Z419,
2420, Z421, 72422, 7423, Z424, 7425, 7426, 2427, 7428, 7429,
Z430, Z431, Z432, Z433, Z434, 2435, Z436, 2437, Z438, Z439,
Z440, Z441, Z442, 7443, Z444, 7445, 7446, 2447, 7448, 7449,
Z450, Z451, 2452, Z453, Z454, 2455, Z456, 2457, Z458, 72459,
7460, Z461, 2462, Z463, Z464, 2465, Z466, 2467, Z468, 2469,
Z470, Z471, Z472, Z473, Z474, Z475, Z476, Z4T7, Z478, Z479,
Z480, Z481, 2482, Z483, Z484, 2485, 7486, 2487, Z488, 7489,
Z490, Z491, 2492, Z493, Z494, 2495, 7496, 2497, Z498, 7499,
Z500, Z501, 2502, 2503, Z504, Z505, Z506, Z507, Z508, Z509,
Z510, Z511, Z512 are independently from each other selected from
the group consisting of: ,alkyl, (Cs-Csp)alkyl, cycloalkyl, cycloalkylal-
kyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, het-
eroarylalkyl“ and wherein alternatively 2407, Z408 and/or Z416,
Z417 and/or Z429, Z430 and/or Z436, Z437 and/or Z445, Z446
and/or 2455, Z456 and/or Z460, Z461 and/or Z477, Z478 and/or
7486, Z487 and/or Z489, Z490 and/or Z492, Z493 and/or Z495,
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P(O) (OXI 048) (OX1 049), -Si (Xl 050) (Xl 051 )(X1 052),
“C(NH)-NH 2,- C(NXI 053)-NH 2, -C(NH) - NHXI 054,

WO BRI HMXI  055X1 056, - C(NXI 057)- NHXL 058, PC/EII008/052640

059) - NX1 060X1 061 ,- N H C(O)-N H OX 1062,
-NH C(O) -NXI 063-0O X1 064, - 065- C( O) - NXI

066- OX1067, - N(-C(O) - NH-OXl )

2, - N(- C(O) - NXL069- O X1070) Ci-,@%, NH O XI 071

) (- C(O) - NX1 GF*96@nster 499, ZSD@(agsi/ox £306 @ndjor x4 709

- (S) - NH- X1 Qyffaivor 764 £) 2598l andiof ¥ds Z&elyt@é%er’%‘é‘n@lé@ form ,het-
079, - C(O-NXl 080- O X1 081 ,-C(S)-NH O Xl 082

-C(S) - NXI osFresyly ‘084, -C(O - NH NH X1 085,

-C(O) - NH NXI 086X1 087, -C(O-NXl 088- NX1 089X1 090

-¢(S) aligaoaiively Rpoi3 cala:@lg? Ingabrpgenty iem ersa othe@(og) no substitu-
NX1094niNX1 095X1 096, -C(O-C(O-O XI 097,

-0 -(O-NH 2,-¢(Q- ¢(O-NHXI 098, -C(O-C(O-NXI
099X1n H¥ependently is<(;0 - O- X1 101, - C(O-C(5) -0 X1 102,
-C(S)-C(5)-0X1 103, -C(S)-C(O-NH 2,-C(S)- C(O -NHX1
104, mGh@peRtihtyNh ok@5X1L 106, -C(S)-C(S)-NH 2, - C(S)-
C(S)-NHX1 107, -C(S)-C(S)-NX1 108X1 109, -C(O-C(S)-NH

2, - C( R, R&>RENHKLRE 1R, R HOCRD) s RABHRMEXR 14,1196, K12 R17, R18,

e R Agogb a3 b abe s o348 B 298 rom the group

X1014¢considiilg of:X1016, X1017, X1018, X1019 X1020,
X1021, X1022, X1023, X1024, X1025, X1026, X 1027, X

1028, (iX,agi8genlakB (C .-G, JHI3, cydodlyd 2cychdalkBlkyl, Ketbddclyl, het-

K A035, O 0 AR 0 BonddGi0r X1k
CN, —CF3, =N, —=NH,, -=NHZ1001, -=NZ1002Z1003, —NO,, —-OH, =0, —-OCF3,
~SH, ~0-S0;H, ~OP(O)(OH),, ~CHO, ~COOH, ~C(O)NH,, ~SO5H, —
P(O)(OH)s, ~C(0)—-Z1004, —~C(0)0-Z1005, —~C(O)NH-Z1006, —
C(O)NZ1007Z1008, -O-Z1009, -O(-Z1010-O)-H (k =1, 2, 3, 4, 5), —O(—
Z1011-0)~Z1012 (1=1, 2, 3, 4, 5), -OC(0)-Z1013, -OC(0O)-0-Z1014, —
OC(0)-NHZ1015, -O-C(0)-NZ101621017, -OP(0)(0Z1018)(0Z1019), -
0Si(Z1020)(21021)(Z1022), “0S(02)~Z1023, ~NHC(O)-NH,, ~NHC(O)—
21024, -NZ1025C(0)-Z1026, —-NH-C(0)-0-Z1027, -NH—C(O)-NH-
21028, —-NH-C(0)-NZ1029Z21030, -NZ1031-C(0)-0-Z1032, -NZ1033—
C(O)-NH-Z1034, -NZ1035—C(0)-NZ1036Z21037, -NHS(0O,)-Z1038, —
NZ1039S(0,)—Z1040, —S-Z1041, —S(0)-Z1042, -S(0,)-21043, —
S(0,)NH-Z1044, —-S(0,)NZ104521046, -S(0,)0-Z1047, —
P(0)(0Z1048)(0Z1049), —Si(Z1050)(Z1051)(Z1052), ~C(NH)-NH,, —
C(NZ1053)—NH,, ~C(NH)-NHZ1054, ~C(NH)-NZ105521056, ~C(NZ1057)—
NHZ1058, —-C(NZ1059)-NZ1060Z21061, -NH-C(O)-NH-0-Z1062, -NH-
C(O)-NZ1063—-0-Z1064, —-NZ1065-C(0)-NZ1066—-0-Z1067, —N(—C(O)-
NH-0-Z1068),, ~N(~C(O)-NZ1069-0-Z1070),, —~N(~C(O)~NH-O—
Z1071)(=C(0)-NZ1072-0-Z1073), —=C(S)-Z1074, ~C(S)-0—Z1075, ~C(S)—
NH-Z1076, ~C(S)-NZ107721078, -C(O)-NH-0-Z1079, —C(O)-NZ1080~
0-Z1081, ~C(S)-NH-0-Z1082, —~C(S)~NZ1083-0—Z1084, ~C(O)-NH-
NH-Z1085, -C(O)-NH-NZ1086Z1087, —C(O)-NZ1088—-NZ1089Z1090, —
C(S)-NH-NH-Z1091, —-C(S)-NH-NZ1092Z21093, —-C(S)-NZ1094—
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X 1045, X 1046, X 1047, X 1048, X 1049, X 1050, X 1051
, X 1052, X 1053, X 1054, X 1055, X 1056, X 1057, X

waews1044d. 059, X 1060, X 1061 , X 1062, X 1063, PXI/EPBMS/052640

X 1065, X 1066, X 1067, X 1068, X 1069, X 1070, X 1071
, X1072, X1073, X1074, X1075,15§§1076, X1077, X1078,
X1079, X1080, X 1081 , X 1082 1083, X 1084, X 1085

X 1086, X 1087. X 1088, X 1089, X 1090, X 1091
1092, X N&935Z3096n 9% (OxCIBHE-2X09 H o> 0)&6&7'\“49(—%@)5*0

X1099, L
1106, mztl@gg ltb} %O)XNkl@ébZMOélQ?(S )é:)é@}oé z1>€ol D@

are i nd&d@kd%?@ﬂ;?z’ﬁ@@‘é‘d@?r%%ép s‘e@@‘l’%@ T"N'dm‘@ﬁ%
grglugaf:gmzﬁou&g%g)-c;ﬁ aNZvioszggige SEQSFJG?S}—NHQ, —C(9)- C(S)
hgterocﬂ%ﬁ%‘! 29% 'aé((ﬁ Nﬁm%ﬂ (%@i‘é}(sb‘mz’ -C(0)-C(S

het er oanyhzd 1Kyl “c @gdcyg)emgnﬁﬁghﬁqag”natlvely 1007, X
1008 and/or X 10 1 X'10 17 and/or X 1029, X 1030

and/ or mib%ﬁmzfoil%bognmws X1é@h45<1065 b@%@nﬁum X1008
1055, X 1056 and

1078 andf'éP9 xXhQi@GXW(”lé(éW%er?@/Od? )5(1(1101851035 i@@ée L1017,

and/ or >§<1b982x1@€91§l962cﬁ0<db91 %03299%102& k984y a«@ésrx%ze
1099, X 1100 and/ or and/ or

1109 anc??1<9|27»<X11012§1X19@%%1?3%881/039 6%(%053&@&‘69%99 331, Xioss,

t oget herx1eas, )@im ko038, X 1089 &X1@APCK Y41, XnbeT, 41043, X1044,
optionally a ve substlééents of substl uent§( grégu)&%s

(i) can X904 460 déPeh deREP X RSN BRI X0 P!

Substi t u(1@64vw1655ak1b@8&s¢1ogne<mbsmosgem 060, 0@ 061062
or different, sel ected fromthe rou consi st n

(ii) ., atiopp, X{Q&d: &eH2XeP06. >@>p@ , X1069, X1070, %fort,
cycl oal kyloabkyto73nst @743,%40175(%metm@nmhw@ﬁl)dﬂyobg, X1080,

Ay ar Rl K] el S0 ha R8T SRR, R, x gk e

202X1 2081 0901\10 @1, xﬂn@z,s@ogs,@%ga; X1095, X1096, X1097, X1098,
X1099, X1100, X1101, X1102, X1103, X1104, X1105, X1106, X1107,
X1108, X1109, X1110, X1111, X1112 are independently from each other
selected from the group consisting of: ,alkyl, (Cs-Cso)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl“ and wherein alternatively X1007, X1008 and/or X1016,
X1017 and/or X1029, X1030 and/or X1036, X1037 and/or X1045, X1046
and/or X1055, X1056 and/or X1060, X1061 and/or X1077, X1078 and/or
X1086, X1087 and/or X1089, X1090 and/or X1092, X1093 and/or X1095,
X1096 and/or X1099, X1100 and/or X1105, X1106 and/or X1108, X1109
and/or X1111, X1112 and/or respectively together can also form ,heterocy-
clyl;

wherein optionally above substituents of substituents group (i) can in turn
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(i) ,alkyl, (Cs-Csp)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocycly-
lalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —CI, —Br, —I, =CN, —
CF3, =Nz, —=NH5, -=NHZ1201, -NZ1202Z1203, —NO,, —-OH, =0, -OCF3;, —
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SH, -0-SO 3H, -OP(O(OH) 2, -CHO -COOH, -C(ONH 2,
SO 3H, - P(O(OH)2, -C(O-X 204, -C(OO X 205,

WO GdH4KI 206, - C(O NXI 207X1 208, - O X1209PCT/EP2008/052640

~Q(-X1210-O m H(m=1, 2, 3, 4, 5), -O-X1 21 1-0
n-X1212 (n =1, 2, 3, 4, 5), 0-X 2 13, -0 O)-OX
1214, -OC(O -NHXI 2 15, -O ¢ 6 NX1 2 16X1 2 17, -

OP(O) (OXI 2 188)( 0X1 2 19) X 220 X1 221 (x1

222), - 05( &2yO-KO12P(OQiH)e)~ 250sH, -
-NXL 225C OR@H 26@0%04%@&43@55 m@qu@@m
228, - NH X1 230 231-'C(O)

-NX1 233- &6}1’\#@2 (L1298, —01:3(&240@5—@(-@121%@@@69@1 23253 4,5), =
NS0 2) - 812081 0Nih 229500, 2) 334 53%0(5?—2(1121%4100 e
S(O-X1 242, -S(Q 2 2(2 o)
2)NXI  245x4 12146 O '\Qj7€32>ki5 7 P?J%j%@%ﬂ?%s)(om

249), -S _0S(0,)-
-C(%\IXI ZggébN@ Or(xs ﬁﬁzﬁ O'éi(%zzglﬂb)l)m 55(‘;(81(0)

256, - (ot 297y M NN RY-23204, ~e 22601 226, ~NH-

- NHC(O B
pen Qg PRRE %x NGO QU+ 212086 34P0fD) 2081 2290830,

2 o) N8 S0 3k e NSl ad bz 120510

) (- A O - NX{iz27350 23K -INHS(D,)-74038,-X|212395 ozﬂz$)24@->§—z1241 -
275, -C(S)-NH Xl 276 S)- NX1 277X1 278

- Q( O) - NH OSK)—57242, - §(Q;))C( 43559 @INH-Z1844, —S(0-)NZ124521246, -

(S -NHO é{ozﬁ@2z124¢( SP@Q@Z@%? @zXzAé}S-A-s.g]zmso )(Z1 251)521252)
-C(O) - NH NH X 285 - O)2 NH- NXIT 286 X1 c&(,)\)I
288- NX1 28§ Qf(c\%ﬂ RINNH=2, —C(NH)- NHZ1254 —C(NH)-

NZ125521256 —C(NZ1257)-NHZ1258, ~C(NZ1259)-NZ1260Z1261, —
NH-C(O)-NH-0-Z1262, -NH-C(0)-NZ1263-0-Z1264, -NZ1265-
C(0)-NZ1266-0-Z1267, -N(=C(O)-NH-0-Z1268),, ~N(~C(O)—
NZ1269-0-Z1270),, =N(=C(O)-NH-0-Z1271)(-C(0)-NZ1272-O—
Z1273), —C(S)-Z1274, -C(S)-0-Z1275, -C(S)-NH-Z1276, -C(S)-
NZ1277Z1278, ~C(O)-NH-0—-Z1279, ~C(0)-NZ1280-0-Z1281, —
C(S)-NH-0-Z1282, —C(S)-NZ1283-0-Z1284, -C(O)-NH-NH-Z1285,
—C(0)-NH-NZ1286Z1287, —C(O)-NZ1288-NZ1289Z1290, ~C(S)-NH-
NH-Z1291, —-C(S)-NH-NZ129271293, —C(S)-NZ1294-NZ1295Z1296,
~C(0)—-C(0)-0-Z1297, <C(0)~C(O)—NH,, —C(0)~C(O)-NHZ 1298, —
C(0)-C(0)-NZ1299Z1300, —C(S)-C(0)-0-Z1301, ~C(0)-C(S)-O-
71302, —=C(S)-C(S)-0-Z1303, —C(S)-C(O)-NH,, ~C(S)~C(O)-
NHZ1304, —C(S)-C(0)-NZ130521306, —C(S)-C(S)~NH,, =C(S)-C(S)—
NHZ1307, —=C(S)-C(S)-NZ130821309, ~C(O)-C(S)~NH,, —=C(0)-C(S)~
NHZ1310, =C(0)-C(S)-NZ1311Z1312;

wherein 21201, 21202, Z1203, 21204, Z1205, 21206, 21207, Z1208,
21209, 21210, 21211, Z1212, 21213, Z1214, 21215, 21216, 21217,
21218, 21219, 21220, Z1221, 21222, 21223, 21224, 21225, 21226,
21227, 21228, 21229, 21230, 21231, 21232, 21233, 21234, 21235,
721236, 21237, 21238, 21239, 21240, 21241, 21242, 21243, 21244,
21245, 21246, 21247, 21248, 21249, 21250, 21251, 21252, 21253,
21254, 21255, 21256, 21257, 21258, 21259, 21260, 21261, 21262,
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X1 291 , -C(S)-NHNXI 292X1 293, -C(S)-NXI 294- NX1
295X1 296, -C(O)-C(O-O Xl 297, -C(O-C(O-NH 2,

WO G{eBE0) - NHXI 298, - C(O-C(O-NXI 299X1 30BCT/EP2008/052640

-C(S)-C(O-OX 301, -C(O-C(S)-OX 1302,

-C(S)-C(S)-O- Xl 303, -C(S)- Cé% NH 2, -C(S)-C(O- NHX1
304, -C(S)-C(O)-NXI 305X1 306°°-C(S)-C(S)-NH 2,

-C(S)-C(S)- NHXL 307 - NXI _308X1 309
QO - O ) Zhi6R 21264, @)12%,%126 63, 21268, &1 &1870.84R71,

31 1X13122127@2ﬁ2731 z>f212024275><z11227@2212?712@§78 é@?@%zso
X 1205, X 1206, 1207

2 10
11, x1212213§11§1&%2 Z>t2§52174289<1é1]?§5 3(1%926 165287xzi§881721289

X 12 18, Xziébol%n 29<| 323292 21@@@121292( Z?—% zi<2§62%3297 Z1298
X1224, X 1225 1229

X 1231 , X 1%939221%012@@01 %1§994Z13}%31é§@4 7(111953@139@ Fis07,

1237, X 1228309%213@@,21%1@22!1@,11><z1133é1are inde Xé&éd%ntl%frér%?ach other
X 1244, X 1245, X 1246, X 1247, X 1248,

1250, X 1289lecteciremgbe gseupgnsistiaaaisalkyl (GoSs)allyl pygigalkyl

>1<2(15§57X i(zéﬁe'ﬁ)%%y}iél%zﬁter&ﬁ/kéﬁQete%cé%@l’hlkyl Ar gl%ﬁalk? heteroaryl,

X 1270, X Relproary albans wiereis aleiRingly 41267, 23965 andlof 21216

1276, X 1227217&@2&8312%9121%0 a%dﬂe?&@:z?,é(zl%@iand/& 2985, 71246
X 1283, X 1284, 1285, X 1286 1287

1289, X 129'@/05@112@@12125@ Gy, 212692@@1 %”@@91123? #3838 and/or

X 1296, X 22@76 zXzéiQ&/or&m%%z@éolé’r@%r zX2@§0211293>énd/or Z1295,
1302, X 1303 1304 1305,

