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IN RE INCRETIN-BASED THERAPIES 
PRODUCTS LIABILITY LITIGATION 
 
 

This Document Relates to All Cases 
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GAYLE M. BLATT 
CASEY GERRY SCHENK FRANCA VILLA 
BLATT & PENFIELD, LLP 
110 Laurel St. 
San Diego, CA 92101 
Phone: (619) 238-1811 
Facsimile: (619) 544-9232 
gmb@cglaw.com  

Plaintiff Co-Liaison Counsel 

UNITED STATES DISTRICT COURT 

SOUTHERN DISTRICT OF CALIFORNIA 

CASE NO. 13md2452-AJB (MDD) 

MDL 2452 

Magistrate: Hon. Mitchell D. Dembin 
Judge: Hon. Anthony J. Battaglia 

PLAINTIFFS' FIRST SET OF INTERROGATORIES 

TO DEFENDANT AMYLIN PHARMACEUTICALS, LLC 

To: Amylin Pharmaceuticals, LLC do O'Melveny & Myers LLP, 
610 Newport Center Drive, 17 th  Floor, Newport Beach, CA 92660 

Pursuant to Rule 33 Federal Rules of Civil Procedure, the Plaintiffs in the above 

referenced case, hereby propound the following First Set of Interrogatories to Amylin 

Pharmaceuticals, LLC ("Defendant"). Plaintiffs request Defendant to permit the Plaintiffs 

to review and copy the answers listed below. 
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IN RE INCRETIN-BASED 
THERAPIES PRODUCTS 
LIABILITY LITIGATION 

As to All Related and Member Cases 
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Each interrogatory, as provided by law, shall be answered separately and fully in 

writing under oath, unless it is objected to, in which event the reasons for the objection 

shall be stated. The answers are to be signed by the person making them, and the 

objections signed by the attorney making them. Answers to these interrogatories, or 

objections in lieu thereof, shall be served within 30 days from the service of this 

document. 

Under Rule 33 Federal Rules of Civil Procedure, these Interrogatories are 

continuing in nature. Defendant, therefore, is required to supplement their responses as 

new or different information becomes known. 

DEFINITIONS 

I. "DOCUMENTS," "DOCUMENT," and "DOCUMENTATION" as used in 

this Request is coextensive with the meaning of the terms "DOCUMENTS" and "tangible 

things" in Rule 34 of the Federal Rules of Civil Procedure, and shall have the broadest 

possible meaning and interpretation ascribed to the terms "DOCUMENTS" and "tangible 

things" under Rule 34, and the applicable Local Rules. Consistent with the above 

definition, the term "DOCUMENT" shall include, without limitation, any database, 

written, printed, typed, photostatic, photographed, recorded, computer-generated, 

computer-stored, or otherwise maintained or reproduced communication or 

representation, any data compilation in any form, whether comprised of letters, words, 

numbers, pictures, sounds, bytes, e-mails, electronic signals or impulses, electronic data, 

active files, deleted files, file fragments, or any combination thereof including, without 
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limitation, all memoranda, notes, records, letters, envelopes, telegrams, messages, studies, 

analyses, contracts, agreements, projections, estimates, working papers, accounts, 

analytical records, reports and/or summaries of investigations, opinions or reports of 

consultants, opinions or reports of experts, opinions or reports of accountants, other 

reports, trade letters, press releases, comparisons, books, diaries, articles, magazines, 

newspapers, booklets, brochures, pamphlets, circulars, bulletins, notices, forecasts, 

drawings, diagrams, instructions, minutes of meetings, correspondence and 

communications (as defined below) of any type (including but not limited to video files, 

audio files, inter- and intra-office communications), questionnaires, surveys, charts, 

graphs, photographs, phonographs, films, tapes, discs, data cells, drums, printouts, all 

other compiled data which can be obtained (translated, if necessary, through intermediary 

or other devices into usable forms), DOCUMENTS maintained on, stored in or generated 

on any electronic transfer or storage system, any preliminary versions, drafts or revisions 

of any of the foregoing, and other writings or DOCUMENTS of whatever description or 

kind, whether produced or authorized by or on behalf of YOU or anyone else, and shall 

include all non-identical copies and drafts of any of the foregoing now in the possession, 

custody or control of YOU, or the former or present directors, officers, counsel, agents, 

employees, partners, consultants, principals, and/or persons acting on YOUR behalf. 

2. 	"Communication", "communications" and/or "correspondence" shall mean 

and refer to any oral, written, spoken or electronic transmission of information, including 

but not limited to, meetings, discussions, conversations, telephone calls, memoranda, 
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letters, emails, text messages, postings, instructions, conferences, or seminars or any other 

exchange of information between yourselves or between you and any other person or 

entity. 

3. 	"Electronic data" or "data" means the original (native electronic format), 

and any non-identical copies (whether non-identical because of notes made on copies or 

attached comments, annotations, marks, transmission notations, or highlighting of any 

kind) of writings of every kind and description whether inscribed by mechanical, 

facsimile, electronic, magnetic, digital, or other means. Electronic data includes, by way 

of example only, computer programs (whether private, commercial, or works-in-

progress), programming notes or instructions, activity listings of electronic mail receipts 

and/or transmittals, output resulting from the use of any software program, including 

word processing documents, spreadsheets, database files, charts, graphs and outlines, 

electronic mail, operating systems, source code of all types, peripheral drivers, PIF files, 

batch files, ASCII files, and any and all miscellaneous files and/or file fragments, 

regardless of the media on which they reside and regardless of whether said electronic 

data consists of an active file, deleted file or file fragment. Electronic data includes any 

and all items stored on computer memories, hard disks, floppy disks, CD-ROMs, 

removable media such as zip drives, usb drives, storage cartridges, Bernoulli Boxes and 

their equivalent, magnetic tapes of all types, microfiche, punched cards, punched tape, 

computer chips, including, but not limited to EPROM, PROM, RAM and ROM, on or in 

any other vehicle for digital data storage and/or transmittal. The term electronic data also 
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includes the file, folder tabs and/or containers and labels appended to, or associated with, 

any physical storage device associated with each original and/or copy. 

