Formul a |

CR7 and X2

(la and I b) conmpounds wherein (i) X1 is Nand X2 is S,
(i) XL is Nand X2 is NRz2,
or (v) X1 is CR7 and X2 is NR2,

is S,

i ncl udi ng st ereoi soners,

(iv) X1 is CR7 and X2 is O
t aut oners,

met abol i t@s ImNph@ma@em&:&ﬁbN Yusasiaf e 13alph e hes@aira Tenerris et wcrf or

|nh|b|t

i pi d k<%

u5|ng conpounds of Fornu

pat hol ogi cad Decsnber 20A402. - 2018) scl osqeo

wo 20107136491 A1 I 10KV OO

QVO ['Pdelllg

ases

uall!’ SOffI’ I antlzaf)on

f or in

,, T T

I n éb i rn@ﬁ'&ai “éa\/lgn ﬁﬁ,ﬁQPOSI S, |
30107135491 A?lisomate

(51

eay)

(22)

(25)
(26)
(30)

1

(72)
(73)

International Patent Classification:

CO7D 487/04 (2006.01) A61K 31/519 (2006.01)
CO7D 495/04 (2006.01) A61K 31/52 (2006.01)
CO7D 513/04 (2006.01) AG61P 37/00 (2006.01)

International Application Number:
PCT/EP2010/057244

International Filing Date:

26 May 2010 (26.05.2010)
Filing Language: English
Publication Language: English
Priority Data:
61/181,458 27 May 2009 (27.05.2009) Us

Applicant (for all designated States except US): F.
HOFFMANN-LA ROCHE AG [CH/CH]; Grenzacher-
strasse 124, CH-4070 Basel (CH).

Inventors; and

Inventors/Applicants (for US only): CASTANEDO,
Georgette [US/US]; 1320 Woodside Road, Redwood
City, California 94061 (US). GOLDSTEIN, David,
Michael [US/US]; 7045 Huntsfield Court, San Jose, Cali-
fornia 95120 (US). KONDRU, Rama, K. [IN/US]; 33
Gatheringhill Court, Morris Plains, New Jersey 07950
(US). LUCAS, Matthew, C. [GB/US]; 41 Wayland
Drive, Verona, New Jersey 07044 (US). PALMER,
Wylie, Solang [US/US]; 26 Normandy Heights Road,
Morristown, New Jersey 07960 (US). PRICE, Stephen
[GB/GB]; 8/9 Spire Green Centre, Flex Meadow, Harlow
Essex CM19 5TR (GB). SAFINA, Brian [US/US]; 1280
Woodside Road, Redwood City, California 94061 (US).
SAVY, Pascal, Pierre, Alexandre [FR/GB]; 8/9 Spire
Green Centre, Flex Meadow, Harlow Essex CM19 5TR
(GB). SEWARD, Eileen, Mary [IE/GB]; 8/9 Spire Green

74

62y

84)

Centre, Flex Meadow, Harlow Essex CM19 5TR (GB).
SUTHERLIN, Daniel, P. [US/US]; 1244 Cortez Avenue,
Burlingame, California 94010 (US). SWEENEY,
Zachary, Kevin [US/US]; 143 King Street, Redwood
City, California 94062 (US).

Agent: HEIROTH, Ulrike;
CH-4070 Basel (CH).

Grenzacherstrasse 124

>

Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,
CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO,
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP,
KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD,
ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI,
NO, NZ, OM, PE, PG, PH, PL, PT, RO, RS, RU, SC, SD,
SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR,
TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.

Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG,
ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ,
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,
LV, MC, MK, MT, NL, NO, PL, PT, RO, SE, SI, SK,
SM, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG).

Published:

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

before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments (Rule 48.2(h))

(54) Title: BICYCLIC INDOLE-PYRIMIDINE PI3K INHIBITOR COMPOUNDS SELECTIVE FOR P110 DELTA, AND
METHODS OF USE

mor mor
1 /x“f\N 1 xé(KN
S L W (P}

Ia

R3

Ib

(57) Abstract: Formula I (Ia and Ib) compounds wherein (i) X' is N and X? is S, (ii) X' is CR” and X? is S, (iii) X' is N and X* is
NR?, (iv) X' is CR” and X* is O, or (v) X' is CR” and X? is NR?, including stereoisomers, tautomers, metabolites and pharmaceuti-
cally acceptable salts thereof, are useful for inhibiting the delta isoform of PBK, and for treating disorders mediated by lipid kinas-
es such as inflammation, immunological, and cancer. Methods of using compounds of Formula I for in vitro, in situ, and in vivo
diagnosis, prevention or treatment of such disorders in mammalian cells, or agsociated pathological conditions, are disclosed.

(ii) XLis