X1
X 1300, X LRHFGAZ1289, L8 aI‘Q/OénZéS%JéB%a@WPr ;1308 Z1309

from each ghdrer zeRlezi B ddosnrbdciVel R gePREEST A8 M het-
,,»al kyl, (C9-C30) al kyl, cycloal kyl, cycloal kyl al kyl,

het er ocycl §19¢YH¥ter ocycl yl al kyl, aryl, arylal kyl,

het er oaryl , . . :
wherein optionally above substituents of substituents group (ii) can in

turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(iii) Lalkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl, —Br
—CN, —CF3, —N3, —=NH,, -NHZ1401, -NZ140221403, —-NO,, —OH,
=0, -OCF;, —SH, -O-S0O3H, —OP(O)(OH),, -CHO, -COCH, —
C(O)NH,, —=SOzH, —P(O)(OH),, —C(0)-Z1404, -C(0)0O-Z1405, —
C(O)NH-Z1406, —-C(O)NZ140721408, -0O-21409, -O(—Z1410-0)—
H(o=1,2,8,4,5),-0(-Z1411-0),-Z1412(p=1, 2, 3, 4, 5), -
0C(0)-21413, -OC(0)-0-Z1414, -OC(O)-NHZ1415, -O-C(O)-
NZ141621417, —-OP(0)(0Z1418)(0Z1419), —
0Si(Z21420)(Z1421)(Z21422), -0S(0,)—Z21423, -NHC(O)-NH,, —
NHC(O)—-Z1424, -NZ1425C(0)-Z1426, -NH-C(O)-0-Z1427, -NH-
C(O)-NH-Z1428, -NH-C(O)-NZ142921430, -NZ1431-C(O)-O-
71432, -NZ1433-C(0)-NH-Z1434, —-NZ1435-C(0)-NZ143621437,
—NHS(0,)-21438, -NZ14395(0,)—21440, —-S5-Z1441, —S(0)-Z1442,
—5(02)—Z1443, —S(O2)NH-Z1444, —S(O,)NZ1445721446, —-S(O,)O—
21447, —-P(0)(0Z1448)(0Z1449), —Si(Z1450)(Z1451)(Z1452), —
C(NH)-NH,, -C(NZ1453)—NH,, —C(NH)-NHZ1454, -C(NH)—
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het eroaryl al kyl "™ and wherein alternatively X 1207, X
1208 and/or X 12 16, X 12 17 and/or X 1229, X 1230

wW@reB0074% 1236, X 1237 and/or X 1245, X 1246 apdiI/@8P2088/052640

1255, X 1256 and/or X 1260, X 1261 and/or X 1277, X
1278 and/or X 1286, X 1287 aq% X 1289, X 1290
and/ or X 1292, X 1293 and/ or 1295, X 1296 and/or X
1299, X 1300 and/or X 1305, X 1306 and/or_X 1308, X
1309 and/ or XN41#5941458, 16(NZ 4§ﬁ}17'\8121ﬂé8 sTeldE 1ty

toget her can NgS80% 46T, ,-NHE‘-CW)PMFJOUZMGWmo ~NZ1463-0-

optional Iy ahgve substituents of substituents 8rouRlH o

(ii) can in t4lfR4 TNJI@&@ﬁd%?Q I‘D‘ZF‘F%Q&;&I“I HriNrCid

substituted wiyBgpt—Nes -Nza4§911@121t4v@)3t4\1(1-¢@@3pmmo-
or different, selecte ro ng.o

of :
(iii) ,,alkylZ13( w@@ayww—o@zgﬂw 1& 21474, 28y -0-21475,

cycl oal kyl al k;d JNH—%QWClO(BL Nzauemmcuzf@yl-h}ql-o-zmm -
aryl , aryl al ka/ het eroa et eroa | al k

Bl Mg 48020 da b S 2R kg 1162, k)N 1483-0-

402X1 403, - NQ4@4, —é@ —I\9-NH 488, —C -NHANZ4 88%1487, -C(O)-
-OP(O) (OH) 2, %i - SO 3H,
AT S e e IR S LIS

406, -C(O WlNZHQ@%ZM%&—C S?-—NHM—NZ%QB@%GO—@)O oc Cb‘J—O—
(o =1, 2, 3 5) Cé X141 Ob - X1412 1(f
3, 4, 5), - (0 [O5S0)AH14%8, ~ClO)-5(0)-

8,3 83 ( N 13«211%;@(%559@( Qr s&%g@)zl%%)é%f&c O-G(SL0 —Z1502 -
422), -08(0 fgg §3‘8‘4\‘|ﬁ@?0) RS0 N'I‘lIHCE:@ —zzﬁowzwm -

-NX1 425C( O CXBE 496) NZ%O@(ZQO@O-& 8)4@?3 —NH,, —C(S)-C(S)-
NH C(O) - NH XI_ 428 H (O -NXI 4 40
- NX1431- C(O) - NHZ1507 —C(S) CRS) NZ150821509 —C(0)-C(S)-NH,, —C(0)-

C(S)-NHZ1510, —=C(0)-C(S)-NZ1511Z1512";

wherein Z1401, Z1402, Z1403, Z1404, 21405, Z1406, Z1407,
Z1408, 21409, Z1410, Z1411, Z1412, Z1413, Z1414, Z1415, Z1416,
Z1417, 21418, Z1419, Z1420, Z1421, Z1422, 21423, 21424, Z1425,
21426, 21427, 21428, Z1429, Z1430, Z1431, 21432, Z1433, Z1434,
Z1435, 21436, Z1437, Z1438, Z1439, Z1440, 21441, 21442, Z1443,
Z1444 71445, 71446, Z1447, Z1448, Z1449, 21450, Z1451, Z1452,
21453, 21454, 21455, Z1456, Z1457, Z1458, 21459, 21460, Z1461,
71462, 21463, Z1464, Z1465, Z1466, Z1467, 21468, 21469, Z1470,
Z1471, 21472, Z1473, Z1474, Z1475, Z1476, 21477, Z1478, Z1479,
Z1480, 21481, Z1482, Z1483, Z1484, Z1485, 21486, 21487, Z1488,
Z1489, 21490, Z1491, Z1492, Z1493, Z1494, 21495, 21496, Z1497,
21498, 21499, 21500, Z1501, Z1502, Z1503, Z1504, 21505, Z15086,
Z1507, 21508, 21509, Z1510, Z1511, Z1512 are independently from
each other selected from the group consisting of: ,alkyl, (Ce-
Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl,
aryl, arylalkyl, heteroaryl, heteroarylalkyl“ and wherein alternatively
Z1407, 21408 and/or Z1416, Z1417 and/or 21429, Z1430 and/or
Z1436, Z1437 and/or Z1445, Z1446 and/or Z1455, Z1456 and/or
Z1460, Z1461 and/or Z1477, Z1478 and/or 21486, Z1487 and/or
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O X1432, -NX1 433-C(O)-NH X 434, -NX1435-C(O)- NX1
436X1 437, -NHS(O 2)-X1438, -NX1439S(0 2)-X1440, -SX

WA 2008/107446( O) - XI 442, -S(O 2) - X1443, -S(O 2) NHPI/ER2D48/052640
- S(OR)NXI 445X1 446, -S(O 2)O- Xl 447, -P(O) (OX
448) (OX1 449), - Si(X 450)(3%4451 ) (X1 452),
-C(NH) -NH 2, - C(NXI 453) NH Z C(NH) - NHXI 454
-C(NH) - NXI 455X1 456, 457).- NHX1 458
459) - NX1 460X4 4&%12149%'40'@( é)14%f+zd>49@ apgor ZIWM% and/or
O - NXI 463- O-2{kod 64 500"%&/04@556‘4 @150%<bnd/652%08124§c79 and/or
“N(- C(O-NHOX 468) C( O - NX1469- ox14’702
-N(-C(0) - NH4I>%1: 4tAf 2)3{10'@( mapﬁﬁéweWQg@ﬂWlCa@m orm  heterocy-
-O(S)- Xl 474,iC(S) - O X1475, -C(S)-NH XI 4786,
-C(S)-NXI 477X1 478, -C(O) - NH OX1479, -C(O) - NXI
480-O X1 481 , -C(S)-NH O X 482, -C(S)- NX1 483-O X1
484, -C(O)-NH NH XI 485, -C(O) -NHNX1 486X1 487,
9 C(TR-UNElasHRBmBE I 4SAvE, vitibein tHel IR N8N 88 kelected from the
-C(S NH- NXI 492X1 493, -C(S)-NXI 494-NX1 495X1 496,

'SEBJQKP 497, -C(O-C(O-NH 2, -C(O-C(O - NHXI

é@%d % %ggﬂ)i 9%%%?92? éjncrggsga BCg'@%acPézol 2- y% 2-methyl-

S -(O) - NH 2buty|6ér‘5)arr6§/|q3)s 8-OitR3iR02 3,4, 9eBhh fdr 61 HNErbazol-3-

58(5>S<)1 (5:?2) ™ |9§f§&2”8gg2 m%&j%) %a?@rm%kideb%%’zyl ester

C(O-C(S)-NHXI 510, -C(O-C(S)-NXI 511X151 2";

Compound 2 ((S)-1-{(S)-3-[(R)-1-(5-Amino-[1,3,4]oxadiazol-2-yl)-2-methyl-
butylcarbamoyl]-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-
ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl ester

Compound 3 ((S)-1-{(R)-6,8-Dichloro-3-[(S)-2-methyl-1-(3-methyl-
[1,2,4]oxadiazol-5-yl)-butylcarbamoyl]-2,3,4,9-tetrahydro-1H-
carbazol-3-ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl
ester
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wher ei n X1401, X1402, X1403, X1404, X1405, X1406,
X1407, X1408, X1409, X1410, X1411, X1412, X1413,

WOX20084074%1 415, X1416, X1417, X1418, X1419, X14PO1/EP2008/052640

X1421, X1422, X1423, X1424, x3#425, X1426, X1427,
X1428 X1429, X1430, X1431, X1432, X1433, X1434

L S SR e O A R TP

X 1449, X 1450, 12, 4é%=kiazyl-34b-Dutyatizmioyl,3,4 Dtetrahydro-1H-

1455, X1456. X1457. X X1459. X1 X146
X1463, X1464, Xoie¥o iLéd’E’é ﬁé?meibfp%‘gﬁ}fér geic S benzyl
X1470, X1471, XsAdh2, X1473, X1474, X1475, X1476,

X1477. X1478, X1479, X1480~X1481, XI¥82 X1483,
X1484, X1485, X1486, X148 1488, m @ . X1490,
X1491, X1492., X1493, X1494. X1495, 6. X1497,

X1498, X1499, X1500, X1501, Iﬁﬁ‘ 0397% 1504, X
1505, X 1506, X 1507, X 1508, "X-1589, X/%& , X151
1, X 15 12 are independently fromfeath qt her selected
fromthe group consisting of: [,,alkyl, (€C 9-C
30) al kyl, cycl oal kyl cycloalkylalkyl, het er ocycl yl ,
het er ocycl yl al kyl , aryl, arylal kyl, heteroaryl,

he Comypzrunidsh ky| 3-( (Ghvd-{UREBES)- 2aIBermyioay¢arle¢r3yla)mmdmmethl-

1400 a0l 1 X Yoy o AL A4 o g
1455, X 1456 arciroony}-abd6d); 2 -Melhybhutzingl, 24]oXadidaZaie-3xcarboxylic
1478 and/or X 1342%? ge]sfl 7 and/or X 1489, X 1490
and/or X 1492, X' 1993 Shgior X 1495, X 1496 and/or X

X 1506

Compound 6 5-((S)-1-{[(S)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,2,4]oxadiazole-3-carboxylic
acid ethyl ester

Compound 7 ((S)-1-{(S)-6,8-Dichloro-3-[(S)-2-methyl-1-(5-0x0-4,5-dihydro-
[1,3,4]oxadiazol-2-yl)-butylcarbamoyl]-2,3,4,9-tetrahydro-1H-
carbazol-3-ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl
ester
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and/ or X 1508, X 1509 and/or X 15 1 1, X 15 12 and/or
respectively to gether can also form,, heterocyclyl"

woroogB)744 W are i ndependently from each ot her PEBERIN®052640

fromthe group consisting of: "=0 =S, =S+ O,
gem nal ly Iinked H2 ; R 1* 52 t oget her

i ndependently form "het er ocycrr’yl or toget her

i ndependently form "hete ?/ "het er o

and>OMReWIdEr y| HSEA Fﬁ[ﬁ$ Dieh Yy 3665 ARVERIRA ‘%Xtaﬁ'aé?' 2-yl-

| east one subst pjt I@Bl‘baﬁ\%ly@@tﬂhftét%ﬂyaﬁi P CEHIRASHILS- ﬁ@é}bémoyl]
group (i); R1 are | ndependent|y from each ot

sel ected from tﬁ@@h)@@gty&ﬁ%bag’elpﬁgld@enle,e)ster hydr ogen,
al kyl, (C9-C30)al kyl | oal kyl , &kl oal kyl al kyl ,

het er ocycl yl, het er OC@: al kyl @ aryl al kyl ,
heteroaryl, heteroarylarkyl, -F, Br, -1, -

-CF 3, - N3, -NH 2, -NHZ1 “&"NZ7J
_OCF 3, -SH, -OSOBH, - OP(OM @ﬁ\ !
_C(ONH 2, -SO 3H, -P(O(OH) & K d-24, -0 O z5,
-C(O) NHZ6, -C(ONz7Z8, -O O( %0) a- H(a=1
2,°3, 4, 5), O(leO)b 12(b:12345)

ozlompings ) Che iR Dy e Rl 2pia T saiede

-O5(0 2)-2723, - blddc&oaMdy}-2,3, NelGgttAhydaA H carbazol-3-ylcarbamoyl]-

- NZ25C( O) - 226, O - NH- 728,
- NH- C(C(O) ) NZ29736" met&%t@%fzb@%ﬁ'd%% § O - NH- 734,
- NZ35- O(O) - NZ362737, - SHS( 0 2)-738 - Nz39S(O 2) - Z40,

.S 741 , -S(0O)- z42, O 2) NHZ44, -S(O
2) NZ45246, -S(0 2)0O-Z o

Compound 10 ((S)-1-{(R)-3-[(S)-1-(3-Carbamoyl-[1,2,4]oxadiazol-5-yl)-2-
methyl-butylcarbamoyl]-6,8-dichloro-2,3,4,9-tetrahydro-1H-
carbazol-3-ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl
ester

Compound 11 ((S)-1-{(S)-3-[(S)-1-(3-Carbamoyl-[1,2,4]oxadiazol-5-yl)-2-methyl-
butylcarbamoyl]-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazol-3-
ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl ester
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P(O) (Qz48) (Qz49), -Si(Z50)(2Z51)(252), -C(NH)-NH 2,
-C(NZ53) -NH 2, - C(NH)-NHz54, - C(NH)-Nz55756,

WO G{BABA¥e NHZ58, - C(NZ59) - NzZ60zZ61 , - NH C( O PCI/EP2008/052640
H O 262, -NH C(O -Nz63-0 Z64, -Nz65- C(O) - NzZ66- O Z67,
-N(-C(O) -NH O Z68) 2, -N(- C((p)é]NZ69 O z70) 2, -

N(-C(O -NH O Z71) ( - C( O) NZ72 Z73) -C(S) - Z74

-C(9)-0775, - S- 77778, -CSO)-N _

H- @OZWBOU"@%)) 1d,((f@-§ { %zsgz q\lg_f@o@g@ﬁen acetylamino]-3-
- Q(S) - NZ83- O ZSﬂlethy%é?)tat%y‘FénNnﬂ @%ﬁluoro@(@&@ﬂ%@fi&%ydro 1H-
-C( O - NZ88- N289290

HNZ92793, - C(S) S %@@Z@@y' Bﬂﬂcr@]?@@ﬁytb%ﬂ}rﬂ 2,4]oxadiazole-
- Q- O-NH 23 ca@o@lm%@eth“]l@%r

-CQ(0)- (0 - Nz992100, -((9)-0-Q 7l 01, -

q(O-C(S)-027 02, -C(S)- C(S) d 03 SC(S)- (O - NH

2, -C(S)-C(O- NHZ1 04, -C(S)- 0571 06,
SO(S)-C(S)-NH 2, -C(S)-C(S)- 7 4 c(S)-C(S) - Nzl

08z1 09, -C(O)-C(S)-N& 2, 4 (;(ZSQ/‘%H-Zl 10,

SO -O(S)-NZ1 117 1¥2% 73, 74, 75,

76, 77, 78, 79, Z 102~ 12,2 13, Z 14, Z 15, Z

16, Z 17, 718, z 19, 720, z21 , z22| 723, 724, z25,
726, 727. 728, 729, 730, Z31 , 732, 733, Z34, 735,
Z3@orABund38, BIB)- 1Z4(®)-3249)-2-BEARI0xgé@boddmind4bmethyl-

756, 757, 756, BEUENGRnGEeichso-25ho- gloR i -carbazole 3
766, Z67, Z68, Z&BonyllfdmindFa-met@i-ButylB,3,40%bdiaZdle;2-carboxylic
Z76, Z17, Z78, 278 trig%ét Z81 , Z82, Z83, 2784, Z85,

/86, Z87, Z88, ©791 , Zz92, 493, 294, 795,
796, Z97, 798, 799,

Compound 14  ((S)-1-{(R)-3-[(S)-1-(5-Acetylamino-[1,3,4]oxadiazol-2-yl)-2-
methyl-butylcarbamoyl]-6,8-dichloro-2,3,4,9-tetrahydro-1H-
carbazol-3-ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl
ester

Compound 15  5-((S)-1-{[(S)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,3,4]oxadiazole-2-carboxylic
acid ethyl ester




Z 100, Z 10 1, Z 102, Z 103, Z 104, Z 105, Z 106, Z
107, Z 108, Z 109, Z 110, Z 111, Z 112 are

wo padspendent |y from each other sel ected from t PET/GPIOF052640
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consisting of: ,,alkyl, (C9-C8®alkyl, cycloal kyl,

cycl oal kyl al kyl, heterocyclyl, heterocyclylal kyl,

aryl, arylalkyl, heteroaryl, heteroarylal kyl" and
wherein a | ternatively Z7, Z8 and/or Z16, Z 17 and/or
Z729 Congumddi6or (£¥361-{(3B3- [(e’ﬁ)df ErAcBamingg1 émdb@dlazslsz yl)-2-

Z56 and/or Z60, .
ool or 780, 200 Ty %t’@@] o] %53 S dR o,
Z99, Z 100 and/ qraoak0b3- ylzammoahd?/-mechI 09)-catbad@ acid benzyl
and/or Z 111, Z and/ or respectively to gether can
also form,, het e ocyclyl™; wherein gptionally above
substituents of substitu S group can in turn
i ndependently from each @gr be suHgst) gut ed W th at
| east one substituent, ident] cal i ex(
sel ected fromthe group consPTé: ) \,al kyl,
(C9-C30) al kyl, cycl oal kyl, cysl® @Ij;@yl
het er ocycl yl , heterocyclylalk Har | ; aryIaIkyI,
het er oaryl , het er oaryl al kyl, , iBr, -1, -CN, -
CFS - N3, -NH 2, -NHz201 , - N22022203 -NO 2, -OH,
C( o) ﬁlﬁzzu?’ld TS7?)H3H OT §ﬁ2 B8 ch% &%@(@'gz rgethqu-@-oxoq)galhydro-
- C( 0) O 7205, q[@ﬁmpm@@ol -2- y%@@)yi@mﬁs? 3,4&-tgygfydro-1H-
dqzzfgl?dO)— i 'éa@tfazol ﬂwylcgrba%w &?42 ééthxr&ftyl )-arbarkicQcid benzyl
-0C(O -0 2214: _es@g( O) NH2215 -0 C(Oci NZ21 62217,

_OP(O) (0Z218) (QZ21 9), - @B (Z220)(Z22D=N(Z2222), -08(O
2)-7223, -NHC(O)-NH 2, - _ 7224 (O - 2226,
-NH C(0) - 02227, - NHC(O) - NH 2228, 4

HN\E)I\H\‘ \N,NH

Compound 18  5-((S)-1-{[(R)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,2,4]oxadiazole-3-carboxylic
acid propyl ester

Compound 19  5-((S)-1-{[(S)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,2,4]oxadiazole-3-carboxylic

acid propyl ester Q
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NH C( O) - NZ2297230, - Nz231- C(O) - O 7232,
- NZ233- C( O) - NHZ234, - NZ235- C( O) - NZ2362237, - NHS(O