4. 	"Possession, custody or control" shall mean and refer to any documents in 

your possession, custody or control. A document is deemed to be in your "possession, 

custody or control" if it is in your physical custody, or if it is in the physical custody of 

another person or entity and you: (a) own such document in whole or in part; (b) have a 

right by contract, statute or otherwise to use, inspect, examine or copy such document on 

any terms; (c) have an understanding, express or implied, that you may use, inspect, 

examine or copy such document on any terms; or (d) have, as a practical matter, been able 

to use, inspect, examine or copy such document when you have sought to do so. Such 

documents shall include, without limitation, documents that are in the custody of your 

attorney(s), employees, staff, representatives and agents. 

"Relating to," "relate to," "referring to," "refer to," "reflecting," "reflect," 

"concerning," or "concern" shall mean evidencing, regarding, concerning, discussing, 

embodying, describing, summarizing, containing, constituting, showing, mentioning, 

reflecting, pertaining to, dealing with, relating to, referring to in any way or manner, or in 

any way logically or factually, connecting with the matter described in that paragraph of 

these demands, including DOCUMENTS attached to or used in the preparation of or 

concerning the preparation of the DOCUMENTS. 

6. 	Unless otherwise indicated, the "relevant period" for the information sought 

is 1995 to the present. 
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7. 	"YOU," "YOUR," "YOURS," or "Defendants" refer to Defendants (both 

collectively and individually) as well as all of their partners, directors, officers, 

employees, servants, agents, attorneys, joint venturers, third-party contractors or other 

representatives, including all corporations and entities affiliated with Defendants. The 

terms "YOU" or "YOUR" or "YOURS" shall also include all predecessor business 

entities, as well as any predecessor's partners, directors, officers, employees, servants, 

agents, attorneys, joint venturers, third-party contractors or other representatives. The 

terms "YOU" or "YOUR" or "YOURS" shall also include all foreign subsidiaries or 

foreign parent companies, as well as any foreign subsidiaries' or parent companies' 

partners, directors, officers, employees, servants, agents, attorneys, joint ventures or other 

representatives. 

INTERROGATORIES 

 

   

 

Interrogatory No. 1:  

Has any employee, officer, director, agent, contractor, director, key opinion leader, 

member of speaker bureau, advisory board member, or scientific advisor of YOURS 

corresponded with or supplied information or data to any scientific journal on any of the 

following topics: incretin mimetic therapies, glucagon-like peptide 1 therapies, dipeptidyl 

peptidase-4 inhibitor therapies, exenatide, liraglutide, sitagliptin, saxagliptin, alogliptin, 

and linagliptin? If so, for each, please state: 

a. Correspondent's name, title, address, phone number; 

b. Journal name(s); 
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c. Date of correspondence; and 

d. Location of correspondence. 

Interrogatory No. 2:  

Has any employee, officer, director, agent, contractor, director, key opinion leader, 

member of speaker bureau, advisory board member, or scientific advisor of YOURS 

submitted a manuscript, case report, article described as an "advertisement," opinion 

piece or topic to any scientific journal on any of the following topics: incretin mimetic 

therapies, glucagon-like peptide 1 therapies, dipeptidyl peptidase-4 inhibitor therapies, 

exenatide, liraglutide, sitagliptin, saxagliptin, alogliptin, and linagliptin? If so, for each, 

please state: 

a. Individual's name, title, address, phone number who submitted the 

manuscript, case report, article, opinion piece or topic; 

b. Journal name(s) to which the manuscript, case report, article, opinion 

piece or topic was submitted; 

c. Working title of manuscript, case report, article, opinion piece or 

topic; 

d. Date of submission; 

e. Location of the manuscript, case report, article, opinion piece or topic; 

f. The amount paid for every manuscript, case report, article, opinion 

piece or topic for which payment was made by or on behalf of YOU 

for the publication of such document. 
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Interrogatory No. 3:  

Has any employee, officer, director, agent, contractor, director, key opinion leader, 

member of speaker bureau, advisory board member, or scientific advisor of YOURS 

participated in or supplied information to any expert meeting, panel or committee 

anywhere in the world, investigating or reviewing glucagon-like peptide 1 based or 

dipeptidyl peptidase-4 inhibitor therapies? If so, for each, please state: 

a. Individual's name, title, address, phone number who participated in or 

supplied such information; 

b. Name and place of meeting, panel or committee the individual 

participated or supplied information; 

c. Date(s) of meeting, panel or committee proceedings; and 

d. Location of all writings, data, correspondence and attachments 

supplied, received or created through such meeting, panel or 

committee. 

Interrogatory No. 4:  

Has any employee, officer, director, agent, contractor, director, key opinion leader, 

member of speaker bureau, advisory board member, or scientific advisor of YOURS 

corresponded with or supplied information or data to the European Medicines Agency 

("EMA") about or in connection with its 2013 "Assessment report for GLP-1 based 

therapies." If so, for each, please state: 

a. Correspondent's name, title, address, phone number; 
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b. Journal name(s); 

c. Date of correspondence; and 

d. Location of correspondence. 

