The present
formula (1),
treatment and/ or prophyl axi s of physi ol ogi cal

I nvention relates to pyridopyrimdine derivatives according to
as autotaxin inhibitors and the use of such conpounds for the

and/ or pat hophysi ol ogi cal

condi t i ongz) IVERSRATIONEL Qﬁklﬁe&jﬂomdl}lﬁ@lﬁd) @ﬁdfnqmp’rwmgab@d:nhymmms adr)

| ysopho

ﬁ@*\%rpcla

particu

(ingtmlﬁ 15 é[?elr% cﬁ»”%/lz%[mn

(43) International Publication Date
10 June 2010 (10.06.2010)

S Yoot S bt R o

(10) International Publication Number

WO 2010/063352 Al

(51) International Patent Classification: (74) Agent: MERCK PATENT GMBH; Frankfurter Strafie
CO7D 471/04 (2006.01) A61K 31/519 (2006.01) 250, 64293 Darmstadt (DE).

ABIP 37/00 (2006.01) (81) Designated States (unless otherwise indicated, for every

(21) International Application Number: kind of national protection available): AE, AG, AL, AM,

PCT/EP2009/007876 AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,

. o CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO,

(22) International Filing Date: DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
3 November 2009 (03.11.2009) HN, HR, HU, ID, IL, IN,, IS, JP, KE, KG, KM, KN, KP.

(25) Filing Language: English KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD,
) ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI,

(26) Publication Language: English NO, NZ, OM, PE, PG, PH, PL, PT, RO, RS, RU, SC, SD,

(30) Priority Data: SE, SG, SK, SL, SM, ST, SV, SY, TJ, TM, TN, TR, TT,
08020824.2 1 December 2008 (01.12.2008) EP TZ,UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.

(71) Applicant (for all designated States except US): MER- (84) Designated States (unless otherwise indicated, for every
CK PATENT GMBH [DE/DE]; Frankfurter Strasse 250, kind of regional protection available): ARIPO (BW, GH,
64293 Darmstadt (DE). GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,

ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ,

(72) Inventors; and TM), European (AT, BE, BG, CH, CY, CZ, DE, DK, EE,

(75) Inventors/Applicants (for US only): SCHIEMANN, Kai ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,
[DE/DE]; Am Roedergraben 8, 64342 Secheim-Jugen- MC, MK, MT, NL, NO, PL, PT, RO, SE, SL, SK, SM,
heim (DE). SCHULTZ, Melanie [DE/DE]; Heinrich TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW,
Fuhr Strasse 17, 64287 Darmstadt (DE). STAEHLE, ML, MR, NE, SN, TD, TG).

Wolfgang [DE/DE]; Neuweg 14c¢, 55218 Ingelheim (DE). Published:

KOBER, Ingo [DE/DE]; Lahnstrasse 35, 64521 Gross-
Gerau (DE). WIENKE, Dirk [DE/DE]; Olbrichweg 29,
64287 Darmstadtt (DE). KRIER, Mireille [LU/DE];
Wittmannstrasse 19, 64285 Darmstadt (DE).

with international search report (Art. 21(3))

(54) Title: 2, 5-DIAMINO-SUBSTITUTED PYRIDO [4, 3-D] PYRIMIDINES AS AUTOTAXIN INHIBITORS AGAINST
CANCER

R1\N,R2
N° XY SN
R4
\ )I\ N
Ar N~ N R3
n
R6 RS

20107063352 A1 I 00 O 010 RO 00 0

(57) Abstract: The present invention relates to pyridopyrimidine derivatives according to formula (I), as autotaxin inhibitors and
the use of such compounds for the treatment and/or prophylaxis of physiological and/or pathophysiological conditions, which are
o caused, mediated and/or propagated by increased lysophosphatic acid levels and/or the activation of autotaxin, in particular of dif-
ferent cancers.
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