WQ@2008268B46 - NZ239S( O 2) - Z240, -S-Z241 , -S(O) - P2HEP2008/052640

-S(0 2)-27243, -S(O 2)NH-Z244, - S(O2) NZ2457246, - S(O
2) O 2247, -P(O)(OZZ48)(OZZ49é . Si (Z250) (2251
)(2252), - C(NH)-NH 2, - C(NZ2 3NH 2, C(NH) NHZ254,
NH) - NZ2557256. - O( NZ257) - NHZ258
N ST R (W0 (0 Y 30 i RS ST
- NZ265-C(O) - \Z
NSO, X N)2269ﬁ%4 7%?@5@ -5: le(z %@M %Hy@a%%ﬁ%»l]%ys 4,9-
) (- C(O) - NZ272- degglmcjro 1H- Qg\r@zokﬁ-y,}parba@cgj} %j’nzgxygbutyl )-carbamic

-C(S) - NH 2276, &4 g)miyzggtg,zzm - (O -NH O 2279,
-C(0O-Nz280-0O 2281 , -C(S)-N 7282,
C(S) - Nz283- O- 7284, -C(O -NH N 85,
-C( O - NH Nz2862287, -C(O) - NZ288- NZ289
H 2291 , -(S)-NHNZ2922293, -C(S)-Kz
-0 -(0-02297, -C(Q- (O -NH’
-C(O-C(O-NHz298, -C(O-C(O)- N229f92\3
C(O-02301, -CO-C(S)-0 2302, -'C(9)- C(S) Z303,
g(((%m%(&iﬁorga 2|\|12||3-,|ORS )-1 QFY6,E0RMIBIM), 1-(3-cyano-[1,2,4]oxadiazol-5-yl)-
-Q(S)-O(S)- NHZ3 Qh@ng@%lﬁm@&gzé%@tram@(@ H-carbazol-3-
C(S)-NH 2, - O)Ic&ib&how}-lz?rﬂetﬁyl buflDar b4 ril-aidBen | LR ;
wherein 7201 , Z202, Z203, Z204, Z205, Z206, Z207,
7208, 7209, Zz21 0, Z21 11 2, Z2\.3, Z21 4, Z21 5,

Z21 6, Z21 7, Z21 8, Z21 2220 o 2222, 7223,
2224, 7225, 7226, 7227, 7228, 72 230, Z231 , 7232,

Compound 22  ((S)-1-{(S)-6,8-Dichloro-3-[(S)-1-(3-cyano-[1,2,4]oxadiazol-5-yl)-
2-methyl-butylcarbamoyl]-2,3,4,9-tetrahydro-1H-carbazol-3-
ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl ester

Compound 23  ((S)-1-{(R)-6,8-Dichloro-3-[(S)-2-methyl-1-(5-methyl-
[1,3,4]oxadiazol-2-yl)-butylcarbamoyl]-2,3,4,9-tetrahydro-1H-
carbazol-3-ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyles-
ter
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7233, 7234, 7235, 7236, 72237, 7238, 7239, Z240, Z241 ,
2242, 7243, Z244, 7245, 7246, Z247, 7248, 7249, 7250,

WQ288/10744252, 7253, 7254, 7255, 7256, 7257, Z2BET/EERB9)52640

260, 7261 , 7262, 7263, Z264gyZ4265, 7266, Z267, Z268,
7269, 27270, Z271 , 72272, Z273, Z274, 7275, 7276, Z277,

2P 255085 5355 HDRRI0r0 5462 G601 FofRinGo0s.

%ggg %ggg %ggg 3?29&1@75383] ti%arbarﬂ&;?@ BZ@&traZﬁﬁéJH-
i ndependent 'y f FRE g?w'@?@@&&ﬂ@ﬁgw@ﬁﬁ%ﬁ@ %?%%Eenzy'

consi sting of: estal kyl, (C9-C30)al kyl, cycloal kyl,
cycl oal kyl al kyl , het er oc yI, het er ogycl yl al kyl ,
aryl, arylal kyl, heteroa heter &yl " and
mhereln alternatlvely 2207 or 2216 221 7
and/ or Z229, Z230 and/or 2236 \g@ amd/@@%1245 7246
and/ or 7255, 7256 and/or z260" o 7277, Z278
and/ or 7286, 7287 and/ or zzsgrxzzéo cal}éﬁor 7292, 7293
and/ or Z295, Z296 and/or Z299| Z300 and/lor Z305, Z306
and/ or Zz308, Z309 and/or z31 1, Z312 and/or

respectively together can also form,, heterocyclyl";
whé&ampowpt 2%5nabH((5) e iR 3 (H)s2- Benaytxgcaybomyldrsinb tmaths |-

rou ii) can j ofh
e subst i {ut ed GG RrBGEEYERE 4 STERTB Rt Bhwazole-o.
i dentical or di¢etrbore/ditamlee}l 2otethy! butyt)n[t Aetlaxadiagole-3-carboxylic

consi sting of: I, (C9-C30)al kyl,
cycl oal kyl, cyc hi ?é@{ hetergcycl yl, hetero
cycl yl al kyl aryl, aryI I heter aryl ,

het er oaryl al kyl , -F, -

Compound 26  5-((S)-1-{[(S)-3-((S)-2-Benzyloxycarbonylamino-3-methyl-
pentanoylamino)-6,8-dichloro-2,3,4,9-tetrahydro-1H-carbazole-3-
carbonyl]-amino}-2-methyl-butyl)-[1,2,4]oxadiazole-3-carboxylic
acid methyl ester

Compound 27  [(S)-1-((R)-6,8-Dichloro-3-{(S)-1-[5-(3-ethyl-ureido)-
[1,3,4]oxadiazol-2-yl]-2-methyl-butylcarbamoyl}-2,3,4,9-
tetrahydro-1H-carbazol-3-ylcarbamoyl)-2-methyl-butyl]-carbamic
acid benzyl ester
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-CN, -CF 3, - N3, -NH 2, -NHZ401 , -NzZ4027403, -NO 2,
-OH, =0, - OCF3, -SH, -0-SO 3H, -OP(O (OH) 2, -CHO

WO GO8HP744C(O) NH 2, - SOGBH, -P(O (OH) 2, -C(O - P4DEP2008/052640
-C(0) O 7405, -C(O) NH z406, - C(O) Nz407z408, - O 7409,
-O(-2410-0 e- H (e =1, 2, 3,4, 5), - 0(-Z41 1-0)
f Z41 2 (f =1, 2 3, 4, 5), -E)C(O) Z41 3, -0C(O-Qz41

0C(0) - NHz41 -O-%I%)-NZ ,

op(ngchb?§ ozﬁi M1 - (RSS2 6y (22@29@(@@22') acetyigrinol-3-
2)-2423, - NHC( -
-%\IH—C(O) Zhor _tW&%andml@% g‘f’rﬁlﬁoroﬂm@@b‘t@tﬂﬁﬁlmom
-NH (O - Nz4zgzgggaqu ngibonw@m@]ﬁrggthyl butyl}-[1,2,4]oxadiazole-
- NZ433- (O - NH Z43doxyllztRbetif@ster N\Z4362437, - NHS( O
2)-272438, -Nz439S(0O 2)-Z7440, -S-7441 ,Ff-S(O-2z442, -S(O
2)-2443, -S(0 2)NH Z444, -S(0 2) Nz42x 446 - S(O
2) O-Z447, -P(O) (Qz448)(Qz449), -Si(Z450) (Z451)(Z2452),
- C(NH) - NH 2, - C(NZ453) - NH 2, - C( NH) A NMz454, C(NH)

NZ4557456, - C(NZ457) - NHZA58, NZ“e 7461,
“NHC( O -N H O 7462, -r\mhl 4%

- NZ465- C(O) - NZ466- O Z46Z oLe) N;Lﬁ}Z4({8)

2, -N(- C( O - NZ469- OZ470)

2, -N(-C(O - NH O Z471) (- C( O) - NZ472- O- Z473), - C(S) -
Z474, -C(S)- 0O Z475, -C(S)-NH Z476, -C(S)-Nz4772478,
-C(0)- NH O Z479, -C(O) - Nz480- O 7481, - C(S)- NH O 7482,

- C(COmpdHB39 O B484-1-[{( S()GD{(@ HZS{ZFFIMEphenyI )-acetylamino]-3-
A9 ;'252'248?248 ik RE Ao B Mo erety-2,54, Bhetiydro-1H-

carbazole-3- carbonyl) amlno]-2-methyl-butyl}-[1 ,2,4]oxadiazole-
3-carboxylic acid ethyl ester

Compound 30 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[5-(3-ethyl-ureido)-
[1,3,4]oxadiazol-2-yl]-2-methyl-butyl}-amide
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- O S) - NZ494- NZ4957496, - C(O)- C(O) - O 7497, -
C(O-C(O-NH 2, -C(O-C(O) - NHz498,

WO /e3¢ - NZ4997500, -C(S)-C(O -0 zZ501 , PCT/EP2008/052640

-C(O-C(S)-0 7502, -C(S)-C(S)-0 2503, -C(S)-C(O-NH 2,
- C(S) - C( O) - NHZ504, -O(S)-qgéisgzsoszsoe, -C(S)-C(S)-NH
2, -C(S)-C(9)- NH2507 o(S) N25082509 -
C(Q-C(S)-NH 2 é Ci c(0) - ¢
1Z7549MPOYRMER L n SZZ?O{i "2 %,(22 szawheszéce 2@0‘5”01234'@6thyl'
7407, 7408, Z40 e &y ]
7415 7416, 417 % m'“}% ,i”ﬂ%?tzo hi'lé{bl"g’%zz %540213H

7424, 7425, 7428 z@eﬁ 0221028‘}' %sz{ Syad(3-gihyhureidaly
7433, 7434, Z743p,3 Z]%?e@d'aﬁg?é -ZA3 ggtgs@a,ryezto Z441
, ZA42, 7443, 7444 7445, 74 Z44 Z448, 7449, Z450,
7451 , 2452, ZA453, Z454, ZA455, ZA4B6, Z457 Z458, Z459,
7460, Z461 , 7462, 7463, Z464, 7465, 7466, Z467, Z468,
Z469, ZA470, ZA71 ,Z472, Z473, Z4 2475, ZA76, ZAT7,
ZA78, 7479, Z480, 7481 ,z482, " 7 ZA8 Z485, 7486,
ZA87, ZA88, Z489, Z490, Zz49 QZWFZ4 Z494, Z495,
7496, Z497, 27498, Z4 9, ZbK0 \6\ ’ 7503, 7504,
Z505, 7506, Z507, N 1 251 1,251 2 are
I ndependent |y fron1 h %bhﬁr s%l ted fromthe group
consisting of: ,,alkyl, (C9-IC30)al kyl, cycl oal kyl,
cycl oal kyl al kyl , heterocyclyl heterocyclylalkyl,

ar yCompoyndi8Xy| (R)Fe{(8)-042-y2- FIubElI etiargh)ydcalylaplifio]eBdhethyl-
wherein al ter nat él¥[31|13/ylam|no} 8 %?I%gro?nne%y? 2,3?4 a-lqétrahydro 1H-

carbazole-3-carboxylic acid [(S)-1-(5-amino-[1,3,4]oxadiazol-2-

yl)-2-methyl-butyl]-amide

Compound 33

Compound 34




10

15

20

25

WQ@4008/1603dlé or

Z417 and/ or Z429, 7430 and/or Z436, Z437 and/ or Z445,
Z446 and/ or ZA455, Z456 and/or Z460, Z461 and/or Z477,

Z493 and/ or Z495, Z496 and/or Z499, Z500 and/or Z505,
Z506 and/or 27508, Z509 and/or gSl 1, Z512 and/or
respectively toget her can al sg form , heterocyclyl"
alternativel can al so i ndeBendent ly from

o GPBRRHRa B - (1D %ﬁ@g?i[%&?eﬁtuoro phambEseh et qly-methy!-
m i ndependent | Ypérﬂarloﬂimlao} @ﬂ%oﬁﬁf@thﬁ@ﬁ B@tet%%yd@m
R10, R 11, R12, R 17, R 19,
R0, R21 . R22 aarsawﬁrép?@m%mq@ﬁc#%i??é%wldr[wﬂohdm1
sel ected from t imetyPLbASRGI|Butylafifde (1) ., hydrogen,
al kyl, (C9-C30) gl kyly‘B C)r/cl oal ]kylﬂ}g%ycleoal kyl al kyl ,
heterocyclyl het er ocycl yl al kyl - aryl, aryl al kyl,
het er oaryl , heteroaryl al kyl, -B-d, -Br, -1, - CN,
-CF 3, - N3, -NH 2, -NHzZ1 001, 1 00271 003, -NO 2,
-OH, =0, -OCF 3, -SH, -0-SO 3K, =0P(O (OH) 2, -CHO

- COOH, C(O)NH2 -S 3HHYjlb {(Q2, -C(O-2Z 004,

-C(0 Ozl 005, - ? _ 00721 008,

- O 210009, -O(-21010- - = , 4, 5),
SO

-0(- 7101 1-0), - 71012 ( , 4, 5),
- O pdltd 36 - BHIY(SLRL2-( @Fméro pheﬁﬁ()@):eﬂyldﬁimd] 3kdethyl-

,-0-C(O-NzZI 0 1671 0O 17 074 8 0 19
i oacg z? 020) (ZR¢ %riOVJE’(f‘%Tb}ogg;' 12fo @93)]3 zzégéﬁahydm
-NHC( O) - NH 2, - Nero&ole-Z-chtbdéylic- AL { (8RB Gyl AH (rB@@holin-4-

NHC(0-07 0 Hz _NH- O O) - NZI
ozgz%(og%o 2'6?1“&( a(f%%l\]l%ég}z 103§)

ﬁ A

Compound 37  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(morpholin-4-
ylmethyl)-thiocarbamoyl]-butyl}-amide

Z486, Z487 and/or Z489, Z490 and/PCT/EESB8/052640
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WQ@4B8/108¢O 2) - Z1 043,

C(O)-NHZI 034, -NZ1 035-C(O)-NzI 036Z1 037, - NHS(O
2)-71038, - NZ1 039S(0O 2)-Z1 040, -S-Z1 041 ,-S(O) - Zl

04571 046, -S(0O 2)0-zlI 047, - P(O (Qz O48)(OZl 049),
-Si (ZI 050)(Zz1 051 )(Z1 052)1 C(NH)-NH 2, - C(NzI
053)-NH 2, -C(NH)- NHZI 054 &NH) NZI 05521 056,
-C(NzI 057)- NHZ1 059) - NZ1 06071 Q61

- N R UGBS Z{R) c?sﬁs 2y Fbpfq\@?erwéﬁceiy@@”@é@ merh
065- C( O) - NZI  066eAparfdly|BiRo SN(chQ(o@)e‘[h 5—1e Hro-1H-
-N(-C(O) - NZlOGQéO Z@O?O %Z EM t%@

) (-C(O -Nz1 0720@b§z_plqﬁg,)arbox b’u;nethquyggrbmzyl -2-methyl-
075, -C(S)- Nl—l-gg{(;)ﬂ@m,dec(S) NZI 077Z1 078,
-C(O-NHOZI 079, -C(O-NzI 080- O Z1081 ,
-C(S)-NH O ZI 082, -C(S)-NzI 083- 1 084, -C(O) - NHNH
Z1085, -C(O-NHNzI 08671 087, -C(O=\NZI 088- NZ1089Z1
090, - C(S)-NHNHZI 091 , M- K7l 09271 093,
-C(S) - NZI 094- NZ1095Z% 096, b- O ZI 097,

-CO-O-NH 2, - ! G998~ O - (O - NZI
09971 100, -C(S)-C(Ol- 9 Z ;(%H, o) -4 C(S)-0 71 102,
~C(S)-C(S)-0-71 103, -C(S)-C(D)-NH 2, ]-C(S)-C(O) - NHZ1

104, -C(S)-C(0)-Nz1 10571 106, -C(S)-C(S)-NH 2,
- C(Compgind 3NHZ(R)1D{ S)-2.02-B)-Flio ko) piéal)- b8 hniifkd;3-methyl-

©) S)-NH 2
1112 11127 wheP@i A0 & v igbTe R 35 Shagrybio- -
X1005, X 1006 sdrb8ole Xlﬁﬂﬁ).xyﬁél adi (X)-2-Dhetteyl-XH nmArpHolid-@

XI O XIOH XIOS., X Iq;yfﬂ; a,?, X10 18, X 10 19, X
1020, X1021 , XaBow!)-Rutylyami ex1024,Fx 1025, X 1026,

F
H
NN
: H
O/‘ﬁ

Compound 40 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-

/\'
/Wb

pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid ((S)-1-ethylcarbamoyl-2-methyl-
butyl)-amide

- S(O 2)NH ZI 044, - S(O PQMEP2008/052640
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X 1027, X 1028, X 1029, X 1030, X 1031 , X 1032, X
1033, X 1034, X 1035, X 1036, X 1037, X 1038, X 1039,

wWo@MBA0744X 1041 , X 1042, X 1043, X 1044, X 10HEI/ER008/052640

1046, X 1047, X 1048, X 1049, X 1050, X 1051 , X 1052,
X 1053, X 1054, X 1055, X 103%5_X 1057, X 1058, X
1059, X 1060, X 1061 , X 1062, X 1063, X 1064, X 1065
X 1066, X 1067, X 1068 1069, X 1070, X 1071
1073ompoursy a1 x(RIgrHS) ?c[ao%luos@ Rlery)-aetytgmmolse- m@tm'-
X 1079, X 1080, a8 larming|. 3 0Roro A3, 3 KByt 1 -
1085, X 1086, X 1087 X 1088, X 1 1090, 1091
X 1092, X 1093, caoazsier3-caroayylis acd «ﬁbé etb@xmﬁjbamw' -2-methyl-
1098, X 1099, Xpdiyd@RhigeX 1 101 , X 1102, X 1 103, X 1
104, X 1105, X 1 { X1 107, X 1 108, X 1 109, X 1
110, X 1111, X 1 112 are i ndependently from each ot her
sel ected fromthe group consistinNg of: ,,al kyl,
(C9-C30) al kyl, cycl oal kyl, cycly I al kyl ,
het erocycl yl, heterocyclyl al k yl, aryl al kyl,
heteroaryl, heteroaryl al kyl wherein alternatively
X 1007, X 1008 and 101G, Foand/ or X 1029,
X 1030 and/or X 10 X0 1087 " anw X''1045, X 1046
and/or X 1055, X 1056 and/ ot X 1060,/ X 1061 and/or X
1077, X 1078 and/or X 1086, X 1087 and/or X 1089, X
1090 and/or X 1092, X 1093 and/or X 1095, X 1096
and@ampouridg?, QRJSL{IG amMZ}FluXrolﬂlﬁéimyl JacatlRonive] - meth)ﬁl-
1108, X 1109 and/ 1112 Ctlv
Loget her can al SENRRMIMIIR LPBEGEGRe 2 Y G TSP bho P
optional I'y abovearbasé-Btoaesuxgliodcics B2 inetieyiis2gnarpholin-4-yl-
(i) can in turn i ge endeﬁb &Ifro each ot her be
substituted wi t RMEEAPETOY)BHR: |tuent, i denti ca
or different, selected fromthe group consisting of:

F

Compound 43  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(4-hydroxy-butylcarbamoyl)-2-
methyl-butyl]-amide
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(ii) ,,alkyl, (C9-C30)al kyl, cycloal kyl,
cycl oal kyl al kyl , heterocyclyl, heterocycly |alkyl,
waeoos/10Amey | al kyl , heteroaryl, heteroarylal kyl , PEFFEP20@8/052640