Interrogatory No. 5:  

Has any employee, officer, director, agent, contractor, director, key opinion leader, 

member of speaker bureau, advisory board member, or scientific advisor of YOURS 

corresponded with or supplied information or data to any scientific journal about any of 

the following individuals: Dr. Peter C. Butler, Dr. Michael Elashoff, Dr. Robert Elashoff, 

Dr. Alexandra E. Butler, Dr. Belinda Gier, Dr. Aleksey V. Matveyenko, Dr. Edwin Gale, 

Dr. Sonal Singh? If so, for each, please state: 

a. Correspondent's name, title, address, phone number; 

b. Journal name(s); 

c. Date of correspondence; and 

d. Whereabouts of correspondence. 

Dated: November 21, 2013 
RES CTFULLY SUBMITTED, 

By: 
GA LE BLATT 
CASEY GERRY SCHENK FRANCAVILLA 
BLATT & PENFIELD, LLP 
110 Laurel St. 
San Diego, CA 92101 
Phone: (619) 238-1811 
Facsimile: (619) 544-9232 
gmb@cglaw.com  
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GAYLE M. BLATT 
CASEY GERRY SCHENK FRANCAVILLA 
BLATT & PENFIELD, LLP 
110 Laurel St. 
San Diego, CA 92101 
Phone: (619) 238-1811 
Facsimile: (619) 544-9232 
gmb@cglaw.com  

Plaintiff Co-Liaison Counsel 
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SOUTHERN DISTRICT OF CALIFORNIA 

IN RE INCRETIN-BASED 
THERAPIES PRODUCTS 
LIABILITY LITIGATION 

As to All Related and Member Cases  

CASE NO. 13md2452-AJB (NOD) 

MDL 2452 

Magistrate: Hon. Mitchell D. Dembin 
Judge: Hon. Anthony J. Battaglia 

PLAINTIFFS' FIRST SET OF REQUESTS TO PRODUCE 

TO DEFENDANT AMYLIN PHARMACEUTICALS, LLC 
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To: Amylin Pharmaceuticals, LLC c/o O'Melveny & Myers LLP, 

610 Newport Center Drive, 17 th  Floor, Newport Beach, CA 92660 

22 

Pursuant to Rule 34 of the Federal Rules of Civil Procedure, Plaintiff in the above-

referenced case requests Defendant Amylin Pharmaceuticals, LLC to produce and permit 

the Plaintiff to inspect and copy the documents listed below. 
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DEFINITIONS 

1. "DOCUMENTS," "DOCUMENT," and "DOCUMENTATION" as used in 

this Request is coextensive with the meaning of the terms "DOCUMENTS" and "tangible 

things" in Rule 34 of the Federal Rules of Civil Procedure, and shall have the broadest 

possible meaning and interpretation ascribed to the terms "DOCUMENTS" and "tangible 

things" under Rule 34, and the applicable Local Rules. Consistent with the above 

definition, the term "DOCUMENT" shall include, without limitation, any database, 

written, printed, typed, photostatic, photographed, recorded, computer-generated, 

computer-stored, or otherwise maintained or reproduced communication or 

representation, any data compilation in any form, whether comprised of letters, words, 

numbers, pictures, sounds, bytes, e-mails, electronic signals or impulses, electronic data, 

active files, deleted files, file fragments, or any combination thereof including, without 

limitation, all memoranda, notes, records, letters, envelopes, telegrams, messages, studies, 

analyses, contracts, agreements, projections, estimates, working papers, accounts, 

analytical records, reports and/or summaries of investigations, opinions or reports of 

consultants, opinions or reports of experts, opinions or reports of accountants, other 

reports, trade letters, press releases, comparisons, books, diaries, articles, magazines, 

newspapers, booklets, brochures, pamphlets, circulars, bulletins, notices, forecasts, 

drawings, diagrams, instructions, minutes of meetings, correspondence and 

communications (as defined below) of any type (including but not limited to video files, 

audio files, inter- and intra-office communications), questionnaires, surveys, charts, 
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graphs, photographs, phonographs, films, tapes, discs, data cells, drums, printouts, all 

other compiled data which can be obtained (translated, if necessary, through intermediary 

or other devices into usable forms), DOCUMENTS maintained on, stored in or generated 

on any electronic transfer or storage system, any preliminary versions, drafts or revisions 

of any of the foregoing, and other writings or DOCUMENTS of whatever description or 

kind, whether produced or authorized by or on behalf of YOU or anyone else, and shall 

include all non-identical copies and drafts of any of the foregoing now in the possession, 

custody or control of YOU, or the former or present directors, officers, counsel, agents, 

employees, partners, consultants, principals, and/or persons acting on YOUR behalf. 

2. "Communication", "communications" and/or "correspondence" shall mean 

and refer to any oral, written, spoken or electronic transmission of information, including 

but not limited to, meetings, discussions, conversations, telephone calls, memoranda, 

letters, emails, text messages, postings, instructions, conferences, or seminars or any other 

exchange of information between yourselves or between you and any other person or 

entity. 

