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On August 26, 2013, the Judicial Panel on Multidistrict Litigation created this MDL 

to “promote the just and efficient conduct of this litigation.” Several prescription drug 

MDLs created after this one have held bellwether trials (such as In re: Testosterone, MDL 

2545, and In re: Xarelto, MDL 2592) or reached settlements (such as In re: Benicar, MDL 

2606, and In re: Fluoroquinolone, MDL 2642). Plaintiffs propose this MDL move forward 

by following the same tried-and-true approach used by other prescription drug MDLs: 

full discovery; dispositive motions; then bellwether trials. This will permit the case to 

proceed toward resolution without delay.  

Defendants’ proposal for limited discovery would inevitably produce more 

discovery disputes, and would only make sense if there was a high likelihood that 

Defendants would prevail on global motions for summary judgment on preemption or 

general causation. Regarding preemption, the Ninth Circuit held that the existing record 

is already sufficient to “prevent[ ] entry of summary judgment on the defendants’ 

preemption claim.” Opinion at 7, discussed infra at § I(C). Regarding general causation, 

the published literature continues to strengthen the evidence of a causal association 

between the incretin drugs and pancreatic cancer,1 and the Ninth Circuit’s recent 

Wendell decision rejects both of the arguments Defendants said they will raise in their 

proposed Daubert motions. 

This litigation became prolonged because Defendants urged this Court to adopt 

an unorthodox schedule, delaying core discovery indefinitely, so they could pursue 

                                                

1 A study of over one million type 2 diabetics in Taiwan found a statistically significant 
increase in the risk of pancreatic cancer among Januvia users. Another study of over 
500,000 type 2 diabetics in Europe found a statistically significant increase in the risk of 
pancreatic cancer among all incretin users. The LEADER clinical trial of Victoza, which 
Defendant Novo Nordisk fought to keep under wraps during discovery, showed a 
massive imbalance of pancreatic cancer cases in the group taking Victoza, 13 to 5, 
representing a hazard ratio of 2.59. See § III, infra. 
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novel arguments about the role of Buckman Co. v. Plaintiffs’ Legal Committee, 531 U.S. 

341 (2001) in discovery and in preemption. Defendants’ interpretation of Buckman was 

rejected in its entirety by the Ninth Circuit, which specifically held that Buckman 

provides no basis “to preclude discovery of evidence relevant to the plaintiffs’ state-law 

failure-to-warn claims.” Opinion, p. 5. The Ninth Circuit further held that Defendants’ 

preemption affirmative defense entitles Plaintiffs to discover “what information was 

available to the defendants,” and that the fact disputes in the current record have 

already “prevented entry of summary judgment on the defendants’ preemption claim.” 

Id. at 5, 7, discussed infra at § I(A) & (C).  

Plaintiffs understand that the Defendants’ “new” plan is simply a rehash of their 

original proposal. Their plan would once again postpone core discovery and bellwether 

trials indefinitely, while they pursue the same arguments that failed before. Once is 

enough. Plaintiffs have a right to the just, speedy, and inexpensive determination of 

their claims, and it is time for Plaintiffs to be provided the full discovery to which they 

are entitled.   

I. THE NINTH CIRCUIT’S ORDER COMPELS THE PRODUCTION OF ROBUST DISCOVERY AND PREVENTS 
SUMMARY JUDGMENT FROM BEING ENTERED IN DEFENDANTS’ FAVOR. 

At the February 27, 2018 telephonic status conference, Defendants argued that 

the Ninth Circuit merely ordered the production of a small amount of additional 

discovery followed by a do-over of Defendants’ failed preemption motion. That is clearly 

not correct. The Ninth Circuit held that the misapplication of Buckman had both 

“impermissibly circumscribe[d] discovery” and impaired “the court’s preemption 

analysis at the summary judgment stage.” Opinion at 1. “Either of these errors would 

independently warrant reversal.” Id. The Ninth Circuit also affirmed this Court’s factual 

finding that it was “unclear” whether the FDA reviewed the new safety information and 

what effect it would have had on the FDA. As stated by the court, this factual finding 
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“prevented entry of summary judgment on the defendants’ preemption claim.” Opinion 

at 7, discussed further below in § I(C). 