-Br, -1, -CN, - CF3, - N3, -NH 2, -NHZ1 201 , -Nz1
20271 203, -NO 2, -OH, =0, -OCE 3, -SH, -0-SO 3H,
“OP(0)(OH) 2, -CHO, -CooH “CPBYNH 2, -SO 3H, -

P( QO 2, - O-ZI 204, - OO ZlI 205, - O NH- Z|

o GomPeig A1 Yt bt B ubiostery el BTG Mk

(m=1, 2, 3, 4perﬁémoil1an%o}zé—tr3|uérohéﬂ)&%‘-?@,@-tét?al{yaroﬁH—
5 3, 4, 5), -00(0-2ZI 2 13, Toc(o&- 12 14, |
-0C(0) - NHzZI 2 1&arbazpleBoprhexylicacid)-2-methyl-1-(@ppeppetizr4-yl-
2 18) (0Z1 2 19) prop{ehrbémog#Bliydbnddd ) (Z1 222), -OS(O
2)- 7 1223, -NH(O-NH 2 TNHA O o7l 224, -NZL
225C(0) -2l 226, -NHO( O -0 Zl 227, -NHC(O) - NHZI 228,
“NH (O -NZI 22971 230, - NZEf—931-C(O-02Zl 232, -NzZi
233-C(0)- NH-ZI 234, -NZ1 235.C(0)- Nzl 23671 237,
-NHS(0 2)-Z71 238, -NZ1 239S(LQ2 1 240, -S-Z1 241 , -
S(O-ZI 242, -S(O Q2)- 71243, O 2)NHZI 244, -S(O
2)NZI 24571 246, o2 ol 7 R(,O)\)@ﬁ; 248) ( Ozl
N -
(N

249), -Si(Zl 250) 51%) (iz1l252) ¥ - NH 2,

-O(NZI 253)-NH 2, “ZO(NHf-\HzI 252, " NZ1 25571

256, -C(NzZI 257)-NHZ1 258, -C(NzZI 259)-NZ1 260Z1 261 ,

- NHC(O-NH+OZI 262, -NHC(O-NzZI 263-0Z1 264, -NZ1

26 TorpENnd\TS 2 %-3X(3 215 72- Flubko-§HeDy H side PariiaE & m2thyl-

“N(-C(0)- NZ1 269-0 71 27 = NC= C(0) - 71 271

G0y N 27 oS e e RorA 2 L St e

275, -C(S) - NH ZtarBdfole-3CamoxylZci@{( 3 £2-n2atByl-1-[(1-methyl-piperidin-
(OO 279 S0 NEL A0 BB

Compound 46  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(tetrahydro-pyran-4-
ylmethyl)-carbamoyl]-butyl}-amide
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C(S)-NH O ZI 282, -C(S)-NzI 283-0 Z1 284,
-C(O) - NH NHZI 285, -C(O)-NH NzZI 286Z1 287, -C(O) - NZI

WQaBshEu28971 290, -C(S)-NHNH Z1 291 , - C(S) - NE¥/EPZ1008/052640

29271 293, -C(S)-NzZI 294-NzZ1 29571 296,

-C(0)-C(0)-02Zl 297, -C(O)-C_Zgg\y-_NH 2, -C(0O)-C(O) - NHZI
298, - C(0)-C(O)-NzI 29971 300: -C(S)-C(O -0zl 301 ,

- O - S)-QZ 1302, - S) - S)-OZI 303, -C(S).- O - NH
B R O (R  RON S S S ACC A L S
-C(S)-(S)-NH 2 er@é@wéﬁéiﬁ'&é}-s-hlmééu%@%thw-@f\lﬁ 9%@@%—1 H-
30871 309, -C(O - (9 NH A0 A 71 3 1 |
"0 - O ) - NzI cabaacarg eamoxiescid KSza srethyl-41(8aporpholin-a-yl-
21203, 21204, Z3iodelhoy BARLam @208, 21209

Z1210, 71211, 71212, 71213, Z1214, 71215, 71216,
Z1217, 71218, Z1219, 71220, Z122%, 271222, Z1223,
71224, 71225, 71226, Z1227, Z122 IEZ:|.229, Z1230,

Z1231, 71232, 71233, 71234, 71 Y1236, Z1237,
71238, 71239, Z1240, Z1241, Z124 1243, 71244,

Z1245, 71246, Z1247, 71248, Z1 250,1724251,
Z1252, 71253, Z 1254, >, _
Z 1259, Z 1260, Z 1281/, Zo 2z 171264, 71265,

ISE~EAARET, Z 1258,
71266, Z1267, Z1268, Z1269, 21270, 21271, Z1272,
Z1273, Z1274, Z1275, Z1276, Z1277, Z1278, Z1279,
71280, Zz1281, Z1282, 71283, Zz1284, Z1285, 71286,

71 TopdrdB88  Z(F)S8{(SE2292-Firbasiherg 202tylafiRgB-methyl-
71294, 71295, 71296, 71297, 98 130

1301 . Z 1302, zpi'ga%‘?y%%"T%}O%T?'Jf@T?b‘é*}y}'%%%%‘?”%y%%éﬁ'
Z 1308, Z 1309, catbddld-0;caboklicldcid ESE3-[(H Zomn-piperidin-4-

| ndependently from each Ot & o-methyl-butyl}-amide

Compound 49  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[(1-acetyl-piperidin-4-
ylmethyl)-carbamoyl]-2-methyl-butyl}-amide
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sel ected fromthe group consisting of: ,,alkyl,
(C9-C30) al kyl, cycl oal kyl, cycl oal kyl al kyl,

whedsnomyel yl , heterocyclyl al kyl, aryl, aryl al RgT/EP2008/052640

het eroaryl, heteroarylal kyl” and wherein alternatively
Z 1207, Z 1208 and/or Z 12 1q Z 12 17 and/or Z 1229,
2 1230 and/ or 7 1236, Z 1237 8Ra/or z 1245, z 1246
and/or Z 1255, Z 1256 and/or Z 1260, Z 1261 and/or Z
12750mpound/B0 5 n (RsH(8)-24862-Firomphenyhdcepiaminalgomethyl-
1290 and/or Z 1 &ﬂan%léﬁﬂ@} @-ﬂﬂl’u@n"on?etﬂﬁ-@%45—tét dro 1H-
and/or Z 1299, Z 1300 and/or 1306 Z
1308, Z 1309 an@Bazoe- @@aibPXY'E W ﬂ§ 81%%%' i pyr'd'” -4-ylmethyl)-
respectively togabh@bylEBltyfaifgd orm , , heterocyclyl™;
wherein optionally above substituents of substituents
group (ii) can in turn |ndepende-tly from each ot her
be substituted with at |east oné §ubstituent,

identical or different, selectegd n1the group
consisting of: (iii) ,,alkyl, -tO)aIkyI

cycl oal kyl, cycl oal k Ialkwl rocycl yl

het erocycl yl al kyl , éﬁ( WH . N,}%@@ryl ,

het er oaryl al kyl , -F~=C ? , ‘I’/\E:N 3 3, - N3,
-NO 2,

-NH 2, -NHZ1401 , -NZ140271403, -OH, =0, -OCF
3, -SH, -0-SO3H, -OP(O(OH) 2, -CHO, -COH, - C(O NH
2, -SO3H, -P(O(OH) 2, -C(O-ZI 404, -C(O O ZlI 405,
C( Qohpdiindto6, (RIS (BER-[2-ElLodbBhenyPaddgehino]-3-methyl-
Ef](ziﬂgl?;oo): ‘i pgr'}térggyTaAw’%h%})gz?-trﬁluej‘é&@@%ﬁjsg,'g%?a]hyéfo@H

-0C(0) -0 ZI 4 ldarbafdlé-OcaNdzylicdacldy( S)—O—(Z?(i@)hyldﬁﬁﬂo-4

411%)1 (4211147121 )(Z%nﬁlﬁ%bamo&%@%yl%’iggam'dRIHC(O) NH 2, -

Compound 52  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(tetrahydro-pyran-4-
ylmethyl)-thiocarbamoyl]-butyl}-amide
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NHC(O) - ZI 424, -NZ1 425C(O)-ZI 426, -NHC(O -0 2zl 427,
“NHC( O -NHZI 428, -NHC(O)-NzZI 42971 430, - NzZ1

W@ 386 021432, -NZ1 433-C(O -NH ZI 434, - NZRCT/EP2008/052640

435-C(O) - NZI 43671 437, -NHS(O 2)-Z71438, -NZ14395(0
2)-71440, -S 71441 ,-S(O)-ZI 1g§g, _S(0 2)-271443, -S(0
DYNH-ZI 444, -S(O 2)Nzl 44521°346, -S(O 2) Oz1447,
“P(O) (OzI 448) (71 4495, SLZI 450)(71 451 ) (71 482).
- &ampovnd 93 - (FIA-(23)2- (g1 boraphgy ) xcetylamiacl-3-methyl-
U - NZ14557150ano ) SR Ao 58, 4 0GR a5t
NZ1460Z1 461 , -NI—I-%Q%-N O 71 462 “NELO- N
463-0- 71464, - fTpazmes3catoxKE acbBSIol £ hudsoxy-
NC-G(0) - N 0- BRI bardlyCl Qe R69-01l470) 2,
CN(-C(0)-NH-0- Z 1471 )(-C(0)-NZ1 47220 71 473).
Q(S)-Zl 474, -C(S)-OZI 475, -CS)-NHZI 476,
O(S)-NzI 47771 478, -C(O) - NH OFZX 479, - C(O) - Nz
480-O-Z1 481 , -C(S)-NHO ZI 48; S)-NZI  483-0-
71484, -C(O)-NHNH-ZI 485, -C(AMNENZI 48671 487,

-C(0O) - NzZ1488- NZ148971490, NH KH-ZI 491
-C(S) - NHNZ1 49271 , Sy NN 494+ " 496,
-C(O -C( O -Qr1497, O)O-CéQE)-HN 2A:HO-CO-NHZI
498, -C(0O)-C(O- Nz149971 500, -c(éﬁqoyoa 501 ,
-0 -C(S)-02ZI 502, - C¢(S)-C(S)-02Zl 503,
-Q(S)-C(O-NH 2, -C(S)-C(O-NHzZI 504, - C(S)-C(O - Nzl
508mpoind 54( SJR)E-8B)-Rip-22- FluG{dSphadly Sace dain G B methyl-

&S -5 -\ gglﬁezl%oy?aon%ho}:grﬂub%n%tﬁyll\!g,32,4,9-_t8§r9yar0-1 H-

carbazole-3-carboxylic acid [(S)-2-methyl-1-(2-morpholin-4-yl-
ethylthiocarbamoyl)-butyl]-amide

Compound 55  (R)-8-Chloro-6-fluoro-3-{(S)-2-[2-(2-fluoro-phenyl)-acetylamino]-
3-methyl-pentanoylamino}-2,3,4,9-tetrahydro-1H-carbazole-3-
carboxylic acid [(S)-2-methyl-1-(2-morpholin-4-yl-
ethylcarbamoyl)-butyl]-amide
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C(S)-NHzZI 5 10, -C(O)-C(S)-NzI 5 11Z 15 12"; wherein
71401 , 71402, 71403, 71404, 71405, 71406, 71407,

wWQ 2008807440409, Z1410, Z141 1, Z1412, Z141 3, ZRAWEP2008/052640

Z141 5, Z1416, Z141 7, Z141 8, Z1419, Z1420, Z1421 ,
71422, 71423, 71424, Z1425, 42426, 71427, 71428,
71429, 71430, Z1431 , Z1432, 433, 71434, Zl435

71436, Z1437 Zl438 Z1439, 71440, Z1441 ., 7144
Z142npoundia6  ZR)A%{(Sp3 A2 prmherﬂmstyiammig? methyl-
21450, Z1451 , _ZaBRoyigthire 1 Ab6RAne G 4554, 0 2daaro-1H-
Z1457, Z1458, Z1459, 71460, Z1461 1462,

71464, 71465, z8Bezol ?ﬁzﬁ@‘#OX)ﬂPM{Qkaﬁ@thmdwe@m -4
1471 , Z 1472, § ~cafoakidi-bukyIl4mRle Z 1476, Z 1477,
Z 1478, Z 1479 71480, Z1481 1482, 71483, 71484,
71485, Z1486, Z1487, Z1488, Zl489 71490, Z1491 ,
Z1492, 71493, 71494, 71495, Z1496,\ Z1497, 71498,
Z1499, Z1500, Z1501 , Z1502, Z 150 Z1504, Z 1505,
Z1506, Z 1507, Z 1508, Z 1509, 2w , Z2 15 11, Z 15
12 are independently from each rselected fromthe
group consi sting of: | K \)l\( @al kyl,
cycl oal kyl, cycl oal 51 Ry &t evocycl Wl |

het erocycl yl al kyl, arsl r71\1al kyIo ~Hgt er oaryl’,

het eroaryl al kyl" and wherein alternatively Z 1407, Z
1408 and/or Z 14 16, Z 14 17 and/or Z 1429, Z 1430
an@ampdidBs7 Z(R)3F{(8Ra/[2(2-ElLédbpherl4Geiatdios]-3ZhéHhiyl-
Z1456 and/or Z 1460 1461 /or A

andlor 2 1486, eyt S8 ac e te i e
Z1493 and/ or Z14&bazold-8darmonglicdacid[(3% 892-hydrbdbp6thalodhamoyl)-2-
Z 1505, Z 1506 an /Pf)utzl] 150 Z 1509 and/ or

Compound 58  (R)-8-Chloro-6-fluoro-3-{(S)-2-[2-(2-fluoro-phenyl)-acetylamino]-
3-methyl-pentanoylamino}-2,3,4,9-tetrahydro-1H-carbazole-3-
carboxylic acid {(S)-2-methyl-1-[(pyridin-4-ylmethyl)-carbamoyl]-
butyl}-amide
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Z 15 11, Z 15 12 and/or respectively together can al so
form,, heterocyclyl”. 9. The use as clainmed in claim
w@2008heraé n t he LHRH ant agoni st is sel ected frPOT/ER®08/052640
group consisting of: Conpound 1 ((S)-1 -{(R-3-[(R-1
-(5-Arrino-[1 171
3, 4] oxadi azol - 2-yl ) 2- met hyl but yl car banoyl ] -
8-dichloro-2,3,4 9-tetrahydro-1 H carbazol - 3-
yI @ma%m 2- @fﬁﬁgﬂﬁl B4 ié'ueaqf%ﬁﬂya a&eiy@ﬂb@l;ymethy'

ester Conpound goydmindSlfolchiding-2-d Bodgiacko 1.

, 3, 4] oxadi azol - -2-meth utyI carbano
6, 8- di chl or o- 2, eafﬁam étqamu'rcoaq KﬁbEan(%awpmpentylcafbamOy')-
yl car banmoyl } - 2- pgidi: |Jolgm]yd{,ﬁ,d@ar bam ¢ acid benzyl
ester Conpound 3 (( c

-{(R) -6, 8-Di chl oro- 3- [(S) 2- metrh
, 2, 4] oxadi azol - 5-yl ) - butyl car banp
0-1 Hcarbazol - 3-yl car banoyl }- 2
aci d benzyl est er Coppound, 4 o({(S)

{(S) 68D|chloro- y N/N;/ﬂet'\h%% [ 1

2, 4] oxadi azol - bu y/c%r“ba yf\]ﬂ 2,3, 4, 9-tetrahydr

o- 1 Hcar bazol - 3 yI car ba }-2 -butyl)-carbamc
acid benzyl ester Conpound 5
5-((9)-1-{[ (R -3-((S)-2-Benzyl oxycar bonyl am no- 3- net hy
| pent anoyl am no) - 6, 8-dichloro-2, 3,4, 9-tetrahydro-1
H Corhpamd60- (j%)raagsylzi[z{mﬂmo}o@amt Tagbtylaniiyd])3-indthyl-

, 2, 4] oxadi azol epg’ntgﬁc{y ami o} gtr?luorometrl?)}f 2 Bel?b?etra%?/%om jd

6
5-((S) - 1-{[ (S) - Garbé)e-3-Bevuxyliccacyd {EpomydtaytiiHgeydidimet-pynethyl)-
| pent anoyl ami no?h_iocarbamoyl]-butyl}-amide

-(3-nethyl- [ 1
-2,3,4,9-tetrahydr
yI but yl ) - carbam c

Compound 61  (R)-8-Chloro-6-fluoro-3-{(S)-2-[2-(2-fluoro-phenyl)-acetylamino]-
3-methyl-pentanoylamino}-2,3,4,9-tetrahydro-1H-carbazole-3-
carboxylic acid [(S)-2-methyl-1-(2-morpholin-4-yl-
ethylthiocarbamoyl)-butyl]-amide
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6, 8-dichloro-2, 3,4,9-tetrahydro-1 H carbazol e- 3-
carbonyl]-am no}-2-nethyl -butyl)-[1

WO 2008j10436li azol e- 3- car boxylic acid ethyl esterPCORPOSIOS2640

7 ((S)-1

-{(S)-6,8-Dichloro-3-[(S)-2- qgéhyl 1- (5- oxo0- 4, 5-di hydr
- [ 1

3, 4] oxadi azol - but yl car barmoyl ] -2, 3, 4, 9-t et rahydr

0- CYRRPY 67 - @?y?r@}gé 7fiuoto- Wﬁﬂxwa%ma;m el kin- c

aci d benzyl est ér@rﬁﬁ%}%‘ﬁiﬁo 8{r(fI§bro3h1eth -2,3,4,9-tetrahydro-1H-
[(R)68D|chlgr03 }8 ! 1 y

3, 4] oxadi azol - Qar gmérc‘gg}oe%lwqc -2- -methyl-1-{[(tetrahydro-pyran-
, 3, 4, 9- t et r ahydifndihji- 8l aARkyH- bdt)ﬂ)aérﬁ@@)"]

met hyI butyl } - carbamc acid benzyl ester Con'pound 9
(S)-1 -[(S)-6,8-Dichloro-3-((9)
, 3, 4] oxadi azol - 2-yl but yl car bano

2,3,4,9-tetrahydro-1 H carbazol ay car banoyl | -

2-nmet hyl - butyl } - carbam c aci d ester Conpound 10
((S)-1 -{(R-3-[(5)-1]-(3-¢a wW-[1

, 2, 4] oxadi azol -5-yl) N\/\H/\@
nmet hyl - but yl car banoy! chI ore~2, 3, -tetrahydro
-1 Hcarbazol - 3-ylcar barmyl 2 nmet hyl - but yl ) - car bam c

acid benzyl ester Conpound 11 ((S)-I -{(9-3-[(95-1
-(3-Carbanmoyl -[ 1
, 2,Cdmpoundigd| - B-§5)-2-P{ Res-B) 2Py 2 Cardoapbynty])-acetylamino]-3-