 

  

3. "Electronic data" or "data" means the original (native electronic format), 

and any non-identical copies (whether non-identical because of notes made on copies or 

attached comments, annotations, marks, transmission notations, or highlighting of any 

kind) of writings of every kind and description whether inscribed by mechanical, 

facsimile, electronic, magnetic, digital, or other means. Electronic data includes, by way 

of example only, computer programs (whether private, commercial, or works-in- 
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progress), programming notes or instructions, activity listings of electronic mail receipts 

and/or transmittals, output resulting from the use of any software program, including 

word processing documents, spreadsheets, database files, charts, graphs and outlines, 

electronic mail, operating systems, source code of all types, peripheral drivers, PIF files, 

batch files, ASCII files, and any and all miscellaneous files and/or file fragments, 

regardless of the media on which they reside and regardless of whether said electronic 

data consists of an active file, deleted file or file fragment. Electronic data includes any 

and all items stored on computer memories, hard disks, floppy disks, CD-ROMs, 

removable media such as zip drives, usb drives, storage cartridges, Bernoulli Boxes and 

their equivalent, magnetic tapes of all types, microfiche, punched cards, punched tape, 

computer chips, including, but not limited to EPROM, PROM, RAM and ROM, on or in 

any other vehicle for digital data storage and/or transmittal. The term electronic data also 

includes the file, folder tabs and/or containers and labels appended to, or associated with, 

any physical storage device associated with each original and/or copy. 

4. 	"Possession, custody or control" shall mean and refer to any documents in 

your possession, custody or control. A document is deemed to be in your "possession, 

custody or control" if it is in your physical custody, or if it is in the physical custody of 

another person or entity and you: (a) own such document in whole or in part; (b) have a 

right by contract, statute or otherwise to use, inspect, examine or copy such document on 

any terms; (c) have an understanding, express or implied, that you may use, inspect, 

examine or copy such document on any terms; or (d) have, as a practical matter, been able 
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to use, inspect, examine or copy such document when you have sought to do so. Such 

documents shall include, without limitation, documents that are in the custody of your 

attorney(s), employees, staff, representatives and agents. 

5. "Relating to," "relate to," "referring to," "refer to," "reflecting," "reflect," 

"concerning," or "concern" shall mean evidencing, regarding, concerning, discussing, 

embodying, describing, summarizing, containing, constituting, showing, mentioning, 

reflecting, pertaining to, dealing with, relating to, referring to in any way or manner, or in 

any way logically or factually, connecting with the matter described in that paragraph of 

these demands, including DOCUMENTS attached to or used in the preparation of or 

concerning the preparation of the DOCUMENTS. 

6. Unless otherwise indicated, the "relevant period" for the information sought 

is 1995 to the present. 

7. "YOU," "YOUR," "YOURS," or "Defendants" refer to Defendants (both 

collectively and individually) as well as all of their partners, directors, officers, 

employees, servants, agents, attorneys, joint venturers, third-party contractors or other 

representatives, including all corporations and entities affiliated with Defendants. The 

terms "YOU" or "YOUR" or "YOURS" shall also include all predecessor business 

entities, as well as any predecessor's partners, directors, officers, employees, servants, 

agents, attorneys, joint venturers, third-party contractors or other representatives. The 

terms "YOU" or "YOUR" or "YOURS" shall also include all foreign subsidiaries or 

foreign parent companies, as well as any foreign subsidiaries' or parent companies' 
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partners, directors, officers, employees, servants, agents, attorneys, joint ventures or other 

  

representatives. 

REQUESTS FOR PRODUCTION 

Request to Produce No. 1:  

Produce any and all correspondence and DOCUMENTS, including but not limited 

to attachments, data and articles, submitted by YOU or anyone on YOUR behalf to the 

FDA in connection with the FDA's evaluation of "findings by a group of researchers that 

suggest an increased risk of pancreatitis and pre-cancerous cellular changes called 

pancreatic duct metaplasia," as noted in the FDA's Drug Safety Communication posted 

March 14, 2013. This request extends to correspondence and attachments before and 

after the FDA's evaluation. 

Request to Produce No. 2:  

Produce any and all correspondence and DOCUMENTS, including but not limited 

to attachments, data and articles, submitted by YOU or anyone on YOUR behalf to any 

scientific journal on any of the following topics: incretin mimetic therapies, glucagon-

like peptide 1 therapies, dipeptidyl peptidase-4 inhibitor therapies, exenatide, liraglutide, 

sitagliptin, saxagliptin, alogliptin, and linagliptin? 

Request to Produce No. 3:  

Produce any and all correspondence and DOCUMENTS submitted by YOU or 

anyone on YOUR behalf to any scientific journal on any of the following topics: 

a. 	Pancreatic cancer in patients with Type 2 Diabetes Mellitus; 
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Pancreatic cancer in animals following administration of any GLP-1 or DPP-

4 inhibitor based therapy; and 

c. 	Pancreatic cancer in humans following treatment with any GLP-1 or DPP-4 

inhibitor based therapy. 

Request to Produce No. 4:  

Produce any and all correspondence and DOCUMENTS, including but not limited 

to attachments, data and articles, submitted by YOU or anyone on YOUR behalf to the 

European Medicines Agency ("EMA") in connection with its 2013 "Assessment report 

for GLP-1 based therapies." 

Request to Produce No. 5:  

Produce any and all notes, minutes, recordings, made at or in connection with, and 

any DOCUMENTS received at, the "ad hoc expert meeting" referred to by the EMA in its 

2013 Assessment report for GLP-1 based therapies. 

Request to Produce No. 6:  

Produce any and all notes, minutes, recordings, made at or in connection with, and 

any DOCUMENTS received at, the "Committee for Medicinal Products for Human Use" 

referred to by the EMA in its 2013 Assessment report for GLP-1 based therapies. 

