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(57) Abstract: Methods of assessing or monitoring the ef-
fect, efficacy, responsiveness to treatment, and/or determin-
ing a dose or dosing regimen of therapeutic agents, such as
integrin beta7 antagonists, for the treatment of gastrointest-
inal inflammatory disorders are provided. In certain aspects,

methods of using integrin beta7 subunit-containing receptor

occupancy by the integrin beta7 antagonist on colonic
Ilymphocytes as an indicator ("biomarker") of the effect, ef-
ficacy, or responsiveness to treatment, and/or as a means to
determine dosing or dosing regimens of therapeutic agents
such as beta7 integrin antagonists for the treatment of
gastrointestinal inflammatory disorders are provided. In cer-

tain aspects, methods of assessing the effect, efficacy, or re-

sponsiveness to beta7 integrin antagonist treatment by meas-

uring gene expression levels of one or more integrin receptor

ligands, lymphocyte genes, cytokine genes, or the number of
alphaE-positive cells in intestinal crypt epithelium are

provided.



WO 2014/160753 A1 WAL 00 TN 000 0 A O

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH, __

GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, SZ, TZ,
UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, 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, RS, SF, SI, SK,
SM, TR), OAPI (BF, BJ, CF, CG, CL, CM, GA, GN, GQ,
GW, KM, 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))

with sequence listing part of description (Rule 5.2(a))



