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The present invention relates to conpounds having

general Fornmula (lI) or a pharmaceutically acceptable

salt thereof. In this formula RL is Hor (1-4C) al kyl;
(I2RNTEBNATDOOMNFRABPLOCATIS{ EY B2 SHED URBER SHEPAYENTACPRERAIIONTREATY (PCT)

-OR16; R4 is H (1-4C) al f?ﬁ;\"}x OR16; R6 is Hor
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n|tr F (2- 60 al kenvyl .

(51) Inte%lon@@éﬂt'@alsmﬁcﬁioﬂ optional |y SUW‘JI'&&L&%%W R BMNS40 BH Oss (NL).
chvpdymyloosal) halegsmn pdseter 0) ar yl pursHMANg Radidk, X hristian [NL/NL]; N.V. Organon,
AglEbgE 2000t Wi t h cyano, hal ogen, I((l-BoAE)ElBG}(D BH Oss (NL). MAN, Adrianus,

Stellnta ut e 1 at hal oges=s F(ter aglonali%ighcatlon Number

@1) I&Jnaﬁ@aﬁzl%ﬁééé{on Nuhp4©) al koxy(1-4C) alfek ] N.V. Orff‘“‘;“ (1;0 Box
N %P2OOMS'K§6@) R2 M rtln a 11322 3’0 Iil(f?;z;

(22) Inte Wn 'Dager -NHS(O)2R21 R9 isy R 19es [GB/NL]; N.V.
"(t-}[ ﬁl OthlﬂébQ:Q:%%doy(l%&%JﬁleUt Bé‘% 2@@1@@340 s§\IL) DOKTER,

or (1-40 al leuhh H'e){aﬂ'lko ABdaham [NL/NL]; N.V. Organon,

(25) F’d“lglzﬂ',%“ﬁekyl R13 is H (286 al kylo. BixabogemiosH dsoNmy | ;
(26) PRLéhtmﬁLahguagaal ogen, cyano,bnfiir 4@)aldey! VAN REABBEEK @OV, 6., F.; PO. Box 20,
a0 i) Bt Or (hetero)aryl; R15 is HL-{310BI5G) @llkyl ,

of(lal-oﬁ;@) al kamy&biua& ﬁ)ﬂﬁ(@ (ﬁb(g’()y)nytp &)Z)e@@)a&ﬂ Ktyﬂes, (unless otherwise indicated, for every

% (9 ) l? ’y[; kind of national protection available): AE, AG, AL, AM,
(71) App icant (for‘a deszgna ed States except US): AKZO AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,
NOBEL N.V. [NL/NL], Velpelweg 76, NL-6824 BM Arn- CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FL
hem (NL). GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, IP, KE,
(72) Inventors; and KG, KM, KN, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV,
(75) Inventors/Applicants (for US ornly): PLATE, Ralf LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NG, NI,
[DE/NL]; N.V. Organon, P.O. Box 20, NL-5340 BII NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG,
Oss (NL). ZAMAN, Guido, Jenny, Rudolf [NL/NL]; SK, SL, SM, §Y, TJ, TM, TN, TR, TT, TZ, UA, UG, US,
N.V. Organon, P.O. Box 20, NL-5340 BH Oss (NL). UZ, VC, VN, YU, ZA, ZM, 7ZW.
HERMKENS, Pedro, Harold, Han [NL/NL]; N.V. (84) Designated States (unless otherwise indicated, for every
Organon, P.O. Box 20, NL-5340 BH Oss (NL). JANS, kind of regional protection available): ARIPO (BW, GH,
Christiaan, Gerardus, Johannes, Maria [NL/NL]; GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
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(54) Title: NON STEROIDAL GLUCOCORTICOID RECEPTOR MODULATORS