PRGNt AT o p—

est er Conpound 1@arbazole-3-carbonyl)-amino]-3-methyl-pentanoylamino}-butyl)-
Fain( ﬁ?)] 3[ ((R)- Bhésﬂ)l%mc a[:% o(e%hﬁ eDfefrI uoro- phenyl ) - acety

met hyl - pent anoyl am no}-8-trifluoronmethyl-2,3,4,9-tetra
hydro-1 Hcar bazol e-
3-carbonyl ) -am no] - 2- net hyl -

o

2
2-
{ - 2r et hyl -1 -[1

[1,2,4]oxadiazol e-

Compound 64  (4-{(S)-2-[((R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-
methyl-pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-3-methyl-pentanoylamino}-butyl)-
phosphonic acid
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3-carboxylic acid ethyl ester Conpound 13
5-((9)-1-{[ (R -3-((S)-2-Benzyl oxycar bonyl am no- 3- net hy

wo p@atiemay | am no) - 6, 8-di chl oro-2, 3, 4, 9-t et r ahpdr/B8P2008/052640

H car bazol e- 3- carbonyl]-am no}-2-nmethyl -butyl)-[1

, 3, 4] oxadi azol e- 2- car boxylic 2gl d ethyl ester Conpound
14((S)-I -{(R-3-[(9-1 -( etylamno-[1
, 3, 4] oxadi azol - 2-yl) - 2-
nmet hyl - but yl car banoyl | - 6, 8-di chl oro-2, 3, 4, 9-tetrahydro
-1 Hcarbazol - 3-yl carbanoyl }-2-net hyl - butyl)-carbamc
acid benzyl ester Conpound 15

| RTARRILRE nof ) B CTA-ENBL 5 e A BT

H car bazol e- 3-  gaitBes¥Anhingns- ﬂﬂbo%m‘&fﬁm?'&bgitwéhyﬁﬂo 1H-

, 3, 4] oxadi azol e- 2- carboxyllc ac F E¥

Conpound 16 ( ( S§a'Pazq¢- %)Caébo[xt"c‘x)aold % &&%Wﬂaﬂﬁ Hl?rF{hP"”Afy'

, 3, 4] oxadi azol - gthylajmir)-methyl]-butyl}-amide

met hyl - but yl car banoyl ] - 6, 8- di chYoro 2,3,4,9-tetrahydro

-1 Hcar bazol - 3-yl carbanoyl } - 2- thyI butyl) carbam c

aci d benzyl ester Conpound 17 ((%)-1

-{(R)-6,8-Dichloro-3-[(9S)-2- neul

(5 0Xx0-4,5-di hydro- [ 1 N
3, 4] oxadl azol - 2-yl) - utyI «@- 1]-2, ?ﬁ;? 9-tetrahydr

0-1 Hcarbazol - 3- ylc ] y_ W2NTe hg/’i\/b yl)-carbam c

aci d benzyl ester /j © /ﬁ

Compound 67 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(4-hydroxy-phenylcarbamoyl)-
2-methyl-butyl]-amide

Wﬁ ﬁO

Compound 68  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(4-methoxy-phenylcarbamoyl)-
2-methyl-butyl]-amide
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WO p@atiemag | am no) -

Conmpound 18
5-((9)-1-{[ (R -3-((S)-2-Benzyl oxycar bonyl am no- 3- net hy

H-car bazol e-3- carbonyl]-ant hé}=2-nmethyl -butyl)-[1
, 2, 4] oxadi azol e- 3-carboxylic acid propyl ester
Conpound 19
5-((S)-1-{[(9S)-3-((S)-2-Benzyl oxycar bonyl am no- 3- net hy
| pent anoyl am no) - 6, 8-dichloro-2, 3,4, 9-tetrahydro-1
H car bazol e- 3- carbonyl]-am no}-2-nmethyl -butyl)-[1
, 2, 4] oxadi azol e- 3-carboxylic acid propyl esterConpound
20 ((S)-1 -{(R~-6,8-Dichloro-3-[(S)-1
-(3- di et hyl carbanmoyl - [ 1

2, 4] oxadi azol - 5-yl )- 2- et hyl - but yl car banoyl ] - 2,
3 depctw’tdeﬂ]yleb-Sl{ )-2-[2-(2-Fluoro-phenyl)-acetylamino]- 3- -methyl-
H car bazol - 3-yl t I
aci d benzyl est&%%%’ %%}282{?? {} Léﬁpqlsl’ ’3)’4’&%%%%&'“4'
-{(R) - 6, 8- D chl carioa®id- ’\6 -BarbbxylicRcth{éP)ot-[Ehydroxy-4-methoxy-
, 2, 4] oxadi azol :
2- et hyl - but yl car%gll:ar ]“O%I,)'gfrﬂ?@ylf%%tw]é%@'éireo- 1
H car bazol - 3- yl car banDyI }-2-net hyl -butyl)-carbamc
acid benzyl ester Conpound 22 ((F

, 2, 4] oxadi azol - 5-yl)-
2- et hyl - but yl car banoyl | - 2 3 o4tHet¢sahydr
H-car bazol -3- ylcarb 4- l\)éy -£ar bam c

acid benzyl ester Co fZHE*( (9 /H
-{(R) -6, 8-Di chl oro- 3- (S) t hyl (5-fethyl- [ 1
3, 4] oxadi azol - 2-yl ) - butyl car banoyl ] - 2, 3, 4, 9-t et rahydr

0-1 Hcarbazol 3-yl car banoyl } - 2- net hyl - butyl) car bam c

ag'((%) e Ch| gﬁ%’?@@)u )@FIQ&@pHen_yLI getylammo] 3 mfth_yll
3, 4] oxadi azol -penjanay Im}c?atﬂﬁamme}hyiz 3 449@tta@vdr9hv1ir

0-1 Hear bazol - carbazole-3-carboxylic acid [(S)-1-(2,4-dihydroxy-
phenylcarbamoyl)-2-methyl-butyl]-amide

N OH

Compound 71 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(2-hydroxy-4-methoxy-
phenylcarbamoyl)-2-methyl-butyl]-amide

6, 8-di chl oro- 2, 3, 4, 9-t et r ahpdAT/BP08/052640
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3-yl carbanoyl } - 2- et hyl - butyl ) -carbam ¢ aci d benzyl
ester Conpound 25
WG2(8H 716 { [ (R) - 3- ((S) - 2- Benzyl oxycar bonyl am nPCBEPB0$§52640

| pent anoyl am no) - 6, 8-dichloro-2, 3,4, 9-tetrahydro-1

H car bazol e- 3- carbonyl ] -am % 2. nethyl butyl)-[1

, 2, 4] oxadi azol e- 3-carboxyl i c ‘aci d nethyl ester
Cbnpound 26
5-((S)-1-{[(S)-3-((S)-2-Benzyl oxycar bonyl am no- 3- net hy
| pent anoyl am no) - 6, 8-dichloro-2, 3,4,9-tetrahydro-1

H car bazol e- 3- carbonyl]-am no}-2-nethyl -butyl)-[1

, 2, 4] oxadi azol e- 3-carboxylic acid methyl ester
Compound 27 [(S)-1 -((R)-6,8-Dichloro-3-{(S)-1
-[5-(3-ethyl-ureido)- [ 1

, 3, 4] oxadi azol - 2-yl ] - 2- met hyl - but yl car banoyl } - 2, 3, 4, 9-
tetrahydro-1

H-carbazol 3-yl carbanoyl ) - 2- et hyl - butyl ] -carbam ¢

'{&d 250009 7% - B0 DIBPEE 2 Puora ehany) wreniAmincicemg gk

no - 3- pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-

E‘;tdpgl fﬁgg?ggg%agazo% 3- carboxg/lllcué)crlg Rg)t-g-%étr%}l-?i’-(%,’4?6-¥r%ertﬁoxy-

3-car bonyl) - am plednyRarteiniy)-dauttiyarhidel , 2, 4] oxadi azol e-
3-carboxylic acid ethyl ester Conpound 29
5-{(S)-1-[((S)-3-{(9-2-[2-(2- Fl uor- phenyl ) -acetyl am
noj - 3-

nmet hyl - pent anoyl am no}-8-trifl uo
hydro-1 Hcar bazol e- ; o
3-carbonyl ) - am no] - 2- met hyl fbut,
3-carboxylic acid eth estler:

NP

hyI 2,3,4,9-tetra

(o] .
- 2 oxadi azol e-

Compound 73  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(4-hydroxy-
cyclohexylcarbamoyl)-2-methyl-butyl]-amide

Compound 74  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(3-imidazol-1-yl-
propylthiocarbamoyl)-2-methyl-butyl]-amide
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WO p@atiemag | am no} -

Compound 30
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid {(S) 1- [ 5- (1§ ethyl-ureido)- [ 1

, 3, 4] oxadi azol - 2-yl ] - 2- net hyl'- %utyl} am deConpound 3 1
(S) 3-{(9S)-2-[2-(2-Fl uoro-phenyl)-acetyl an no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9- tetrahy
3-carboxylic acid {(S) 1- [5-(3-€f

, 3, 4] oxadi azol - 2-yl ] - 2-aret hyl < am de Conpound 32
(R -3-{(S)-2-[2-(2-Fl M

Q/EWO] 3- met hy
| pent anoyl am no} -

8-trifluoronethyl-2,3,4,9- téA]ahyd/&?l Hcar bazol e-
3-carboxylic acid [(S)-1-(5-am no-[1 , 3, 4] oxadi azol -
yl)-2-net hyl -butyl]-am de Conpound 33 Conpound

34 ound

( R) ofhpoud 2 [ 22 HPUBE R B RERIA RS RR YA SmREY by

| pent anoyl am nopentanoylamino}-8-trifluoromethyl-2,3,4,9- tetrahydro 1H-

8-trifluoroneth 9-tetrah arba

3- car boxylic acg%fb?%‘i‘i% SaRaxpin é‘{éj Ff%ﬁb 'IdF‘

yl met hyl ) - car bapmpl/}hidusitydrmoydra- detr(whm@l]kadm%

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) - acetyl am no] - 3- met hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydfb-1 Hcarbazol e-
3-carboxylic acid {(S)-2-nethyl - nmor phol i n- 4-

yl met hyl ) - car banoyl ] - butyl} am gdsyConpound 37

(R -3-{(S)-2-[2-(2-Fludyo:phedyl )} acqt yl ani no] - 3- net hy

o}

-1 Hcar bazol e-
-ureido)- [ 1

| pent anoyl am no} -

Compound 76  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-2-methyl-1-(2-thiophen-2-yl-
ethylthiocarbamoyl)-butyl]-amide

PCT/EP2008/052640
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8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid {(S)-2-nethyl-1 -[(norpholin-4-

wQ evsibmahg - t hi ocar banoyl | - but yl } - am deConpoundPGBEP2008/052640

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} - 177 -
8trif|uoromethy| 2, 349tetrahydro 1 Hcar bazol e-
3-carboxylic_acid :(2 ﬁL

- métMHBRYE Panolt) ey & hlugrorhesy) deeamierlnamsdyl-
(R)-3-{(95)-2- [2 éraaﬁdwa?ﬁ.ﬁo}pélﬁnwbaomm vl oo netkangaret iy

| pent anoyl ami n

8-trifluoromet hWerZ%Le -B;091R0xYicARH8)-2-Methy! 1 ARyrigin-3-yimethyl)-

3-carboxylic aCtkﬁbob(b%)rno&%WWém@e( nmor phol i ne- 4-
car bonyl ) -butyl]-am de npound

(R -3-{(S)-2-[2-(2-Fluoro-phenyl) - acs
| pent anoyl am no} -
8-trifluoromethyl-2,3,4,9-tetrahyd Hcar bazol e-
3-carboxylic acid ((S)-
- et hyl car banoyl - 2- et hyl hut _
(R -3-{(S)-2-[2-(2-Fl uon?’He '
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9- tetrahydro 1 Hcar bazol e-
3-carboxylic acid ((S)-I
- et hoxycar banoyl - 2- et hyl butyl ) - am de Conpound 42
I( R)Cc:’:‘n@él.ﬁ?d 28 [ 2621 F{R)eB,®-Dirindony-3)}[¢ S)eR ngtrgivi O -t&trarel-bryl)-

pent anoyl am no
8-trifluoronet h%'i‘ty Iﬁg@’amoglj ?&?%@Eﬂhéfdrf it 5559 %syIcarbamoyl}-
3- car boxyl i ¢ acganethyl-butyl)-carbamic acid benzyl ester
[(S)-2-nethyl-1-(2-norpholin-4-ylethyl car banoyl ) -
butyl ] -am de o cl

tFyI am noj - 3- net hy

ound 4 1
Iﬂﬁ?ﬁéj-s-nethy

Compound 80  5-{(S)-1-[(3-{2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-2-methyl-butyl}-[1,2,4]oxadiazole-
3-carboxylic acid ethyl ester
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Compound 43
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

WO p@atiemag | am no} - PCT/EP2008/052640
8-trifluoronethyl-2,3, 4, 9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(S)- 78 -

- (4- hydr oxy- butyl car barmyl ) i
nmet hyl - but

(R Campoud 8] | 55 B oL Rieinia-2- Berosaheny Irapetdaminohs

| pent anoy! am no}neth l- %entanoylammo} -8-trifluoromethyl-2 3 4,9- tetrahydro 1H-
8-trifluoromethyl - 9-t et rahydro-1 Hcarbazol e
3- car boxyl i c acfabazole-3-carbonyl)-aniino]-2- methyl butyl} [1 2 ‘4Joxadiazole-

[(S)-2-methyl - 13!carawy|@madéth§’4 -2¢lgpr opyl car bamoyl ) -
butyl ] -am de Conpound

(R-3-{(S)-2-[2-(2-Fl uoro phenyl ) -aget yl am no] - 3- et hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahyx
3-carboxylic acid {(S) 2 nmet hyl -

> )
- met hyl - pi peri di n- t hyl ) feark \nﬁQHutyl}-am’de
Conpound 46 gg%\f N "

(R -3-{(S)-2-[2-(2-Fluofo-p ) - aoeu(lan{no] 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid {(S)-2-nethyl-

-[ (t et rahydr o- pyr an- 4-

yl met hyl ) - car banoyl ] - but yl } - am deConpound 47

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid

[ ( SGorapowidh§2 - 1(R)B-{(B)-pHA(2-Riudrorpletriyljiachiytrandledrogthyl-
butyl]-am de Co

(R)-3-{(S)-2-2F SR ol Ry Premet- 3P ey drea Ty
| pent anoyl am nogarbazole-3-carboxylic acid {(S)-1-[5-(3-ethyl-ureido)-

el e G

Compound 83  (S)-3-{(R)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[5-(3-ethyl-ureido)-
[1,3,4]oxadiazol-2-yl]-2-methyl-butyl}-amide
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yl met hyl ) - car banoyl ] - 2- met hyl - but yl } - am de Conpound 49

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
WO p@atiemag | am no} - PCT/EP2008/052640

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-

3-carboxylic acid {(S) 1- [(1 §getyl - pi peridin-4-

yl met hyl ) - car banoyl ] - 2- net hyl - but yl } - am deConpound 50

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy

I pent anoyl am no} -

C(gfl}rale%?;{qo gg ?lal) ?{2~ é 2i2 ﬁ%?h{qﬁ)h k?ern?/l acgg/%rmtl?r?o] 3- methyl
Cg(pyrl 3'2 411 y| p&ithydylamifay Sammytdndimel 3 4 8nkteehydro-1H-
npoun
(R) - 3-{(S) - 2- [ 2°3Dazql¢rgiainuinagd kesiejiviaminepiylaaanoy)-
| pent anoyl am nojnethyl]- amlde
8-trifluoronethyl - ﬁ/
3-carboxylic acid [(S)-I
- (2-di et hyl am noet hyl car banoyl ) 2-met hyl - butyl]-am de
Conpound 52 ¢
(R-3-{(S)-2-[2-(2-Fl uoro- phenylcetyl am no] - 3- met hy
| pent anoyl am no} -
8-trifluoronethyl - 2349tet ﬁ olljczarbazole-
3-carboxylic acid { A'q-
_[(tetrahydr o- pyranl4,
yl met hyl ) - t hi ocar banbyl ] - b/lmw }- ani deConpound 53
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3- dzorhpoynd 86 ac{R)-3-{(S)-21[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-

- (4- hydr oxybutyLL il oG- RAGPY trliorontBihy 15! 5, 24tk dry 8- 8-

Conpound 54

(R) - 3-{(9S) - 2- [ 2edrBaidletdroarhuglivydcid H2-atoyplaotinaley-eBhryiairibamoyl)-
| pent anoyl am no} - o

8-trifluoronethy eﬁ’i’,l]:?,n}ic,j%- tetr ahydrFo- 1 Hcarbazol e-

9-tetrahydro-1 Hcarbazol e-

Compound 87  (S)-8-Chloro-6-fluoro-3-{(S)-2-[2-(2-fluoro-phenyl)-acetylamino]-
3-methyl-pentanoylamino}-2,3,4,9-tetrahydro-1H-carbazole-3-
carboxylic acid {(S)-2-methyl-1-[(pyridin-4-yImethyl)-carbamoyl]-
butyl}-amide
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whedoglipaeri de Conpound 55

3-carboxylic acid
[(S)-2-nmethyl-1-(2-norpholin-4-ylethylthiocarbanoyl) -

(R -8-Chloro-6-fluoro-3-{(S)-2-[2-(2-fluoro-phenyl)-ac
etyl am no] - 180 -

3- et hyl - pent anoyl am no} - 2, 3, ﬁ 9-tetrahydro-1

H car bazol e- 3- carboxylic acid
[(S)-2-nethyl-1-(2-norpholin-4-ylethyl car banoyl ) -

but yl ] - am deConpound 56

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
| pept anoyl anj no} -

6P CRmpo e nf 080 G 0 SR 2 2 htprgBYl.
3-carboxylic aCth%abét@)anﬂnd[E;—mé hyﬂ-per{térwylihﬁ-‘ﬂilh N3 4;9-tetrahydro-
yl met hyl ) - car ba uty %ﬁ'{g ?