Request to Produce No. 7:  

Produce any and all notes, minutes, recordings, made at or in connection with, and 

any DOCUMENTS received at, the "Pharmacovigilance Risk Assessment Committee" 

referred to by the EMA in its 2013 Assessment report for GLP-1 based therapies. 
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Request to Produce No. 8:  

Produce any and all correspondence, communications or other DOCUMENTS that 

refer in any way to the Global Technology Communities Diabetes Summit held in 

Boston, Massachusetts April 29-30, 2013. 

Request to Produce No. 9:  

Produce all correspondence and DOCUMENTS, including but not limited to 

attachments, data and articles, submitted by YOU or anyone on YOUR behalf related to 

presentations made at the Global Technology Communities Diabetes Summit held in 

Boston, Massachusetts April 29-30, 2013. 

Request to Produce No. 10:  

Produce any and all correspondence, communications or other DOCUMENTS that 

refer in any way to the NIDKK-NCI Workshop on Pancreatitis-Diabetes-Pancreatic 

Cancer held on June 12-13, 2013 in Bethesda, Maryland. 

Request to Produce No. 11:  

Produce any and all correspondence and DOCUMENTS, including but not limited 

to attachments, data and articles, submitted by YOU or anyone on YOUR behalf related 

to presentations made at the NIDKK-NCI Workshop on Pancreatitis-Diabetes-Pancreatic 

Cancer held on June 12-13, 2013 in Bethesda, Maryland. 

Request to Produce No. 12:  

Produce any and all correspondence, communications and DOCUMENTS that 

refer to GLP-1 or DPP-4 inhibitor therapies, sent by YOU or anyone on YOUR behalf to, 
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or received by YOU, regarding any of the following individuals: 

a. Dr. Peter Butler 

b. Dr. Daniel J. Drucker 

c. Dr. David D. Dore 

d. Dr. Robert Elashoff 

e. Dr. Michael Elashoff 

f. Dr. Rajesh Garg 

g. Dr. Belinda Gier 

h. Dr. Fred Gorlick 

. Dr. Jacqueline Koehler 

. Dr. Aleksey Matveyenko 

k. Dr. Robert Ratner 

1. Dr. Sonal Singh 

m. Dr. Jay S. Skyler 

n. Dr. Susan Bonner-Weir 

Request to Produce No. 13:  

Produce any and all correspondence, communications and DOCUMENTS, 

including but not limited to any and all emails, that refer to any of the following 

individuals: 

a. Dr. Peter Butler 

b. Dr. Daniel J. Drucker 
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c. Dr. David D. Dore 

d. Dr. Robert Elashoff 

e. Dr. Michael Elashoff 

f. Dr. Rajesh Garg 

g. Dr. Belinda Gier 

h. Dr. Fred Gorlick 

i. Dr. Jacqueline Koehler 

j. Dr. Aleksey Matveyenko 

k. Dr. Robert Ratner 

1. Dr. Sonal Singh 

m. Dr. Jay S. Skyler 

n. Dr. Susan Bonner-Weir 

Request to Produce No. 14:  

Produce any and all DOCUEMENTS reflecting any payment or compensation paid 

by YOU or on YOUR behalf to any of the following individuals, or the organization or 

company employing them: 

a. Dr. Daniel J. Drucker 

b. Dr. David D. Dore 

c. Dr. Rajesh Garg 

d. Dr. Fred Gorelick 

e. Dr. Jacqueline Koehler 
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Dr. Robert Ratner 

g. Dr. Jay S. Skyler 

h. Dr. Susan Bonner-Weir 

Request to Produce No. 15:  

Produce any and all correspondence, communications and DOCUMNETS, 

including but not limited to attachments, data and articles, that refer to GLP-1 or DPP-4 

inhibitor therapies, sent by YOU or anyone on YOUR behalf to, or received by YOU 

from, the American Diabetes Association, or any of its officers, directors, advisors or 

staff. 

Request to Produce No. 16:  

Produce any and all DOCUMENTS reflecting YOUR communications to or from 

the pharmaceutical regulatory of Japan regarding GLP-1 or DPP-4 inhibitor therapies. 

Dated: November 20, 2013 
RESPECTFULLY SUBMITTED, 

/ I 
By: 	WA)) 86102-  
GA LE BLATT 
CASEY GERRY SCHENK FRANCA VILLA 
BLATT & PENFIELD, LLP 
110 Laurel St. 
San Diego, CA 92101 
Phone: (619) 238-1811 
Facsimile: (619) 544-9232 
gmb@cglaw.com  

Plaintiff Co-Liaison Counsel 
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likely that such efficacy will be 
shown until the vaccines are li-
censed and postmarketing sur-
veillance commences.

Recent evidence suggests that 
EV71 vaccines do not provide 
cross-protection against all cir-
culating genetic lineages of EV71 
or against coxsackievirus A16.5 
Thus, the Chinese C4A-based vac-
cines may not generate protective 
immunity against EV71 in regions 
where other extant or newly 
emerged lineages circulate. Con-
sequently, it may be necessary to 
develop multivalent vaccines to en-
sure that protection is provided 
against all EV71 strains.

Nevertheless, this is an excit-
ing development in the global re-
sponse to the emergence of EV71 
as a cause of severe neurologic 
disease. It is also worth noting 

that in the past 17 years, EV71 
research and vaccine development 
have been primarily centered in 
Asia — a fact that not only re-
flects the predominance of EV71 
epidemics in this region but also 
underscores the increasing im-
portance of Asia as a center of 
medical research. Finally, if these 
vaccines prove to be effective in 
preventing EV71-associated neuro-
logic disease, an important tool 
for controlling, or even eradicat-
ing, EV71 infection in regions 
where it is endemic may have 
been developed. If its promise is 
realized, a priceless gift will have 
been given to the children of the 
Asia–Pacific region and to the 
rest of the world.

