


EXHIBIT E

CHRONOLOGY OF SIGNIFICANT ACTIVITIES

IND 54,307 and NDA 21-229

Application Date Description
#
IND 54,307 [ Oct. 15, 1997 Submitted original IND (and Study No. 171)
IND 54,307 | Dec. 15, 1997 Submitted Study Nos.1997092 and 1997095
IND 54,307 | Jan. 27, 1998 Submitted Study No. 183
IND 54,307 | Jan. 30, 1998 Astra Merck Inc. notified FDA of change of responsibilities
for IND 54,307, identifying The Procter & Gamble Company
as its agent.
IND 54,307 | Feb. 27,1998 Submitted Study No. 1998003
IND 54,307 | Jun. 4, 1998 Submitted Study Nos. 1998005 and 1998006
IND 54,307 | Jul. 28, 1998 Submitted Study No. 1998014
IND 54,307 | Dec. 14, 1998 Submitted Study No. 1998067
NDA 21-229 | Jan. 27, 2000 Submitted original NDA
NDA 21-229 | Oct. 20, 2000 Joint FDA Meeting of Gastrointestinal Drugs Advisory
Committee and Nonprescription Drugs Advisory Committee
NDA 21-229 | Nov. 27,2000 | FDA issued not approvable Action Letter, citing need for
additional information on several issues
NDA 21-229 | Nov. 31,2000 | Notified FDA of intent to file additional information in
relation to NDA 21-229
NDA 21-229 | Jan. 30, 2001 Met with FDA to discuss product labeling '
NDA 21-229 | Jul. 19, 2001 Submitted proposed Actual Use Study 2001007
NDA 21-229 | Feb. 12,2002 Resubmitted NDA in response to deficiencies cited in Nov.
27,2000 FDA Action Letter with revised product labeling and
directions for use, modified indication, and data
NDA 21-229 | Jun. 21, 2002 Joint FDA Meeting of Gastrointestinal Drugs Advisory
Committee and Nonprescription Drugs Advisory Committee
NDA 21-229 | Aug. 8, 2002 Received FDA approvable letter recommending changes in
product labeling
NDA 21-229 | Oct. 9, 2002 Submitted label comprehension study (Study No. 22103)
NDA 21-229 | Dec. 20, 2002 Resubmitted NDA in response to Aug. 8, 2002 FDA letter
with revised product labeling
NDA 21-229 | Feb. 24, 2003 Submitted updated labeling '
NDA 21-229 | Jun. 12,2003 Submitted sample package labeling, plastic overlay for the 42-
count package, and unit-dose blister labeling
NDA 21-229 | Jun. 19, 2003 Submitted proposed labeling, carton labeling and consumer
information leaflet
NDA 21-229 | Jun. 20, 2003 FDA issued approval letter for NDA 21-229
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