(R -3-{(S)-2- [2 zca 3&8‘?03 eyl 9%9?&3%@? r1-Hpyrdinig-

| pent anoyl ami no}Imethyl) carbamoyl] butyl}- amlde
8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(S)-I
- (2- hydr oxy- et hyl car banoyl ) - 2- net hyl - butyl ] -am de
Compound 58 cl
(R)-8-Chloro-6-fluoro-3-{(9)-2-[2-(
etyl am no]j -

3- et hyl - pent anoyl amijno} ZH% et rahydro-1
H-carbazol e- 3- car bm%-' )szﬂmqe% 1
-[(pyridin-4-ylmeth -C rla’a~|<10yl]Q = N
but yl } - am deConpound 59 /j

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} -

8-trifluoronet hyI -2,3,4,9-tetrahydro-1 Hcarbazol e-

3- dzorhpoynd 89 ac(R)-3-{(S)-21[2+2-Eubyadplmayt) peatyldmiaae] ame thy)- -
2- et hyl - but yl
(R-31(9) uzy[]z %91&@9 i ﬁg}gﬁﬁﬂ'u ')% eyt iy

| pent anoyl am notarbazole-3-carboxylic acid [(S)-2-methyl-1-(2-pyridin-4-yl-

ethylthiocarbamoyl)-butyl]-amide

Compound 90  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(4-hydroxy-
cyclohexylthiocarbamoyl)-2-methyl-butyl]-amide

PCT/EP2008/052640



10

15

20

25

8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid {(S)-2-nethyl -

WO p(opstoiddé n- 4-yl met hyl ) - t hi ocar banoyl ] - but yl } PEIYER®08/052640

Compound 6 1

(R) - 8-Chl oro-6-fl uoro- 3- {(8)151[2 (2-fluoro-phenyl)-ac
etyl am no] -

3- et hyl - pent anoyl am no}- 2, 3, 4, 9-tetrahydro-1

H car bazol e- 3- carboxylic acid
[(S)-2-nethyl-1-(2-norpholin-4-ylethylthiocarbanoyl) -
butyl] - anidernpound 62

(R b8 L 22 RIS D A T P SbarlamFiols
B (ri 1 uor omet hmetzéfe'ﬂaf%)ﬂ@ﬁlh@}hyﬂﬁl@o@rﬂ'&mh,@,&b&etrahydro 1H-

3- b I d
{F?tr e?)r(gh;/gr gciﬁr ?23 3 carBaonyP{ amlno] 3-methyl-pentanoylamino}-5

4-yl met hyI ) -am ﬁ@} Biidic Beigy!l ) - am de Conpound 63
(4-{(9)-2-[((R - {(S) -[2-(2-FIucF)ro-phenyI)-acetyIam
i noj - 3- F
nmet hyl - pent anoyl am no}-8-trifl uor
hydro-1 Hcar bazol e-

3-carbonyl ) - am no] - 3- net hyl - pe oyl,a obutyl) -

mat hyl -2,3,4,9-tetra

phosphoni ¢ acid dieth S NQUK P !
(4-{(9-2-[((R-3-{( -{ 2%Floe o-"phenyl ) - acet yl am
ino]- - 0% “oH

met hyl - pent anoyl am no}-8-trifluoronethyl-2,3,4,9-tetra
hydr o-1 Hcar bazol e-

3- car bonyl ) - am no] - 3- net hyl - pent anoyl ani no} - but yl ) -
phdphpoured 821 dERbogpboric a6 diethyl ester 5-{(S)-2-[((R)-3-{(S)-2-[2-(2-fluoro-
I( E)enf’ag(())?l) ar2n' E]g?PSe2nyﬁla%g{ypanelﬁg]&}{Heth%ﬁ&él%gr%yle{}r%]w0}38-m9t hy
8-trifl uoronet hiiflu@oBethyd213et, 9-adtrathydroll HHcabhadellezarbonyl)-
3-carboxylic ac

-[ (2-nor phol i n- Ii%yq{()i? y%tgﬂﬁ)ﬁoyano}‘r% W)?I} ]2 ’B?}PyT )ﬁ p%erﬁyd%Ster

é/\'(/ﬁ

Compound 93  Dimethylamino-acetic acid 4-{(S)-2-[((R)-3-{(S)-2-[2-(2-fluoro-
phenyl)-acetylamino]-3-methyl-pentanoylamino}-8-
trifluoromethyl-2,3,4,9-tetrahydro-1H-carbazole-3-carbonyl)-
amino]-3-methyl-pentanoylamino}-butyl ester
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Compound 67
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

WO p@atiemag | am no} - PCT/EP2008/052640

8-trifluoronethyl-2,3,4,9- tet rahydro-1 Hcar bazol e-
3-carboxylic acid [(S)-] - g¥dr oxy- phenyl car banoyl ) -
2-nmet hyl -butyl]-am de Corrpoun
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
I pent anoyl am no}-
i fl uoronethyl -2 4,9-tetrahydro-1 Hcarbhazal e-

5 CCaesnd B o 1A ) 2124 Rhini sy b preb A GhmeyY -
2 met hyl - but yl | paithetefRmen @ﬂlfl@Qromethyl2349tetrah dro1H
(R -3-{(9)- 2[2(2 Fl ugro-phenyl ) - agetyfamn] t hy
| pent anoyl am no}:arbazole -3- car oxylic'acid [( 4-hydroxy- benzylcarbamoyl)-
8-trifluoromet hglmethg bﬂtyﬂ -dn@té ahydr o- 1 Hcar bazol e-
3-carboxylic acid [(S)-

- (3- hydr oxy- 4- net hoxyphenyl car banoyl ) -
2-met hyl - butyl ] -am de Conpound
(R-3-{(S)-2-[2-(2-Fluoro- phenyl
| pent anoyl am no} -
8-trifluoromethyl-2,3, 4,9-tet yrocharbazoIe-

3-carboxylic acid 3

[(S)-1-(2, 4-di hydr o@mﬁﬂ*&wb an)lj\)H“Q

2- et hyl - butyl ] - am nd ?’I%

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(S)-]

- ( Ldmplound/98 - nR)MBY FpRA¢2r2-Emolmaphey))-acetylamino]-3-methyl-

(R-a1(9 - 20 | 2P BBCER b Prometay i 3hrieanssimeltly

| pent anoyl am nogarbazole-3- carboxyllc acid [(S)-1 (3 hydroxy-4- methoxy
8-trifluorometh Hcar bazol e-
3-carboxylic a C?g%pzylcgrba’moy mgp}%fjblﬂyljlamlo%
[(S)-2-methyl-1-(2,4, 6-trinmet hoxyphenyl car banoyl ) -

F F

cetyl am no] - 3- net hy

Compound 96  (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(4-hydroxy-3-methoxy-
benzylcarbamoyl)-2-methyl-butyl]-amide
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butyl ] -am de Conpound 73
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

WO p@atiemag | am no} - PCT/EP2008/052640

8-trifluoronethyl-2,3, 4 9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(S) i
- (4- hydr oxycycl ohexyl car barmyP?- 2-nmet hyl -butyl ] -am de
Compound 74
(R) 3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
(Ft anoyl(grri no{ﬁ- _
IMPRERDAELL hiP-21(8)2;[(3-EluPEaRRAny)-PerlyRmiRgls)-ethyl-

3 carboxylic ac %tﬁﬁo@)anhmo} 8- trlfluoromethyl -2,3,4,9-tetrahydro-1H-
-(3-imdazol - 1- yI rop¥ th| ocar bano

2-met hyl - but yl ] & Rpxulicasid [( P/S? 1-(4-methoxy-
(R-3-1(9)-2-[2 Iﬁéhyﬁh|U@ér§arﬁbﬁ1121rﬁetﬁﬁ@qu]aimB@] 3- met hy
| pent anoyl am no?
8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid [(R -1 -(3-imdazol -

-yl propyl t hi ocar banoyl ) - 2- net
Compound 76

(R -3-{(S)-2-[2-(2-Fl uoro-phe
| pent anoyl am no} -
8-trifluoromethyl - 2] 3,4, ‘
3-carboxylic acid %\)E '
[(S)-2-methyl-1-(23 |o‘bhe1<n] 2. ¥ e‘t\ITyIthl ocarbanDyI)

but yl ] - am deConpound 77

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
| pent anoyl am no} -

8- tCorhpomdb 8@t h§H(S);23((R {93-{($3)t2 Eh(PelFloerd-gheaylaceat)lamino]-3-

3- b I
oI E:S;r Ioglynl g ;‘lcl fﬁ({-ﬁ%ntgn {;}B%-FTDIUP omecl )g/|2 3,4 ?nt%trahydro 1H-

Compound 78 ( ( Syarbazole-3- carbonyl -amino]- 3 methyl pentanoylamino}-2-
-{(R) -6, 8-Di chl 3{9 thyl-1 -
Htetrazol - 5- yli?1 ﬂlg’uy %S%orj%%%yl] 2,3,4 9 tetrahydro-1

H car bazol - 3-yl car banoyl } -

Compound 99  5-{(S)-2-[((R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-
methyl-pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-3-methyl-pentanethioylamino}-2-
methoxy-benzoic acid

OH
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met hyl - butyl ) -carbam c aci d benzyl ester Conpound 80
{(S)-1-[(3-{2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- ne
boyospert@noy! am no} - PCT/EP2008/052640
8-trifluoronethyl-2,3,4,9- tetrahydro-l Hcar bazol e-
3-carbonyl ) -am no] - 2 met hyl - %oyl }-11 , 2, 4] oxadi azol e-
3-carboxylic acid ethyl esterCompound 8 1
5-{(S)-1-[((R-3-{(R-2-[2-(2-Fl uoro-phenyl ) -acet yl am
no] - 3-

%n Bead §09Y LAl ot A1) RHORPIE e dudio ey 2

3 car bonyl ) - am Qéﬂtylgmm%'] B%etﬁw hianbﬂlamﬂwo‘?b%ﬂﬁbr@ﬁ@ﬂh?l'z 3,4,9-

3-carboxylic acid eth
(R) -3-{(R) - 2-[ 2lefrah ﬂradrbcaﬁhw§catb@ny' am'rr%ﬁ methdt hy
| pent anoyl ami noﬂ)entano Iamlno} butyl ester 2-[2-(2-methoxy-ethoxy)-ethoxy]-
8-trifluoronethyl - g 9-tetrahydro-1 Hcarbazol e-
3- carboxylic acP“é’I‘y{eP@r 1-[5-(3-ethyl -ureido)- [ 1

, 3, 4] oxadi azol - 2-yl ] - 2- met hyl - butyl } -am de Conpound 83
(S)-3-{(R)-2-[2-(2- Fl uor o~phenyl ) - acet yl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,95 t ahydro-1 Hcarbazol e-
3-carboxylic ald{(S) ] (%—ethyl ureido)- [ 1

, 3, 4] oxadi azol | 1- 24 K hy! Jbutyl } - am deCo nd 85
(R)-3-{(9)- 2-@{%{& Goko- ph\e)r1l§/u)\/a}c\ét 4 rPor%)\%-

| pent anoyl am

8-trifluoromethyl - , 9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(2 d| et hyl am no- et hyl car banoyl ) -

(riCempp A 361 5PRBRte Ao srammyt QAN GV AHH St 12 Grbeeny

| pent anoyl am nophenyl)-acetylamino]-3-methyl- pentanoylammo} -8-
8-tritluoromst h%lfluorome%y?ztsei §?eqya(?1 8r011 HHgg azcﬁe 3- carbonyl)-

amino]-3-methyl-pentanoylamino}-butyl) ester

2-
5-
o

ada

Compound 102 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(3-hydroxy-propylcarbamoyl)-
2-methyl-butyl]-amide
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3-carboxylic acid [(2-norpholin-4-yl-ethyl carbanoyl) -
nmet hyl ] - am de Conpound 87

W@ 3)088073é or 0- 6-f | uoro-3-{(S) - 2-[2-(2-fl uor o- pPENEPINOKE52640

etyl am no] -
3- et hyl - pent anoyl am no} - 2, 3,1§59 t et r ahydr o- 1
H car bazol e- 3- carboxylic acid {(S)-2-nethyl -
-[ (pyridin-4-yl met hyl ) - car banoyl ] -
butyl} am deConpound 88

R) - 8- Chlor06flu 2-fl uoro-phenyl ) -
{ I GRIBRRYI I oSS el A D BhveisoRa alaBY a0l Betrut
ahydro- 1H-carb h@o rfi6 PO lub fonfedh 2&&1&7 By H1
-[ (pyridin-4- yﬁﬁg y&ica}?ba g/c] gﬂLF dem?
Conpound 89 carbaz e-3-carboxylic aci enzylthlocarbamoyl -2-
(R -3-{(S) - 2- [ 2methyFbugn-@nideeny! ) - acet yl am no] - 3- et hy
| pent anoyl am no} -
8-trifluoronethyl-2, 3,4, 9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid
[(S)-2-nethyl-1-(2-pyridin-4- er
but yl ] -am de Conpound 90
(R -3-{(S)-2-[2-(2-FLuoro-ph ) cetyl am no] - 3- net hy
| pent anoyl am no} - \
8-trifluoronethyl - 4,k -E_)eLtHr y@lr &A@ar bazol e-
3-carboxylic acid [ -

-(4- hydroxycyclohexylthlocarbannyl)
2-met hyl - butyl ] -am deConpound 9 1
2-{(9)-2-[((R)-3-{(S)-2-[2-(2- Fl uor o- phenyl ) -acetyl am
noj - 3-
metCorhp@end 20y (R)FB-{{6}-2824 2-Fubtomplemgt) fagetyRn8nel; Pmethlyl- a
hydro-1 Hcar baz - . .
S Car bonyO. an nB TR HAHP: U RRBATI A S gy T
benzoi ¢ aci d Coogpbarule-92aRitagluhamid {{Spacti[(@-rdethbkyybyriskit-&+
5-{(9-2-1((R- ):;’Im{e % t%o[:arbgmoylh E%&Rﬂ%u}/yl})amlde

| t hi ocar banoyl ) -

Compound 105 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(pyrimidin-5-
ylmethyl)-thiocarbamoyl]-butyl}-amide
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acetyl am no] - 3- et hyl - pent anoyl am no} - 8-
trifluoronethyl-2,3,4,9-tetrahydro-1

wohk@anbaael e- 3- car bonyl ) - PCT/EP2008/052640

ani no] - 3- et hyl - pent anoyl am no} - 2- met hoxy- phenyl ester
Conpound 93 Di net hyl am no- acg%jég acid
4-{(9-2-[((R-3-{(9)-2-[2-( | uor ophenyl) -

acetyl am no] - 3- et hyl - pent anoyl am no} - 8-
trifluoromsthyl 2349tetrahydro 1

rb
oAU 08 | TDeRH AT @i Were- BhRry )-aseminehaumRYb
(R-3-{(S)-2- [2 érdad \ianhiAo PE-E MY blonRgiaf- 2l BAb Aetangd et Y

| pent anoyl ani n

8-trifluoromet h%rbézoée -3-cgRoxy licARIHB)-2- Mgty deRyrazin-2-

3-carboxylic aciyeh | car banoyl
ot bl ybutyl]yla r%&rg@)tggﬁ%rgﬁwbylgb@twamy yl)-

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) - acetyl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2, 3,4, 9-tetrahy
3-carboxylic acid [(S)-] HN
- (3- hydr oxy- 4- met hoxybenzyl car yI ) -

2- et hyl - butyl ] - am dg_Conqpoupd 96

(R-3-{(9)-2-[2-(2 r Eenyo ej(\taTno] 3- et hy

| pent anoyl am no} - 0 /\{

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-

3-carboxylic acid [(S)-]

- (4- hydr oxy- 3- net hoxybenzyl car banoyl ) -

2-met hyl - but yl ] - am deConpound 97

I( R)G?nléélﬂ?d 207 2(R)3-fB)1{2{PpRleoyd-phenybagbiytaniod]-Bmettyhy
pent anoyl am no

8-trifluoronet hé?”tin%y Ynigok &I TMRIPMEM 24P UL Ere-TH-

3- car boxyl i ¢ accatbpfd®-3icarboxylic acid {(S)-1-[(6-chloro-pyridin-3-ylmethyl)-
- (4- et hoxyphen%l gcglrb%c I ﬁaznr'ﬁgh% bu%ylpg%h&é butyl ] -am de

0-1 Hcar bazol e-

Compound 108 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-2-methyl-1-(2-pyridin-3-yl-
ethylthiocarbamoyl)-butyl]-amide
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W@ 0(}08307446

Conmpound 98
5-{(9)-2-[((R) -3-{(S)-2-[2-(2- Fl uor o- phenyl ) -acetyl am

met hyl - pent anoyl ami no}-8-trifluoronethyl-2,3,4,9-tetra
hydro-1 Hcar bazol e- 187 -

3-car bonyl ) - am no] - 3- net hyl - pgnt anoyl am no} - 2-

nmet hoxy- benzoi ¢ aci d Conmpound 99
5-{(9)-2-[((R-3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am

Prglcigs;ﬁpwﬂ 100y (Rim-H8)282{4 Tupirp kst P IRMING): meliyt 4

hydro-1 Hcarbaz érﬂanoylammo} 8-trifluoromethyl- 2 ,3,4,9- tetrahydro 1H-
3-carbonyl ) - am n%ije - met hyl - pent ane

hi
net hoxy- benzoi c© AeRies AT m%y'fo%?'ct@b thlédl[&gy”m'd'”df
4-{(9) - 2-[ ((R) - PmektH) tﬂroE:é’rbé%o?l!l Hogpopfeny!) -
acetyl am no] - 3- met hyl - pent anoyl am no}-8-trifl uoronet hy
-2, 3,4,9- tetrahydro-1
H car bazol e- 3-car bonyl ) - am no] - 3- pet hyl pent anoyl am no}
- butyl ester 2-[2-(2-nethoxy-et y) - et hoxy] - et hyl
ester Conmpound 10 1 Phosphoric a (
mono- (4-{(S)-2-[((R-3-{(9)-2- g -f luorophenyl) -
acetyl am no] - 3- rret hyI penta m n }-8-

trifluoronethyl - t@tr 3 N
H car bazol e- 3- car bo /\@
ami no] - 3- net hyl - pent oy aﬁﬁno} bu/\rl) ester Conpound

102

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
| pent anoyl am no} -

8- tCompoamab el h{R)-32{(3)-2;[242-Elupedpttimy!)-bcelymnibiead 3-methyl-

3-carboxylic acj -1. - (33 - P, r -
> et hyl - but yl ] pg%%@S%%"hﬁﬂ%}ﬁﬁgwg@%fhﬁ'ﬁ%bg&rﬁ‘%%w'*)"
(R) - 3-{(9S) - 2- [ 2edrBaidletbroarahglivydcid {Set y2-anidax] -1 34net hy
| pent anoyl am no

8-trifluoromet h%/ hy'ﬁ]‘%ﬁ%‘?@?@f?ﬁﬂ@#‘%&‘ﬂW”'ﬁ&“&?eoazo| e-

Compound 111 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-2-methyl-1-(2-pyrazol-1-yl-
ethylthiocarbamoyl)-butyl]-amide

PCT/EP2008/052640
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3-carboxylic acid ((S)-1 -benzylthiocarbanoyl -
nmet hyl - butyl ) - am de Conpound 104

WO R)08304®) - 2- [ 2- ( 2- Fl uor o- phenyl ) - acet yl am noPECBEPBDSIY52640

| pent anoyl am no} -

8-trifluoronethyl-2,3,4,9- tegﬁéhydro 1 Hcar bazol e-
3-carboxylic acid {(S) 1 [(2 t hoxy- pyri di n- 4-

yl met hyl ) -t hi ocar banoyl ] - 2- met hyl - but yl } - am de
Compound 105

R 2- 2 2 FI h I - 3- h
fngﬂg a&a%ﬂ% ugr[é) FI?J% 0- %heny ta%et?/lrgmrllr?(l] 33mm?1tyl y

8-trifluoromet h éntan ,|a4mﬂo}L@trrﬂ@bbb%?hyﬂr2m@9bam fro-1H-
3-carboxylic ac

I d hyl é yr

Vet byl ) -t hi ocaare%%eﬁ%ﬁ]camch}acm LB G168 Atazor1-y-
(R -3-1(9) - 2- [ 2ehgtfbasmsamaynesity}ameet y! ani no] - 3- met hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9- tetrahydro 1 Hcar bazol e-
3-carboxylic acid {(S) 2. met hyl ¢ F[(pyrazm 2-
yl met hyl) -t hi ocar banoyl | - butyl } - ayd.de Conpound 107
(R -3-{(S)-2-[2-(2-Fl uoro- pheny @ et yl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl - 4, 9ﬂt\E‘fL
3-carboxylic acid { NN

-[ (6-chl oro-pyridin yI Hyl') - /}
t hi ocar banoyl ] - 2- net hyl - butyl } - am Conmpound 108
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3- dzorhpoynd t1&c{R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-