Disclosure forms provided by the author 
are available with the full text of this article 
at NEJM.org.

From the Infectious Diseases and Immunol-
ogy Department, Sydney Medical School, 
the University of Sydney, Sydney.

1.	 Solomon T, Lewthwaite P, Perera D, Car-
dosa MJ, McMinn PC, Ooi MH. Virology, 
epidemiology, pathogenesis, and control of 
enterovirus 71. Lancet Infect Dis 2010;10: 
778-90.
2.	 Ho M, Chen E-R, Hsu K-H, et al. An epi-
demic of enterovirus 71 infection in Taiwan. 
N Engl J Med 1999;341:929-35.
3.	 A guide to clinical management and 
public health response for hand, foot and 
mouth disease (HFMD). Geneva: World 
Health Organization, 2011 (http://www 
.wpro.who.int/publications/docs/Guidance 
fortheclinicalmanagementofHFMD.pdf).
4.	 Zhu FC, Meng FY, Li JX, et al. Efficacy, 
safety and immunology of an inactivated 
alum-adjuvant enterovirus 71 vaccine in chil-
dren in China: a multicenter, randomised, 
double-blind, placebo-controlled, phase 3 trial. 
Lancet 2013;381:2024-32.
5.	 Chou AH, Liu CC, Chang JY, et al. Formalin-
inactivated EV71 vaccine candidate induced 
cross-neutralizing antibody against subgeno-
types B1, B4, B5 and C4A in adult volunteers. 
PLoS One 2013;8(11):e79783.
DOI: 10.1056/NEJMp1400601
Copyright © 2014 Massachusetts Medical Society.

Vaccines for a Cause of Brain-Stem Encephalitis

Pancreatic Safety of Incretin-Based Drugs — FDA and EMA 
Assessment
Amy G. Egan, M.D., M.P.H., Eberhard Blind, M.D., Ph.D., Kristina Dunder, M.D., Pieter A. de Graeff, M.D., 
B. Timothy Hummer, Ph.D., Todd Bourcier, Ph.D., and Curtis Rosebraugh, M.D., M.P.H.

With approximately 25.8 mil-
lion diabetic patients in 

the United States and 33 million 
in the European Union alone, 
the growing prevalence of dia-
betes worldwide poses a major 
public health challenge. Both the 
U.S. Food and Drug Administra-
tion (FDA) and the European 
Medicines Agency (EMA) are com-
mitted to ensuring the safety of 
drug products marketed for the 
treatment of diabetes, and post-
marketing reports of pancreati-
tis and pancreatic cancer in pa-
tients taking certain antidiabetic 

medications have been of con-
cern to both agencies. Working 
in parallel, the agencies have 
reviewed nonclinical toxicology 
studies, clinical trial data, and 
epidemiologic data pertaining 
to blood glucose–lowering drug 
products (e.g., exenatide and sita-
gliptin) that stimulate postpran-
dial insulin release by potentiating 
the incretin hormone pathways.

In keeping with the patho-
physiological complexity of dia
betes, several classes of blood 
glucose–lowering drugs, encom-
passing diverse mechanisms of 

action, have been developed to 
treat the disease. The incretins 
(i.e., glucagon-like peptide 1 and 
glucose-dependent insulinotropic 
polypeptide) are intestinal hor-
mones that stimulate the post-
prandial production of insulin 
and glucagon by the pancreas. In 
the past decade, drugs that act as 
incretin receptor agonists (e.g., 
exenatide) or that inhibit the pro-
teolytic degradation of incretins 
(e.g., sitagliptin) have been ap-
proved by both the FDA and the 
EMA (see table), in part on the 
basis of clinical data establishing 
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Pancreatic Safety of Incretin-Based Drugs

efficacy in improving glycemic 
control. The benefit–risk assess-
ment also considered clinical ad-
vantages such as reduced risk for 
drug-related hypoglycemia and 
possible improvement in body-
weight maintenance.

Within the past year, the FDA 
and the EMA independently un-
dertook comprehensive evaluations 
of a safety signal arising from 
postmarketing reports of pancre-
atitis and pancreatic cancer in pa-
tients using incretin-based drugs. 
These investigations, now com-
plete, included examination of 
data from a 2013 research report 
revealing a possible pancreatic 
safety signal.1,2 Both agencies 
committed themselves to assess-
ing the evidence pertinent to re-
ported adverse events, as well as 
any factors that might confound 
safety analysis in the context of 
antidiabetic drugs. Although the 
disproportionate spontaneous re-
porting of adverse events is com-
monly interpreted as a safety sig-
nal, there are inherent limitations 
to the ability to establish causal 
relationships, including the eval-

uation of events with high back-
ground rates, long latency periods, 
or a possible contribution by the 
disease itself.

Using the extensive nonclini-
cal assessments completed as part 
of all marketing applications for 
incretin-based drugs, the FDA re-
evaluated more than 250 toxicol-
ogy studies conducted in nearly 
18,000 healthy animals (15,480 
rodents and 2475 nonrodents). 
Microscopic examinations from 
these toxicology studies yielded 
no findings of overt pancreatic 
toxic effects or pancreatitis. The 
EMA conducted a similar review 
of the studies for the incretin-
based drugs currently authorized 
for use in the European Union 
(see table). In addition, drug-in-
duced pancreatic tumors were 
absent in rats and mice that had 
been treated for up to 2 years 
(their life span) with incretin-
based drugs, even at doses that 
greatly exceed the level of human 
clinical exposure.

