
(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 
(19) World Intellectual Property 

Organization 
International Bureau 

(43) International Publication Date 
20 December 2012 (20.12.2012) WIPOIPCT 

(10) International Publication Number 

WO 2012/174176 A1 

(51) International Patent Classification: 
A01N 43/42 (2006.01) C07D 215/00 (2006.01) 

(21) International Application Number: 

(22) International Filing Date: 

(25) Filing Language: 

(26) Publication Language: 

PCT/US2012/042336 

14 June 2012 (14.06.2012) 

English 

English 

(30) Priority Data: 
61/498,345 17 June 2011 (17.06.2011) US 

(71) Applicant (for all designated States except US): MERCK 
SHARP & DOHME CORP. [US/US]; 126 East Lincoln 
Avenue, Rahway, New Jersey 07065-0907 (US). 

(72) Inventors; and 
(71) Applicants (for NZ, US only): HUANG, Xianhai 

[CN/US]; 126 East Lincoln Avenue, Rahway, New Jersey 
07065-0907 (US). BRUBAKER, Jason [US/US]; 33 Av­
enue Louis Pasteur, Boston, Massachusetts 02115-5727 
(US). PETERSON, Scott, L. [US/US]; 33 Avenue Louis 
Pasteur, Boston, Massachusetts 02115-5727 (US). 
BUTCHER, John, W. [US/US]; 33 Avenue Louis Pas­
teur, Boston, Massachusetts 02115-5727 (US). CLOSE, 
Joshua, T. [US/US]; 33 Avenue Louis Pasteur, Boston, 
Massachusetts 02115-5727 (US). MARTINEZ, Michelle 
[US/US]; 33 Avenue Louis Pasteur, Boston, Massachusetts 
02115-5727 (US). MACCOSS, Rachel Nicola [US/GB]; 
25 Staverton Road, Flat 2, Oxford, Oxfordshire OX2 6XL 
(GB). JUNG, Joon, O. [US/US]; 111 Wendell, Newton, 
Massachusetts 02459 (US). SILIPHAIVANH, Phieng 

[US/US]; 33 Avenue Louis Pasteur, Boston, Massachusetts 
02115-5727 (US). ZHANG, Hongjun [CN/US]; 33 Aven­
ue Louis Pasteur, Boston, Massachusetts 02115-5727 
(US). ASLANIAN, Robert, G. [US/US]; 144 Philip 
Drive, Rockaway, New Jersey 07866 (US). BIJU, 
Purakkattle Johny [US/US]; 126 East Lincoln Avenue, 
Rahway, New Jersey 07065-0907 (US). DONG, Li 
[CN/US]; A39 Woodside Gardens, Roselle Park, New Jer­
sey 07204 (US). HUANG, Ying [US/US]; 178 River Bend 
Road, Berkeley Heights, New Jersey 07922 (US). MC­
CORMICK, Kevin, D. [US/US]; 15 Brookfield Drive, 
Basking Ridge, New Jersey 07920 (US). SHAO, Ning 
[CN/US]; 126 East Lincoln Avenue, Rahway, New Jersey 
07065-0907 (US). ZHOU, Wei [US/US]; 126 East Lincoln 
Avenue, Rahway, New Jersey 07065-0907 (US). 

(72) Inventor; and 
(75) Inventor/Applicant (for US only): PALANI, Anandan 

[US/US]; 126 East Lincoln Avenue, Rahway, New Jersey 
07065-0907 (US). 

(74) Common Representative: MERCK SHARP & DOHME 
CORP.; 126 East Lincoln Avenue, Rahway, New Jersey 
07065-0907 (US). 

(81) 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, QA, RO, RS, RU, RW, SC, SD, 

[Continued on next page] 

(54) Title: CYCLOALKYL-FUSED TETRAHYDROQUINOLINES AS CRTH2 RECEPTOR MODULATORS 

l> 
T-H 

l> 

p1 p2 
N R8a 

(I) 
CJ 
T-H o 
CJ 

(57) Abstract: The invention provides certain cycloalkyl-fused tetrahydroquinolines of the Formula (I), and their pharmaceutically 
acceptable salts and esters, wherein R1, R2, R7, R8, R8a, E, Y, Z, n, u, and t are as defined herein. The invention also provides phar­
maceutical compositions comprising such compounds, and methods of using the compounds for treating diseases or conditions asso -
ciated with with uncontrolled or inappropriate stimulation of CRTH2 function. 
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