[(S)-2-methyl -1 érﬁﬁ@é’yi%&ng} gtr}fIUSFOWetﬁyl 2%259&%&0 1H-

butyl]-am deCo
(R) - 3-{(9S) - 2- [ 2edrBatdletBroarhuxglivydcid HE 2 yiaiimil+16(B-[ B2mtiAzol-1-yI-

| pent anoyl am noEDr'opyIthiocarbamoyl)-butyl]-amide

0

Compound 114 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-2-methyl-1-(4-[1,2,4]triazol-1-yl-
butylthiocarbamoyl)-butyl]-amide
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8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid {(S)-2-nethyl-1 -[(pyri mdin-4-
wQ evsibmahg - t hi ocar banoyl | - butyl } - am de ConpounkiC/EB2008/052640
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoromethyl-2,3,4,9-tet ??ﬂhydro 1 Hcar bazol e-
3-carboxylic acid [(S)-]
(2 i m' dazol - 1-yl et hyl t hi ocar banmoyl ) -
| - but ound 111 ,
(REambound 31s bR HRuGTETS RbRy S b P HIATRAL S hy
| pent anoy! am noibentano Iamlno} -8- trlfluoromethyl -2 3 4 9 tetrahydro 1H-
8-trifluoromethyl - g t et rahydr

3- carboxyl i c acP%fbf‘i'% ?aﬁ%xhliﬂ acld i(gl bW%{i‘Bﬂz )dmethyl

-yl et hyl t hi ocar pasEailamoyhut MbihyRwitgpgemmeound 112

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
| pent anoyl am no} -
8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid [(S)-2-nethyl F&E(2-[1

, 2,4]triazol -1 -ylethylthiocarba )- butyl ] -am de

Compound 113
(R-3-{(S)-2-[2-(2-Fl yoro- Qj\n - aget yl am no] - 3- net hy

| pent anoyl am no} - SN
8-trifluoronethyl-2, , 9 te rah d 'o-“lA@ar bazol e-
3-carboxylic acid [(S)- st yl-1 -(3-[1
,2,4])triazol -1 -yl propyl thi ocarbarmyl )- butyl]-am de
Conpound 114

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| peCumpoyhdit 610R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-

8-trifluorometh h I

3-carboxylic ac?g%[]t%?%a@%%}eﬁ{'fﬁo%%egw} F@bq&%a%ygro 1H-

,2,4]triazol -1 earbhzdleBidartmxglidoiby(B)-1-[(furan-3-ylmethyl)-
thiocarbamoyl]-2-methyl-butyl}-amide

Compound 117 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(2-furan-2-yl-
ethylthiocarbamoyl)-2-methyl-butyl]-amide
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WO p@atiemag | am no} -

but yl ] - am deConpound 115
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid {(S)-l-[(f_q 6m 2-yl met hyl) -

t hi ocar banoyl ] - 2- net hyl - butyl'}-am de Conpound 116

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
I pent anoyl am no} -

3. ComRRIT i) 21214 PRy see Aol Smethy
t hi ocar banoy! ] - aeﬁfsﬁctwdmlhy}wltr}fmamm#fhmrmgnékr dro-1H-

R)-3-{(8)-2-[2:(2-Fl ugro-phenyl etfa - 3- et h
I(p)ent ain()yl) ani Elo?agrbazole 3-car oxyllcyagld{ 2¥nethyl 1 [](5 methyl-

8-trifluoromethpyls 2]03&1&&17_9)1 bsiimhedysltfochrbiadymasief | amide

3-carboxylic aci d

-(2-furan-2- ylethylthlocarbannyl)
2- et hyl - butyl ] - am deConpound 118
(R -3-{(S)-2-[2-(2-Fl uoro-phen
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetha
3-carboxylic aC|d {§S) 2. et

, 3, 4] oxadi azol - thyl\/u\ {
Corrpound 119 ' —

(R -3-{(9S)-2-[2-(2~Ff uot ofpreny1yAﬁcetwran1no] 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetr ahydr 0-1 Hcar bazol e-
3-carboxylic acid {(S)-2-nethyl-

- [ Lampourahyth o(RYy3-HB}-2-[2-(2-Fluoro- phenyl -acetylamino]-3-methyl-

(R -3 {(5)- 2- 1 2PN bR b BT A SRR e,

Facetyl am no] - 3- net hy

0-1 Hcar bazol e-
[(5-methyl- [ 1
C@\rﬁgrmylg butyl } - am de

| pent anoyl am nogarbazole-3- carboxyllc aC|d {(S)-2-methyl-1-[2- (tetrahydro pyran-

8-trifluoronet h){lyI efthyltﬁrogarlog% IT% try@ amm'f'é:ar bazol e-

\i“
mﬁ ﬁ

Compound 120 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-

carbazole-3-carboxylic acid [(S)-2-methyl-1-(tetrahydro-pyran-4-

ylthiocarbamoyl)-butyl]-amide

sape

PCT/EP2008/052640
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W@ kaokitemas banoyl ) - but yl ] - am deConpound 12 1

3-carboxylic acid [(S)-2-nethyl-
- (tetrahydro- pyran-4-

5-{(9)-2-[((R-3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am
noj - 3-

nmet hyl - pent anoyl am no} - 8- trlfPuoromst hyl -2,3,4,9-tetra
hydro-1 Hcar bazol e-

3- car bonyl ) - am no] - 3- net hyl - pent anoyl am no} - 2-

hydr oxy- benzoi ¢ aci d Conpound 122

(R) - 3- {(S) 2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
| pept ano

8-t qmpg%;cﬁﬂ%{] %1{(52 -2(BR) S-S 3-1(pdrBore-rheqy i aseylaminol-3-

3-carboxylic acmétHyl- @nthnoylammo} 8- trlfluoromethyl -2,3,4,9-tetrahydro-1H-

3-fl uoro-4-hydr henyl car bam
2( met hyl - but yl {C%ﬂ%ﬁ%(g % E» ])3 methyl-pentanoylamino}-2-

(R -3-{(9)-2- [Zh&o&oﬂb@fz@rcmwyl) acetyl am no] - 3- met hy
| pent anoyl am no} -

8-trifluoronethyl-2,3,4,9-tetra li/Fdro 1 Hcar bazol e-
3-carboxylic acid [(S)-] F
- (3- hydr oxy- 4- net hoxybenzylt '
2-met hyl - butyl ] -am deCon'poun 19
(R-3-{(9)-2-[2-(2- Fluorooo I)-agety LOW] - 3- et hy

| pent anoyl am no} - N
8-trifluoroneth A\‘%Etr 3t o- argazol e-
3-carboxylic aci o -~ OH

- hydr azi nocar bonyl - 2 nmet hyll butyl ) - am de Conpound 125
(R-3-{(S)-2-[2-(2-Fl uoro phenyl ) - acet yl am no] - 3- met hy
| pent anoyl am no} -
8-trifluoronmethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-

3- czorbpoynd t221c(R)-3-{(S)-21[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-

(3 ydroxy- 4. RUGRHEIN L DRGARAIYS 4 o etranyaro-tH.
(R) - 3-{(S) - 2- [ 2eqrRafdlerbroartmhrpivydcid HBR1Y3-Huometh@komt hy
| pent anoyl am nobﬁenylcarbamoyl)-Z-methyl-butyl]-amide

OH

Compound 123 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(3-hydroxy-4-methoxy-
benzylthiocarbamoyl)-2-methyl-butyl]-amide

PCT/EP2008/052640
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8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid

W@ e@BARMax0- pyrrolidin-3-yl)-am deConpound 127PCT/EP2008/052640

(S)-2-[((R-3-{(S)-2-[2-(2-Fl uor o- phenyl ) -acet yl anm no]
- 3- net hyl pent anoyl am no} - 192 -
8-trifluoromethyl-2,3,4,9-tet ahydro-l Hcar bazol e-

S- carbonyO am nol - S- net hyl - pentanoic acid 3-

i mdazol -1 -yl -propyl ester Conpound 128
(R-2-[((R-3-{(S)-2-[2-(2-Fl uor o- phenyl ) -acet yl am no]
- 3 nmet hyl pent anoyl am no} -

i fluor h r ah rhazol e-
BRRS 124 i B BRI TE EL AR 2e ogin B-methyl
' m dazol -1 -yl - pérqawdylaeﬁ.h@}rs @mmammm@% 4,6 trdnydro-1H-

){(2R) ot ﬁyP' but PR oo lcR0H ST v digpeATRon methyl

H-carbazol - 3- ybggn-baiiaey! } - 2- met hyl -butyl ) - carbam c
aci d benzyl esterConmpound 130 ((S)-IF
-{(S)-6,8-Dichloro-3-[(S-1
- (4- hydr oxy- benzyl car banoyl )
nmet hyl - but yl car banmoyl ]-2, 3,4
H car bazol - 3- yl car barmyl} 2-
acid benzyl ester Coffpoundnl3{1
(S)-2-[((R-3-{(9)- NRy Hen%)wagetwamno]
- 3- net hyl pent anoyl a }-0 A H
8-trifluoronethyl-2,3,4,9- tét\r|ahydr o/h Hcar bazol e-
S-car bonyO - am nol - S- met hyI pent anoi ¢ acid pyridin-4-
yl met hyl ester Conpound 132
(R-2-[((R-3-{(S)-2-[2-(2-Fl uoro- phenyl ) -acet yl anm no]
- 3- et hyl pent anoyl am no} -
8- tGamhpomd @i hiR)-3{(3)-2-[2+2-Eluoahpithnyl)-beklykanbiag -methyl-

- carbonyO- am ngJ & L Iy DML BRI SISl BXEH BickiH-

carbazole-3-carboxylic acid [(S)-1-(3-hydroxy-4-methoxy-

n

2
, 9-t
nme utyl) carbam c

phenylthiocarbamoyl)-2-methyl-butyl]-amide

Compound 126 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid ((S)-2-oxo-pyrrolidin-3-yl)-amide
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yl met hyl ester Conpound 133
2-[((R-3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no]-3-m

wetdgligame anoyl am no} - PCT/EP2008/052640

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-

S- car bonyO am nol - S- net hyl e anoic acid 2-

di nmet hyl am no-et hyl ester Con‘g und 134
(S)-2-[((R-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetyl am no]
- 3 met hyl pent anoyl am no} -

i fluoronet hyl -2 4,9-te dr o- rbazo
égquB Eo n@ ?si(@t%@l %i%??a%'af’@ %ﬂﬁ”bj' -goctylaminiol-3-methyl-
h dr oxy- 4- nmet ho é’nt&%%m 8-6flu SRS 3l85-tetrahydro-1H-
(R) 2-T1((R)- 3{5 % (az Fluor Wf)-acet Iyamno]
- 3- met hyl pent an g;ﬁl g carbonyl) ammo] -3-méthyl-pentanoic acid 3-
8-trifluoronet hy,l,,dgzoﬁvyj Bropgtdsdtydro- 1 Hcar bazol e-
S- car bony”-am noJ- S- net hyl - pentanoic acid 3-

hydr oxy- 4- met hoxy- benzyl ester Conpgund 136 [(S)-1I
-((S)-6, 8-Di chl oro-3-{(S) - 2- met HyT¢I

-[ (tetrahydro-pyran- 4-
yl met hyl ) - car banoyl ] - but yl car bﬁ'ﬁ'o 2,3,4,9-tetrahydr

0-1 Hcarbazol - 3- ylcarba yI thyI but yl ] - carbam c
aci d benzyl ester npou
(R)-3-{(9)- 2[2( |

. 3,

%{BE%J)@%W met hy
| pent anoyl am no}

8-trifluoronet hyI 4, 9 te rahyd@ Hcar bazol e-
3-carboxylic acid [(S) 2. rret yl - 1- (qui nol i n- 6-

yl car banoyl ) - butyl ] -am de Conpound 138

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy

| peCumpoyhdih2810{R)-2-[((R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-

8-tritluoromet hylsids Shahifo) & BNt 2 ERE REFR Gro-11-
carbazole-3-carbonyl)-amino]-3-methyl-pentanoic acid 3-
imidazol-1-yl-propyl ester

F e
O /w H

Compound 129 ((S)-1-{(R)-6,8-Dichloro-3-[(S)-1-(4-hydroxy-benzylcarbamoyl)-2-
methyl-butylcarbamoyl]-2,3,4,9-tetrahydro-1H-carbazol-3-
ylcarbamoyl}-2-methyl-butyl)-carbamic acid benzyl ester
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3-carboxylic acid [ (R -2-nethyl-1 -(quinolin-6-
yl car banoyl ) - but yl ] - am deConpound 139 [(S)-1

WO oB)1eB48- Di chl oro-3-{(S)-2-nmet hyl -1 PCT/EP2008/052640

-[ (t et rahydr o- pyr an- 4-

yl met hyl ) -t hi ocar banoyl | - but_%ggr banmoyl }-2,3,4,9-tetra
hydro-1 Hcar bazol -

3-yl carbanoyl ) - 2- et hyl - butyl ] -carbam ¢ aci d benzyl
ester Conpound 140 ((S)-1 -{(R-6,8-Dichloro-3-[(S)-1

-(4-h -3-meth henyl 1) -

! EAHROURAA b & DIcGToA0 G Hriphseyy-benzyicarbamoyi)-2-
1H car bazol - 3- y egiyPeimxhioarmof a4 o et atydires B -Baiagol-3-

acid ben zyl ester Conp

ound 14 1 (Sg-l , ,
-{(9)-6, 8-Di chl blp%{bgr_np(lg)?;rqethyl-buty )-carbamic acid benzyl ester
- (4- hydr oxy- 3- net hoxyphenyl car banoyl ) -
2- et hyl - but yl car banmoyl ] - 2, 3, 4¢ et jcahydr o-
1H car bazol - 3-yl car banoyl } - 2- net but yl ) - carbam c
acid ben zyl esterConpound 1424N
(R -3-{(S)-2-[2-(2-Fl uoro-phen
| pent anoyl am no} - g9

8-trifluoronet hyl~\2:3,2 N{_,eq\ e H\Q,JEN hazol e-
3-carboxylic acid ((S)-ﬁozo-pip ri 'inHrri de
Conpound 143 [(9S) - }ﬁ /dﬁ OH
-((R)-6,8-Dichloro-3-{(S)-2-nethyl -1

-[ (t et rahydro- pyr an- 4-
yl met hyl ) - car banoyl ] - but yI car banoyl } - 2, 3, 4, 9- t et r ahydr

o I’cﬁﬁ@ﬁ@@cf ?%1; , §)ﬂ£%§3ﬁ§%ﬁ%&-ﬁ%J%Yéﬁe%%ﬁé'cétyl%%ﬁ P38 Sethyl-
I( R)e - ?aﬁ g s? arzn L gpe_érﬂarﬁylla:mioe}p&&iﬁl;abbonmﬂatl‘?lwneﬂar@drmt+H\-y
8 trifl ur onet hé?rpiz,%‘?'ﬁj%f@é‘%’ ) RRURIS- T eRenIRngiGacid pyridin-4-

ylmethyl ester

~acetyl am no] - 3- net hy

Compound 132 (R)-2-[((R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-3-methyl-pentanoic acid pyridin-4-
ylmethyl ester
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3-carboxylic acid
[(S)-2-nmethyl-1-(N -phenyl hydrazi nocar bonyl ) -

wh eaogl1p74aéri deConpound 145 PCT/EP2008/052640

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} - 195
8-trif|uoronethyl-2,3,4,9-tet?ghydro-1 Hcar bazol e-
3-carboxylic acid ((S)-3-nethylsulfanyl-1 -

t hi ocar banoyl - propyl ) - am de Conpound 146
fg)eqﬂf)’raaéﬂqaﬁg,%g?-ﬁ(%R)Eg-?( SN SN R U R =
8-trifluoromet hpséntam%,léhniﬂo}L@trrﬂ@bbb%?hy_ithmgbétzaﬂyaro-1 H-
3-carboxylic acid [(S)-2-neth I-1-S%y|nolln-5- , ,

yl car banoy! ) - but§P§=osr @@r@@%@m zrpethyl-pentanoic acid 2-
(R) - 3-{(9) - 2- [ 2ditr&thyiainine-cityeBstk) - acet yl am no] - 3- met hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,4,9-tetrahydre-1 Hcarbazol e-
3-carboxylic acid [(S)-] F—¢&F
- (1 soqui nol i n-5-yl car banoyl ) - 2-
nmet hyl - but yl ] - am deConpound 148N

| pent anoyl am no} -
8-trifluoronethyl
3-carboxylic acid - met

-[ (2-tetrahydro- pyran- @\t

4-yl -acetyl am no) -net hyl ] - butyl } -am de Conpound 149

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

| pent anoyl am no} -

8- tCorhponamcb @4 h{8)-2[((R)B-8St-2{2-thlidow-dhergiabetylahino]-3-methyl-
3{ F?tr gg)r(glhlygr g?[Bgr}térﬁ]@én%hg}%-pr}ﬂlubljomethyl-2,3,4,9-tetrahydro-1 H-

4- car bonyl ) - am carbarid-Bydajbdoyi)amincd 18 Meth@epgmbanoit ddd 3-
(R-3-{(S)- 2-[ 2 & FlL U BNSALY 3fegt V! am nol - 3- met hy

| pent anoyl am noE1

Compound 135 (R)-2-[((R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carbonyl)-amino]-3-methyl-pentanoic acid 3-
hydroxy-4-methoxy-benzyl ester
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8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3-carboxylic acid {(S)-2-nethyl -

WO po8aamn@hol i n- 4-yl propi onyl am no) - PCT/EP2008/052640

nmet hyl ] - butyl } - am deConpound 15 1
(R-3-{(S)-2-[2-(2-Fl uoro- phqggl) acetyl am no] - 3- et hy
| pent anoyl am no} -

8-trifluoronethyl-2,3,4,9-tetrahydro- 1 Hcar bazol e-
3-carboxylic acid {(S)-1-[(3- im'dazol

:‘f‘gﬂ'ﬂﬁé&?_ légem (€ ? |‘§F5‘ 5, g chhloro 3-{( él 2- r%lé%h))lll # tetra%ydro -pyran-4-
(R) - 3-{ () - 2- [ 2R 2RSarRSyRRLU oA PR 1Sk -

| pent anoyl ani n
8-trifluoromet h%rbézoi%y'@”?%f‘?%%meg‘yi buiyHicgagigacid benzyl
3-carboxylic acgslef{ (S)-2-nethyl -

-[ 3- (t et rahydr o- pyr an-
4-yl met hyl ) -urei donmet hyl ] - butyl } - a
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl )
| pent anoyl am no} -
8-trifluoronethyl -@\/9 tetrg
3-carboxylic acid meghyll- 3.
- (2-tetrahydro- pyr ar- % H\)\ K N /\O
4-yl -acetyl am no) - butyl ] - aJm Corrpo@m 541
(R -3-{(S)-2-[2-(2-Fl uoro- phenyl ) - acegg/\lkpm noj - 3- et hy
| pent anoyl am no} -
8-trifluoromethyl-2,3,4,9-tetrahydro-1 Hcar bazol e-
3- cGorbpoynd t3Ac(R)-3-{(S)-2224@Fhugto-ghenyl)-acetylamino]-3-methyl-

-Cg%gbrnghyl/grso pgel’ﬁanoylammg}bg?r}flu%rometﬁ]ycl)]Z,fyb){etiahyg}od%

(R) - 3-{(9) - 2- [ 2edrBatdlerBroarhuxglitydcid BEp2-yhaimglebuiBolimeéhy
| pent anoyl am no} - | .

