
Accepted Manuscript

Identification and Structure Activity Relationships of Quinoline Tertiary Alco-

hol Modulators of RORγt

David A. Kummer, Maxwell D. Cummings, Marta Abad, Joseph Barbay,

Glenda Castro, Ronald Wolin, Kevin D. Kreutter, Umar Maharoof, Cynthia

Milligan, Rachel Nishimura, Joan Pierce, Celine Schalk-Hihi, John Spurlino,

Maud Urbanski, Hariharan Venkatesan, Aihua Wang, Craig Woods, Xiaohua

Xue, James P. Edwards, Anne M. Fourie, Kristi Leonard

PII: S0960-894X(17)30163-4

DOI: http://dx.doi.org/10.1016/j.bmcl.2017.02.044

Reference: BMCL 24716

To appear in: Bioorganic & Medicinal Chemistry Letters

Received Date: 17 January 2017

Revised Date: 10 February 2017

Accepted Date: 14 February 2017

Please cite this article as: Kummer, D.A., Cummings, M.D., Abad, M., Barbay, J., Castro, G., Wolin, R., Kreutter,

K.D., Maharoof, U., Milligan, C., Nishimura, R., Pierce, J., Schalk-Hihi, C., Spurlino, J., Urbanski, M., Venkatesan,

H., Wang, A., Woods, C., Xue, X., Edwards, J.P., Fourie, A.M., Leonard, K., Identification and Structure Activity

Relationships of Quinoline Tertiary Alcohol Modulators of RORγt, Bioorganic & Medicinal Chemistry Letters

(2017), doi: http://dx.doi.org/10.1016/j.bmcl.2017.02.044

This is a PDF file of an unedited manuscript that has been accepted for publication. As a service to our customers

we are providing this early version of the manuscript. The manuscript will undergo copyediting, typesetting, and

review of the resulting proof before it is published in its final form. Please note that during the production process

errors may be discovered which could affect the content, and all legal disclaimers that apply to the journal pertain.

http://dx.doi.org/10.1016/j.bmcl.2017.02.044
http://dx.doi.org/10.1016/j.bmcl.2017.02.044


  

Identification and Structure Activity Relationships of Quinoline Tertiary Alcohol 

Modulators of RORt 

Authors: David A. Kummer*
,a
, Maxwell D. Cummings*

,b
, Marta Abad

b
, Joseph Barbay

c
, 

Glenda Castro
a
, Ronald Wolin

a
, Kevin D. Kreutter

c
, Umar Maharoof

c
, Cynthia Milligan

b
, Rachel 

Nishimura
a
, Joan Pierce

c
, Celine Schalk-Hihi

b
, John Spurlino

b
, Maud Urbanski

c
, Hariharan 

Venkatesan
a
, Aihua Wang

c
, Craig Woods

a
, Xiaohua Xue

a
, James P. Edwards

a
, Anne M. Fourie

a
,
 

Kristi Leonard*
,c
 

Corresponding authors: mcummin1@its.jnj.com (M. Cummings), dkummer1@its.jnj.com (D. 

Kummer), kleonar1@its.jnj.com (K. Leonard). 

Addresses: 

a
Discovery Immunology, Janssen Research and Development, 3210 Merryfield Row, San Diego, 

CA 92121 
b
Discovery Sciences, Janssen Research and Development, Welsh and McKean Roads, Spring 

House, PA 19477 
c
Discovery Immunology, Janssen Research and Development, Welsh and McKean Roads, Spring 

House, PA 19477 

 

Keywords. RORt, retinoic acid-related orphan nuclear receptor gamma t, agonist, neutral 

antagonist, inverse agonist, Th17, IL-17 

Abstract.  A high-throughput screen of the ligand binding domain of the nuclear receptor 

retinoic acid-related orphan receptor gamma t (RORt) employing a thermal shift assay yielded a 

quinoline tertiary alcohol hit. Optimization of the 2-, 3- and 4-positions of the quinoline core 

using structure-activity relationships and structure-based drug design methods led to the 
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