A. No Motion For Summary Judgment On Preemption Could Even Be 
Decided Until The Plaintiffs Have “What Information Was Available To 
The Defendants” That Could Have Supported A CBE Label Change. 

After recognizing that the discovery sought by Plaintiffs “included adverse event 

source documents and databases,” Opinion at 4 (emphasis added), the Ninth Circuit laid 

out two principles to guide this Court on remand:  

The discovery the plaintiffs sought was directly relevant to whether any 
causal connection existed between incretin use and pancreatic cancer. …  
 
As pertinent to the defendants’ preemption affirmative defense, whether it 
would have been possible for the defendants to comply with both their 
common law duty to warn and the federally imposed reporting obligations 
is a separate issue that cannot be resolved without knowing what 
information was available to the defendants. See Levine, 555 U.S. at 573.  
Neither Buckman’s holding nor what the district court termed the “policy 
underlying Buckman” can be read to preclude discovery of evidence 
relevant to the plaintiffs’ state-law failure-to-warn claims. 

Opinion at 5. Thus, the Ninth Circuit’s directives regarding discovery had two separate 

components: first, Buckman cannot be used to limit discovery relevant to other issues 

(e.g., general causation), and second, under Levine, the Defendants’ preemption 

affirmative defense “cannot be resolved without knowing what information was 

available to the defendants.”  

Defendants suggested they will bring yet another motion for summary judgment 

based on preemption (their third bite at that apple). While Plaintiffs cannot prevent 

Defendants from filing such a motion again, the Ninth Circuit has foreclosed any 

possibility of its success because there are already disputed material fact issues in this 

record. See infra, § I(C). Moreover, even if there were no fact disputes of record, the 

Ninth Circuit’s opinion made it clear that preemption motions “cannot be resolved” until 
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the plaintiffs have been provided “what information was available to the defendants” 

that could have supported a CBE. Opinion, p. 5. The need for full discovery of 

information that would support an appropriate warning is therefore paramount. 

As FDA regulations state, and as the federal courts have recognized, “[t]o add a 

warning to the Warnings and Precautions section of a drug label through a CBE 

submission, ‘there need only be ‘reasonable’ evidence of a causal association with the 

drug, a standard that could be met by a wide range of evidence.’” In Re: Fosamax, 852 

F.3d 268, 297-298 (3rd Cir. 2017) (quoting 73 Fed. Reg. at 49,604). Many types of “new 

safety information” are considered by the FDA, and a partial list, “including, but not 

limited to” the sources cited below, is attached as Exhibit A. Those sources include: 

• “Safety-related data in a new drug application (NDA)” 
• “Medical literature submitted by application holders or external stakeholders 

or identified by FDA staff” 
• “Periodic safety reports, including periodic adverse drug experience reports 

(21 CFR 314.80(c)(2), 314.98(a)), periodic adverse experience reports (21 CFR 
600.80(c)(2)), and periodic safety update reports (PSURs)”  

• “Reports of preclinical, toxicological, or pharmacokinetic studies, clinical trials, 
or observational studies”  

• “Studies and clinical trials that may or may not have been conducted as 
postmarket requirements or commitments or with FDA’s knowledge” 

• “Communications with foreign regulatory authorities regarding postmarket 
analysis of adverse reactions associated with drugs approved in their 
countries” 

• “Meta-analyses of safety information, or new analyses of previously submitted 
information” 

Plaintiffs are entitled to take discovery on the above sources of “new safety 

information” not only because the FDA specifically identifies those sources as places to 

look, but also because the Ninth Circuit mandated that all “new safety information” be 

provided to the Plaintiffs in this MDL. 
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 Furthermore, Defendants’ proposal to leave discovery frozen at February 2014 is 

unworkable. There are now a multitude of Plaintiffs who used Defendants’ drugs well 

after February 2014. In the Ninth Circuit’s words, regardless of what argument 

Defendants make in favor of preemption, their motion for summary judgment “cannot 

be resolved without knowing what information was available to the defendants” that 

could have supported a CBE during the time they used the drugs. Thus, even if 

Defendants were able to overcome the Ninth Circuit’s explicit ruling that summary 

judgment on preemption is not available to them (see § I(C), infra), discovery that 

stopped at February 2014 still could not be used as a basis for resolving all claims based 

on preemption.  