8-trifluorometh F@@?@%?'Qngﬁﬂgﬁiﬁdr 0-1 Hcar bazol e-
3-carboxylic acid E
[(S)-2-nethyl-1-(3-norpholin-4-ylp
butyl ] -am de

C
Compound 153
| am no] - 3- et hy

-1 Hegar bazol e-
H

Fonyl am no) -

Compound 138 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(R)-2-methyl-1-(quinolin-6-
ylcarbamoyl)-butyl]-amide
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Compound 156
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

WO p@atiemag | am no} - PCT/EP2008/052640

8-trifluoronethyl-2,3, 4, 9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid [(S)- 1 7

- (3-imdazol - 1-yl propi onyI ami no) -

2-met hyl - butyl ] -am deConpound 157

(R -3-{(S)-2-[2-(2-Fl uoro-phenyl ) -acetyl am no] - 3- net hy
| pent anoyl am no} -

8- trifluoromsthyl 2,3,4,9-tetrahydro-1 Hcarbazol e-

3[ g&{rggt)ﬁ% g%, g@) 6,8 I5Ecthroy ro- 3]{ -2-methyl-1-[(tetrahydro-pyran-4-

4-yl met hyl') - ur eyld@I Lthwbérbambpll b@l&ﬁﬁb@ﬁ%yL}@&Agtetrahydro 1H-

(R-3-{(9)- 2[2 % yor o- hen% ace H1 q} lgg

| pent anoy| ami no$a" azol-3-ylcarbamo methy uty carbamic aC|d nzyl

8-trifluoromet hydter, 3, 4, 9-tetrahydro-1 Hcar bazol e-

3-carboxylic acid ((R)-2-nethyl-
{[ (tet rahydro pyr an-

159
(R-3-{(S)-2-[2-(2-F uoro-phenyl ) ac am no] - 3- net hy
| pent anoyl am no} -
8-trifluoronethyl-2,3,

3-carboxylic acid {(S)-l-[l\r drgxy /Q\Q

hydr azi nocar bonyl ] - 2- met hyl - w/gam d und 16

(R -3-{(S5)-2-[2-(2-Fl uoro- phenyl cetyl am nd] - 3- net hy

| pent anoyl am no} -

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid {(S)-1-[ N -(4-nethoxy-phenyl) -

hy dampowuch i 40 n{(5)-1 2Ryed, BridichibonoBH}S) a‘rﬂ@@o@w@meﬁwox& 1
(R-3-{(9)-2-[2 r _
| pent anoyl ani no?rq&yﬁa%oang)oyﬂrbe%lw &?t%é’ b%#ﬂo{)ﬁﬂz 34 ﬁét@ﬁydro
8-trifl uoromet hyH-c2rizdl-ByicatraaloyH2endthiddataeaybamic acid ben-

3-carboxylic ac%yg oster
{(S)-1-[N -(3-hydroXy- 4- net hoxyben&yl ) -

Compound 141 ((S)-1-{(S)-6,8-Dichloro-3-[(S)-1-(4-hydroxy-3-methoxy-
phenylcarbamoyl)-2-methyl-butylcarbamoyl]-2,3,4,9-tetrahydro-
1H-carbazol-3-ylcarbamoyl}-2-methyl-butyl)-carbamic acid ben-
zyl ester
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hydrazi nocar bonyl ] - 2-met hyl - but yl } - am de Conpound 162
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy

WO p@atiemag | am no} - PCT/EP2008/052640

8-trifluoronethyl-2,3,4,9-tetrahydro-1 Hcarbazol e-
3-carboxylic acid
{(S)-1-[N -(4-hydroxy- 3-net hoxybenzyl ) -
hydr azi nocar bonyl ] - 2- et hyl - but yl } - am deConpound 163
(R) 3-{(S)-2-[2-(2-Fl uoro-phenyl)-acetyl am no] - 3- net hy
(Ft anoyl(grri no{ﬁ- _
IMPRERDHEE hiP)-21(8)2;[(3-EluPEaRRAny)-PerlyRmiRgls) - ethyl-

3 carboxylic aCb%tﬁrﬁo@)anhmo} 8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
-(N -acetyl - hydrazi nocar bonyl I)C ac%d (rzg} hy - but tyl]-anm de

Conpound 164 Coﬁif@@ﬁ‘ﬂlp $esgrooxyli 220X0- plper|d|n3yl) amlde
(R -3-{(S)-2-[2-(2-Fl uoro-phenyl) -acet yILam noj - 3- net hy

| pent anoyl am no} - F =
8-trifluoronethyl-2,3,4,9-tetrahydro-1\Hcar bazol e-
3-carboxylic acid {(S)-1-[N -(4- hqullro
hydr azi nocar bonyl ] - 2- met hyl - but yl } 2'@m
claimed in any of clains 1 to 9, wrerelin the
internediate dose is fa total, nof

of 10 ng to 150 ny LH
nmont hly dose in the HRH
ant agoni st, nore preferabl§ tal rfbnt dose in
t he range of 10 ng to 40 ng LHRK ant agoni sts, nore
prefi erably a total nonthly dose in the range of 40

T gl ) R0 bR LS B ELSH Al fpans
t agoni S]E s60m)r eylmeafy@rcmWaynwll_]fmﬁMarhwinmth]-&,Bﬁho@'rmtriahydrbe H-
referabl y a CordpHRbaTRA R E S M Bl SgtaR deo eney
ng, 40 ny, 60 ngste®O ng, 120 ny, 130 ng or 150 ng LHRH
ant agoni st.

| a total

Compound 144 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-2-methyl-1-(N'-phenyl-
hydrazinocarbonyl)-butyl]-amide
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11. The use as clainmed in any of clainms 1 to 10,
wherein the total nonthly dose is to be adm ni stered

w@g2008ne7486 ngl e nont hl'y adm ni strati on or i s toPGEEP2008/052640

adm nistered twice a nonth (preferably biweekly),
three-tinmes a nonth or four- ﬁgges a month (preferably
weekly). 12. The use as clai inany of clains 1 to
9, wherein the internediate dose is a s in gle or

mul tiple daily dose of O, 1 ng to 250 ng LHRH

ant agoni st. .a sin e dai |y dose to

ﬁﬁﬂew i a@%%?@? 24e Eyp@ oY %ﬁtylﬁm"ec?lpﬁ-@ng%e
of 50 ng to 150 &Qaﬁdﬁrhlaa}twmnbﬁin@myla B4 gqét&ar%ro 1H-
mul tiple daily dose

ant agoni st , F%rpﬁqu?lé @f%b"@ wdnﬁﬁ} ?l”ﬁﬁt'éy'ggfaw Yose

is admnis ter eghicufian®yepdpyl)-akiide days, three days,
four days, five days, six days or nore days, 1 week, 2

weeks, 3 weeks, 4 weeks, 5 weeks, B4weks or nore

meeks, 1 nDnths, 2 nmonths, 3 nDnths 4~ mont hs, 5

nmont hs, 6 nonths or nore nnnths, n the

adm ni stration of each single or ti pl.e dose can be
foll owed by a treat nt-frqy peri.od ne day, two
days, three days, f days, I we i days or
nore days, 1 week, eks, ek®  &weeks, 5 weeks,

6 weeks or nore weeks, 1 nonth 2 nonths, 3 nonths, 4
nmont hs, 5 nmonths, 6 nonths or m)re nmont hs. 13. The use
as clainmed in any of clains 1 to 11, wherein the at

| eaGdmpound H8 (R)FB-{(8381i2-62-Fiusrd-phdng|)adeiyinsnredethyer
a treatnent period of 1 .0r nt hs Il

et mentnt oo, Baftadiyiping-EyRaoe oAty Bro-1h-
preferably 2 noocdrbazae-3sarmnylitsadidis)-2-nesyke Auinolin-5-

cycle).14. The use as c din any of clains 1 to
11, 13, wherein’ el BT gl P

CRbaRt

ﬁﬁ\'

Compound 147 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(isoquinolin-5-ylcarbamoyl)-2-
methyl-butyl]-amide
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antagonist is to be admnistered in a dose of: - 5 ny
LHRH ant agoni st four-tinmes a nonth (preferably weekly)

wo@rooBhoRes ti nes a nonth or twice a nonth (prefPCHBP3008/052640

bi weekly), or - 10 ng LHRH antagoni st four-tinmes a
nonth (preferably weekly) or_\%é ree-times a nonth or
twice a nonth (preferably bi kly), or - 15 ng LHRH
antagoni st four-tines a nonth (preferably weekly) or
three times a nonth or twice a nonth (preferably

ekl LHRH ?ntagonr st four-tines

Smpsis Dha o (5 B EyR o Rore ) resy artieahmethy-
tWI Ce a nonth (pérﬂé@crwﬁwo}bs wmels.loyaethm 34 §Qetrﬁh bthHr

ant agoni st as one sing Ieamnrstraéﬁ fol | owe 30
my LHRH ant agonfaPazale-giarammin aeihdm-Aimatndr’r [&%teﬂr ydro-pyran-
weeks | ater, Or 4-y|-8€tyTHmlnoRMeA)aaM-SrhideW ce a nont h
(preferably biweekly), over a treatnent period of 1 or
2 nonths followed by a treatnment-fgree period of 1, 2,
3, 4 or 5 nonths, preferably 2 m s or 5 nonths (one
treatnment cycle). 15. The use as,_C g\ned in any of
claims 13 to 14, wherein the treat t cycleisre
nent fr i.od of

) S, R N\)ALC
three-tines, four ES) fiEvettifes or Wontin ously
(chronic treatnent erei n each respective
succeedi ng treatnment cycle can be identical or differ
ent to each respective precedi ng treatnment cycle. 16.
TheCampowrsd tdRi (ReB-{(8)-a1i8-(DFluoctapmsyl)-acetylBminaifemethyl-

cact ration et bR ECEELMbeRmeRu B SRETAGaR By

equal or carbazole-3-carboxylic acid ((S)-2-methyl-1-{[(tetrahydro-pyran-

4-carbonyl)-amino]-methyl}-butyl)-amide

Compound 150 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(3-morpholin-4-yI-
propionylamino)-methyl]-butyl}-amide
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below 1,2 ng/nm, preferably 0,5 ng/nL. 17. The use as
clainmed in any of clains 1 to 16, where such

wore@Baermnt conprises at | east one additional PCT/EP2008/052640

pharmacol ogi cal | y active substance.18. The use as
claimed in any of clainms 1 tgy17 wher e the nedi canment
is applied b e fore and/or duplng and/ or after
treatment with at |east one additional pharnacol og
cally active substance. 19. The use as clainmed in any
of clainms 17 to 18, where such at |east one additiona
phar macol ogi cal |y active substance is selected from

the nsi oth nuscle relaxants,
Tettopotnd 185,70 e ke ERBiphanberebRa iz et

n ticholinergi Cpé\ﬁ@ﬁﬁyfﬁamlﬁbl}sslﬂrﬁlluﬁﬂo@nei‘lg&&}d 4:bqétirmdro-1H-

recept or ant agoni tric C||l C a@{ ants,

CaIC|un1antagonF§'aﬂ&%?&a X )-CAiSdmidAzeh ke
bl ockers, Cal ci pispRganrtio)aesthyRL-Gicthyl- Botqu.@én

ant agoni st s, PotaSS|un1agon|sts Pot assi um channe
bl ockers, Potassi um channel activators,
alpha-adrenergic recept or ant agoFat-st s,

al pha- bl ockers, al pha-adrenorecept nt agoni st s,
b3- adr enor ecept or ago ni sts, oids, vanilloid
receptor antagoni sts, botulig 20. The use
as clainmed in any g aj = e _such at
| east one addit i micolﬁogi I amct ey
substance is sel ected frof the group consisti gy of :
"oxybutynin, flavoxate, propantheline, dicyclom ne,

tol terodi ne, darifenancin, solifenancin, trospium
chl@mpleynd &5t (R)eRH(Bp2-[2 m Habenpltiny|)-adeSiplabiito]-3-methyl-

pravosin. & amsupaumanbEEEERERtn AN TS SRR TS
resi ni f er at oxi ncarbatak-Brrarbaxglid acio (EROR@hYI-1-[3-(tetrahydro-pyran-
4-yImethyl)-ureidomethyl]-butyl}-amide

N\)’\ <A A
5 /\I i Hn

Compound 153 (R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-2-methyl-1-(2-tetrahydro-pyran-
4-yl-acetylamino)-butyl]-amide
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Compound 154

Compound 155

Compound 156
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(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-2-methyl-1-[(tetrahydro-pyran-4-
carbonyl)-amino]-butyl}-amide

(0]
H H H
N\)I\N\ v N N\'(O
H

o/\l o/i\|o

(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-

carbazole-3-carboxylic acid [(S)-2-methyl-1-(3-morpholin-4-yl-

propionylamino)-butyl]-amide

(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(3-imidazol-1-yl-
propionylamino)-2-methyl-butyl]-amide
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Compound 157

Compound 158

Compound 159
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(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(R)-2-methyl-1-[3-(tetrahydro-pyran-
4-ylmethyl)-ureido]-butyl}-amide

(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid ((R)-2-methyl-1-{[(tetrahydro-pyran-
4-ylmethyl)-carbamoyl]-methyl}-butyl)-amide

O XYY

(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[N'-(4-hydroxy-phenyl)-
hydrazinocarbonyl]-2-methyl-butyl}-amide
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Compound 160

Compound 161

Compound 162
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(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[N'-(4-methoxy-phenyl)-
hydrazinocarbonyl]-2-methyl-butyl}-amide

(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[N'-(3-hydroxy-4-methoxy-
benzyl)-hydrazinocarbonyl]-2-methyl-butyl}-amide

(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[N'-(4-hydroxy-3-methoxy-
benzyl)-hydrazinocarbonyl]-2-methyl-butyl}-amide
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Compound 163

Compound 164

Compound 165
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(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid [(S)-1-(N'-acetyl-hydrazinocarbonyl)-
2-methyl-butyl]-amide

(R)-3-{(S)-2-[2-(2-Fluoro-phenyl)-acetylamino]-3-methyl-
pentanoylamino}-8-trifluoromethyl-2,3,4,9-tetrahydro-1H-
carbazole-3-carboxylic acid {(S)-1-[N'-(4-hydroxy-benzoyl)-
hydrazinocarbonyl]-2-methyl-butyl}-amide
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The use as claimed in any of claims 1 to 9, wherein the intermediate dose is a total
monthly dose in the range of 10 mg to 150 mg LHRH antagonist, preferably a total
monthly dose in the range of 10 mg to 120 mg LHRH antagonist, more preferably a
total monthly dose in the range of 10 mg to 40 mg LHRH antagonists, more pref-
erably a total monthly dose in the range of 40 mg to 150 mg LHRH antagonists,
more preferably a total monthly dose in the range of 60 mg to 150 mg LHRH an-
tagonists, more preferably a total monthly dose in the range of 60 mg to 120 mg
LHRH antagonists and most preferably a total monthly dose of 10 mg, 20 mg, 30
mg, 40 mg, 60 mg, 90 mg, 120 mg, 130 mg or 150 mg LHRH antagonist.

The use as claimed in any of claims 1 to 10, wherein the total monthly dose is to be
administered as one single monthly administration or is to be administered twice a
month (preferably biweekly), three-times a month or four-times a month (preferably

weekly).

The use as claimed in any of claims 1 to 9, wherein the intermediate dose is a sin-
gle or multiple daily dose of 0,1 mg to 250 mg LHRH antagonist, a single or multiple
daily dose of 1 mg to 60 mg LHRH antagonist, a single daily or multiple dose of 50
mg to 150 mg LHRH antagonist or a single or multiple daily dose of 50 mg, 75 mg
or 150 mg LHRH antagonist, wherein the single or multiple daily dose is adminis-
tered over one day, two days, three days, four days, five days, six days or more
days, 1 week, 2 weeks, 3 weeks, 4 weeks, 5 weeks, 6 weeks or more weeks, 1
months, 2 months, 3 months, 4 months, 5 months, 6 months or more months,
wherein the administration of each single or multiple dose can be followed by a
treatment-free period of one day, two days, three days, four days, five days, six
days or more days, 1 week, 2 weeks, 3 weeks, 4 weeks, 5 weeks, 6 weeks or more
weeks, 1 months, 2 months, 3 months, 4 months, 5 months, 6 months or more

months.

The use as claimed in any of claims 1 to 11, wherein the at least one LHRH an-
tagonist is to be administered over a treatment period of 1 or 2 months followed by
a treatment-free period of 1, 2, 3, 4 or 5 months, preferably 2 months or 5 months
(one treatment cycle).
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14. The use as claimed in any of claims 1 to 11, 13, wherein the at least one LHRH
antagonist is to be administered in a dose of:

- 5 mg LHRH antagonist four-times a month (preferably weekly) or three-times a
month or twice a month (preferably biweekly), or

- 10 mg LHRH antagonist four-times a month (preferably weekly) or three-times a
month or twice a month (preferably biweekly), or

- 15 mg LHRH antagonist four-times a month (preferably weekly) or three-times a
month or twice a month (preferably biweekly), or

- 30 mg LHRH antagonist four-times a month (preferably weekly) or three-times a
month or twice a month (preferably biweekly), or

- 60 mg LHRH antagonist as one single administration followed by 30 mg LHRH

antagonist as one single administration two weeks later, or
- 60 mg LHRH antagonist twice a month (preferably biweekly),

over a treatment period of 1 or 2 months followed by a treatment-free period of 1, 2,
3, 4 or 5 months, preferably 2 months or 5 months (one treatment cycle).

15. The use as claimed in any of claims 13 to 14, wherein the treatment cycle is re-
peated after the end of the treatment-free period of the preceding treatment cycle
once, twice, three-times, four-times, five-times or continuously (chronic treatment)
and wherein each respective succeeding treatment cycle can be identical or differ-
ent to each respective preceding treatment cycle.

16. The use as claimed in any of claims 1 to 15, wherein the chemical (hormonal) cas-
tration is a testosterone castration referring to a testosterone blood level of equal or
below 1,2 ng/mL, preferably 0,5 ng/mL.

17. The use as claimed in any of claims 1 to 16, where such medicament comprises at
least one additional pharmacologically active substance.
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The use as claimed in any of claims 1 to 17, where the medicament is applied be-
fore and/or during and/or after treatment with at least one additional pharmacologi-
cally active substance.

. The use as claimed in any of claims 17 to 18, where such at least one additional

pharmacologically active substance is selected from the group consisting of:
*smooth muscle relaxants, bladder relaxants, bladder smooth muscle relaxants, an-
ticholinergic agents, muscarinic acetylcholine receptor antagonists, tricyclic antide-
pressants, Calcium antagonist, Calcium agonist, Calcium channel blockers, Cal-
cium channel activators, Potassium antagonists, Potassium agonists, Potassium
channel blockers, Potassium channel activators, alpha-adrenergic receptor antago-
nists, alpha-blockers, alpha-adrenoreceptor antagonists, B3-adrenoreceptor ago-

nists, vanilloids, vanilloid receptor antagonists, botulinum toxins”.

The use as claimed in any of claims 17 to 19, where such at least one additional
pharmacologically active substance is selected from the group consisting of: “oxy-
butynin, flavoxate, propantheline, dicyclomine, tolterodine, darifenancin,
solifenancin, trospium chloride, fesoterodine, imidafenacin, PSD-506, imipramine,
terodiline, terazosin, phenoxybenzamine, prazosin, tamsulosin, ritobegron, YM-178,
solabegron, resiniferatoxin, botulinum toxin A (BOTOX)".