(57) Abstract: The present invention relates to compounds having
general Formula (I) or a pharmaceutically acceptable salt thereof. In
this formula R; is H or (1-4C)alkyl; R, is -C(O)R;s or -S(O)2R;s; R;
is H, (1-4C)alkyl or -ORy¢; Ry is H, (1-4C)alkyl or -ORy4; R is H or
-C(H)NORy¢; R; is H or halogen, cyano; (1-6C)alkyl, (2-6C)alkenyl
or (2- 6C)alkynyl, all three optionally substituted with OH, halogen
or NH, ;-C(H)NORy4, - ORy4, -C(O)Ry4, or -C(O)ORys; Rg is H,
cyano, halogen, nitro; (1-6C) alkyl, (2- 6C)alkenyl, (2-6C)alkynyl
or -O(1-6C)alkyl, all optionally substituted with amino, hydroxyl
or halogen; (hetero)aryl, optionally substituted with cyano, halogen,
(1- 4C)alkyl, (1-4C)alkoxy, (1-4C)alkoxy(1-4C)alkyl; -C(O)Rys,
-C(O)ORy5, -C(O)NHRy;, -NHC(O)R,y, -C(1-4C)alkylNORy;
-C(H)NORy, or -NHS(O),R,1; Ry is H, halogen, cyano or (1-4C)alkyl
optionally substituted with halogen; Ripis H or (1-4C)alkyl; Ry; is
H; Ry, is H, cyano or (1-4C)alkyl; Ry3 is H, (1-4C)alkyl, halogen
or formyl; Ry, is H, halogen, cyano, (1-4Calkyl, (2-6C)alkenyl,
C(O)R;,; or (hetero)aryl; Rys is H; (1- 6C)alkyl, (2-6C)alkenyl,
(2-6C)alkynyl,-O(2-6C)alkyl, -O(2-6C)alkenyl or -O(2- 6C)alkynyl, all optionally substituted with one or more OH, halogen, cyano
or (hetero)aryl, (hetero)aryl, optionally substituted with (1-4C)alkyl, halogen, cyano, nitro or amino, NH2, (di)(1-4C)alkylamino,
(14C)alkyl(1-4C)alkoxyamine, (1- 4C)alkylt hio(1-4C)alkyl or (1-4C)alkoxy(1-4Calkyl; Ry¢ is H, (1-6C)alkyl, (2- 6C)alkenyl or
(2-6C)alkynyl; Ry; is H, (1-6C)alkyl, optionally substituted with halogen, (1-4C)alkoxy or (hetero)aryl, optionally substituted with
halogen, (1-4C)alkyl or (1- 25 4C)alkoxy; (3-6C)cycloalkyl or (hetero)aryl, optio nally substituted with halogen, (1- 4C)alkyl or
(14QC)alkoxy; Rig is H, NH2, C(O)Ry; or (1-4C)alkyl, optionally substituted with OH, halogen, cyano or -S(1-4C)alkyl; Ry is
H or (1-6C)alkyl, optionally substituted with OH or halogen; Ry is H, (1-6C)alkyl or (2-6C)alkenyl, both optionally substituted
by halogen, O(1-6C)alkyl, (hetero)aryl, optionally substituted with (1- 4C)alkyl or halogen; (3-6C)cycloalkyl; (1-6C)alkoxy;
(1-6C)alkenyloxy; or (hetero)aryl, optionally subst ituted with (1-4C)alkyl); NH2, -NH(1-6C)alkyl or -NH(hetero)aryl and R21 is
H or (1-6C)alkyl. The present invention also relates to pharmaceutical compositions comprising said compounds and the use of
these derivatives to modulate glucocorticoid receptor activity.
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or -Q(2- 6C)al kynyl, all optionally substituted with
one or nore OH, hal ogen, cyano or (hetero) aryI
(hetero)aryl, optionally substituted w
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publisieds- 4C) al kyl or (1- 25 4C)al koxy; (3-6C)cycl oal kyl or

—  wighetetigyatayd reppti 0 nal ly substituted w th hal ogen,

(1- 40 alkyl or (1-4C)al koxy; R18 is H NH2, C(OR21
or (1-4Cal kyl, optionally substituted with OH,

hal ogen, cyano or -S(1-4Calkyl; R19 is H or

(1-6C)al kyl, optionally substituted with CH or

hal ogen; R20 is H, (1-6C)al kyl or (2-6C)al kenyl, both
optionally substituted by hal ogen, Q(1l-6C) al kyl,
(hetero)aryl, optionally substituted with (1- 4C)al kyl
or hal ogen; (3-6C)cycloal kyl; (1-6C)al koxy;

(1-6C) al kenyl oxy; or (hetero)aryl, optionally subst
ituted with (1-4C)al kyl); NH2, -NH(1-6C)al kyl or

-NH( hetero)aryl and R21 is H or (1-6C)al kyl. The
present invention also relates to pharmaceuti cal
conposi tions conprising said conpounds and the use of
t hese derivatives to nodul ate gl ucocorticoid receptor
activity.