B. The Discovery Necessary To Move Forward On Preemption, General 
Causation, And The Rest Of The Litigation Is Proportionate To The Needs 
Of This Case. 

Plaintiffs seek nothing more than the typical discovery permitted in prescription 

drug MDLs: the production of all “new safety information” that could have been used to 

support a CBE; ESI searches across custodial files sufficient to obtain the evidence 

necessary for general causation and liability; targeted written discovery; and depositions 

of Defendants’ employees.   

Such discovery is neither unusual nor disproportionate. Even after the 2015 

Amendments to Rule of Civil Procedure 26, the standard for relevance “encompass[es] 

any matter that bears on, or that reasonably could lead to other matter that could bear 

on, any issue that is or may be in the case.” Doherty v. Comenity Capital Bank, 2017 WL 

1885677, at *2 (S.D. Cal. May 9, 2017) (quoting Oppenheimer Fund, Inc. v. Sanders, 437 

U.S. 340, 351 (1978)). The question is not whether a particular piece of discovery is 

burdensome, but “whether discovery production has reached a point of diminishing 

returns.” Abbott v. Wyoming Cty. Sheriff’s Office, 2017 WL 2115381, at *2 (W.D.N.Y. 
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May 16, 2017) (collecting cases). This MDL is nowhere near that point on any issue, 

including preemption and general causation, much less on all issues. 

Judge Campbell, who chaired the Advisory Committee responsible for the 2015 

Amendments, provided an example of “proportionality” in a medical device injury MDL. 

The plaintiffs sought 13 years of defendants’ communications with 18 foreign regulatory 

agencies for the sole purpose of discovering whether those communications were 

inconsistent with the defendants’ communications with the FDA. In re Bard IVC Filters, 

317 F.R.D. 562, 566 (D. Ariz. 2016). Judge Campbell determined that the discovery was 

disproportionate because it was redundant: plaintiffs were already engaging in 

“extensive ESI searches and depositions of relevant witnesses [which] should capture 

communications with foreign regulators that originate in the United States, as most 

appear to.” Id. Similarly, in a pharmaceutical MDL where broad-based ESI searches had 

already been ordered, Judge Fallon also ordered that “Plaintiffs are entitled to the 

‘custodial file’ of any employee or former employee of Defendants who Plaintiffs seek to 

depose.” Nonetheless, he drew the line at compelling production of employee’s 

personnel files in the absence of a particularized showing of relevance and 

proportionality. In re: Xarelto, 313 F.R.D. 32, 33 (E.D. La. 2016). 

In this case, Plaintiffs have nothing like the “extensive ESI searches” and 

“custodial files” typical of MDLs. Plaintiffs received only what Defendants were content 

to give them initially – all of Plaintiff’s motions to compel further discovery were denied. 

As a result, Plaintiffs have only a miniscule production from the pre-appeal 

proceedings,2 and they have no discovery at all for the past four years on any issue. 

                                                

2 At the status conference, the four Defendants in this case with their five drugs 
trumpeted their combined 8 million pages produced. In the Actos litigation, which 
involved a single drug, despite the defendants’ “widespread failure to preserve large 
swaths of Actos-related documents,” the defendants still produced “some 33 million 
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Even if this litigation were limited solely to preemption, Plaintiffs would be entitled to 

discovery of any matter that bears on “what information was available to the 

defendants” that could support a CBE labeling change. This would include the entire 

regulatory files for the drugs; the categories of “new safety information” identified 

above; searches of relevant employees’ custodial files; targeted written discovery; and 

depositions. Anything less would sidestep the Ninth Circuit’s order and inevitably 

produce a reversal on appeal. Thus, further attempts to parse out preemption and 

general causation discovery from general discovery would be a waste of time and 

resources that will cause unnecessary delay. 