A potential limitation of these 
toxicology data lies in the use of 
only healthy animals. To address 

this concern, the FDA required 
sponsors of marketed incretin-
based drugs to conduct 3-month 
pancreatic toxicity studies in a 
rodent model of diabetes. These 
studies included extensive histo-
pathological evaluation of the en-
docrine and exocrine pancreas, 
including analysis of ductal mor-
phology and histochemical stain-
ing capable of disclosing patholog-
ical proliferation and apoptosis. 
Three of these studies have been 
completed and submitted for re-
view by the FDA, and no treat-
ment-related adverse effects on 
the pancreas were reported. In 
addition, approximately 120 pan-
creatic histopathology slides from 
one of the three sponsor-con-
ducted studies were subjected to 
independent and blinded examina-
tion by three FDA pathologists. 
The FDA experts’ conclusions re-
garding these slides were gener-
ally concordant with the spon-
sor’s report.

As part of its evaluation of the 
postmarketing reports of pancre-
atic adverse events, the FDA also 
performed its own pancreatic 

 Incretin-Based Drugs Approved by the Food and Drug Administration (FDA) and European Medicines Agency (EMA).*

Drug Incretin-Based Mechanism Approval Date

FDA EMA

Exenatide GLP1 agonist April 28, 2005 November 20, 2006

Sitagliptin DPP4 inhibitor October 16, 2006 March 21, 2007

Vildagliptin DPP4 inhibitor (Not approved by the FDA) September 26, 2007

Saxagliptin DPP4 inhibitor July 31, 2009 October 1, 2009

Liraglutide GLP1 agonist January 25, 2010 June 30, 2009

Linagliptin DPP4 inhibitor May 2, 2011 August 24, 2011

Exenatide extended-release GLP1 agonist January 27, 2012 June 17, 2011

Alogliptin DPP4 inhibitor January 25, 2013 September 19, 2013

Lixisenatide GLP1 agonist (Not approved by the FDA) February 1, 2013

*	GLP1 denotes glucagon-like peptide 1, an incretin; DPP4 denotes dipeptidyl peptidase 4, an exopeptidase that inactivates the incretins.
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toxicology studies with exena-
tide. Rodent models of disease, 
each accompanied by a nondis-
eased control, included a mouse 
model with chemically induced 
pancreatitis, the Zucker diabetic 
fatty rat, and C57BL/6 mice fed a 
high-fat diet. Data from the stud-
ies of the pancreatitis mouse and 
diabetic rat models did not iden-
tify exenatide-related pancreatic 
injury. In the high-fat-diet mouse 
model, minimal-to-moderate ex-
acerbation of background find-
ings (e.g., acinar-cell hyperplasia, 
atrophy, and periductal inflam-
mation or fibrosis) were detected 
after 12 weeks of treatment with 
exenatide; that mouse model has 
not been definitively qualified as 
a model of drug-induced pancre-
atic responses, but it merits fur-
ther investigation.

Clinical safety databases re-
viewed by the FDA included data 
from more than 200 trials, in-
volving approximately 41,000 par-
ticipants, more than 28,000 of 
whom were exposed to an incre-
tin-based drug; 15,000 were ex-
posed to drug for 24 weeks or 
more, and 8500 were exposed for 
52 weeks or more. A similar re-
view was conducted by the EMA, 
including all studies performed 
with the incretin-based drugs 
authorized in the European 
Union. Small imbalances in the 
incidence of pancreatitis were re-
ported in premarketing trials, al-
though the overall number of 
events was small. A pooled 
analysis of data from 14,611 pa-
tients with type 2 diabetes from 
25 clinical trials in the sitagliptin 
database provided no compelling 
evidence of an increased risk of 
pancreatitis or pancreatic can-
cer.3 Clinical trials in which am-
ylase and lipase levels had been 

monitored in a systematic man-
ner showed that incretin-based 
drugs may increase enzyme lev-
els, but the mean levels were in 
the normal range. Furthermore, 
changes in enzyme levels were 
not associated with gastrointesti-
nal adverse events (i.e., abdominal 
pain, nausea, and vomiting).

Two cardiovascular outcome 
trials in patients with type 2 di-
abetes who were treated with 
incretin-based drugs have been 
completed: the Saxagliptin As
sessment of Vascular Outcomes 
Recorded (SAVOR) trial and the 
Examination of Cardiovascular 
Outcomes with Alogliptin versus 
Standard of Care (EXAMINE) 
trial. The SAVOR trial was a ran-
domized, double-blind, placebo-
controlled trial involving 16,492 
patients. The EXAMINE trial was 
a randomized, double-blind, pla-
cebo-controlled trial involving 
5380 patients. Reported rates of 
acute pancreatitis in the SAVOR 
and EXAMINE trials were low, 
with similar rates of events in 
the drug and placebo groups (22 
and 16, respectively, in SAVOR; 12 
and 8, respectively, in EXAMINE).4,5 
The reported incidence of pan-
creatic cancer was 5 and 12 cas-
es, respectively, in the drug and 
placebo groups in the SAVOR 
trial, with no incidence of pan-
creatic cancer in either group in 
the EXAMINE trial.

The FDA and the EMA have 
also independently reviewed a 
number of observational studies 
to explore a possible association 
between incretin-based drugs and 
acute pancreatitis. Cohort and 
nested case–control studies, using 
a variety of large administrative 
claims databases, have yielded 
inconsistent results. These stud-
ies suffered, to different degrees, 

from methodologic shortcomings, 
including limited power, inade-
quate outcome validation, incom-
plete covariate ascertainment, and 
inadequate confounding control.

Thus, the FDA and the EMA 
have explored multiple streams of 
data pertaining to a pancreatic 
safety signal associated with 
incretin-based drugs. Both agen-
cies agree that assertions con-
cerning a causal association be-
tween incretin-based drugs and 
pancreatitis or pancreatic cancer, 
as expressed recently in the scien-
tific literature and in the media, 
are inconsistent with the current 
data. The FDA and the EMA have 
not reached a final conclusion at 
this time regarding such a causal 
relationship. Although the total-
ity of the data that have been 
reviewed provides reassurance, 
pancreatitis will continue to be 
considered a risk associated with 
these drugs until more data are 
available; both agencies continue 
to investigate this safety signal. 
The FDA and the EMA believe 
that the current knowledge is ad-
equately reflected in the product 
information or labeling, and fur-
ther harmonization among prod-
ucts is planned in Europe. Ongo
ing strategies include systematic 
capture of data on pancreatitis 
and pancreatic cancer from car-
diovascular outcome trials and on-
going clinical trials, which should 
facilitate meta-analyses, and accu-
mulation of further knowledge re-
garding these signals in the future.

Disclosure forms provided by the authors 
are available with the full text of this article 
at NEJM.org.

From the Office of New Drugs, Center for 
Drug Evaluation and Research, Food and 
Drug Administration, Silver Spring, MD 
(A.G.E., B.T.H., T.B., C.R.); the European 
Medicines Agency, London (E.B.); Läke
medelsverket, Uppsala, Sweden (K.D.); and 
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the Dutch Medicines Evaluation Board, 
Utrecht, the Netherlands (P.A.G.).
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Marked expansion of exocrine and endocrine 
pancreas with incretin therapy in humans 
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and the potential for glucagon-producing 
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2.	 European Medicines Agency. Assess-
ment report for GLP-1 based therapies. July 
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en_GB/document_library/Report/2013/08/
WC500147026.pdf).
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Goldstein BJ. Safety and tolerability of sita-
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4.	 Scirica BM, Bhatt DL, Braunwald E, et al. 
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UNITED STATES DISTRICT COURT  
SOUTHERN DISTRICT OF CALIFORNIA 

IN RE: INCRETIN-BASED 
THERAPIES PRODUCTS 
LIABILITY LITIGATION 
 
Relates to: ALL CASES 
 
 

) 
) 
) 
) 
) 
) 
) 
) 
) 
) 
) 

MDL No. 13-md-2452-AJB(MDD) 
 
 
DECLARATION OF MICHAEL K. 
JOHNSON, KENNETH W. PEARSON, 
MAX KENNERLY, AND LINDA K. 
LEIBFARTH 

 
 Michael K. Johnson, Kenneth W. Pearson, Max Kennerly, and Linda K. Leibfarth 
hereby declare under penalty of perjury that the following information is true and correct: 

1. We are attorneys representing Plaintiffs in this litigation. 
2. We personally met and conferred on February 18, 2014 in San Diego with 

counsel for Defendant Novo Nordisk, including Heidi Levine and Leeanne Neri; and 
counsel for Defendant Merck Sharp & Dohme, including Ana Reyes and Paul Boehm. 

3. One of the issues discussed at the meet and confer was Plaintiffs’ obligation 
to limit their discovery requests to matters relevant to general causation in accordance 
with Judge Battaglia’s comments at the Status Conference held earlier the same day. 

4. To resolve that issue, Defense counsel requested that Plaintiffs’ counsel 
review their interrogatories and document requests, and remove those that could not 
reasonably bear on general causation issues.  We agreed to do that and did so 
approximately a week later.   

5. Defendants made no request at the meet and confer that Plaintiffs rewrite 
their requests to comply with Judge Battaglia’s comments on limiting discovery to 
matters relevant to general causation.  However, the subject of rewriting requests did 
come up in a different context during the meet and confer, as discussed below.  

6. Defendants’ raised concerns during the meet and confer about the recent 
sanctions imposed on the defendant in the Pradaxa litigation.  Defendants explained that 
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they did not feel they could respond to Plaintiffs’ discovery requests because they were 
concerned that any search they might make for responsive information might later be 
deemed inadequate if additional responsive information was found.  One of the defense 
attorneys stated “We don’t want to be the next Pradaxa.”  Defendants stated at various 
times that they could not and would not respond to any of Plaintiffs’ discovery requests 
because of a fear of sanctions being imposed on them later, after the discovery of 
additional responsive information. 

7. Much of the meet and confer was spent discussing Defendants’ Pradaxa 
concerns.  Among other things, Defendants asked Plaintiffs to rewrite their discovery 
requests so that each one was targeted so specifically that it would be almost impossible 
for Defendants to perform an inadequate search for the requested information.  That 
proposal was rejected as impractical, in part because Plaintiffs do not know what 
documents and information Defendants have, and cannot prepare requests precisely 
targeting things they don’t even know about.  Defendants were asked how they expected 
Plaintiffs to be able to specifically target discovery requests when even Defendants, with 
their superior knowledge of their own documents, were afraid to commit to saying any 
search was complete.  Defendants were not able to answer that question.   

 
I declare under penalty of perjury that the foregoing is true and correct. 

Executed on March 18, 2014.   /s/ Michael K. Johnson 
       Michael K. Johnson 
 
       /s/ Kenneth W. Pearson 
          Kenneth W. Pearson  
 
       /s/ Max Kennerly 
          Max Kennerly 
 
       /s/ Linda K. Leibfarth 
          Linda K. Leibfarth  