C. Defendants Cannot Overcome The Ninth Circuit’s Finding That The 
Existing Record “Should Have Prevented Entry Of Summary Judgment On 
The Defendants’ Preemption Claim.” 

In addition to its rulings ordering discovery of new safety information, the Ninth 

Circuit held, as an independent basis for reversal, that even the current limited factual 

record “prevented entry of summary judgment on the defendants’ preemption claim:” 

Further, in its discussion of the materiality of the “new safety information,” 
the district court stated, “it remains unclear whether the FDA considered 
this information, and if it did not, whether this data would have altered the 
FDA’s conclusion” (emphasis added). Uncertainty about whether the FDA 
considered the “new safety information” and whether it would have 
altered the FDA’s conclusion establishes that a disputed issue of material 
fact should have prevented entry of summary judgment on the 
defendants’ preemption claim. As the district court correctly noted, the 
parties’ experts disputed whether the “new safety information” would have 
been material to the FDA’s analysis. 

                                                

pages.” In re Actos, 2014 WL 2872299, at *17 (W.D. La. June 23, 2014). In the Benicar 
litigation, which also involved a single drug, the Defendants produced “64 million pages 
of documents.” In re: Benicar, 2016 WL 5817262, at *1 (D.N.J. Oct. 4, 2016). 
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Opinion at 7-8 (italics in the Opinion; bolding added). The Ninth Circuit affirmed this 

Court’s factual finding that it was “unclear whether the FDA considered this information, 

and if it did not, whether this data would have altered the FDA’s conclusion;” affirmed 

that this Court was correct to consider the dispute between the parties’ regulatory 

experts; and then specifically held, as a matter of law, that the existing record 

“prevented entry of summary judgment on defendants’ preemption claim.” 

In meet-and-confer calls and during the February 27, 2018 status conference, 

Defendants did not even speculate how they might overcome this binding ruling. The 

additional discovery recognized as necessary by the Ninth Circuit, and the Ninth Circuit’s 

reversal of the partial disqualification of Plaintiffs’ regulatory expert, Dr. Fleming, will 

only add to Defendants’ preemption problems. The amount of new safety information 

available to the Defendants, but either not provided to the FDA or not clearly 

considered by the FDA, can only increase with discovery. Similarly, the “disputed issue[s] 

of material fact [which] prevent[ ] entry of summary judgment on defendants’ 

preemption claim” can only increase with the additional discovery and the additional 

portions of Dr. Fleming’s previously-excluded report and testimony. There is no viable 

path here to a successful preemption defense.3 

 

                                                

3 Plaintiffs also note that Defendants have not volunteered any information about what 
has transpired between them and the FDA since February 2014. Presumably, that 
information will not be helpful to them. Certainly, the publicly-available record on 
preemption has not moved in Defendants’ favor. The FDA’s official position is still that 
the increased risk of pancreatic cancer is under investigation; the NEJM article has still 
never appeared on the FDA website or in any official FDA publication; and, its lead 
author, Amy Egan, left the FDA in 2016 and now serves as an expert witness for drug 
companies in product liability litigation, such as In re Xarelto.  
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II. LIMITING THE SCOPE OF DISCOVERY WILL NEITHER EXPEDITE THIS CASE NOR SIGNIFICANTLY 
REDUCE COSTS, BECAUSE EXTENSIVE DISCOVERY IS REQUIRED BEFORE DAUBERT AND GENERAL 
CAUSATION CAN BE DECIDED. 

Because the issue is not yet ripe, the Ninth Circuit did not have an opportunity to 

rule whether the Plaintiffs have been provided sufficient discovery for purposes of 

general causation. The Ninth Circuit did, however, make an important point about such 

discovery. Defendants’ regulatory obligation to collect safety data does not offer them a 

shield from producing general causation discovery, but instead makes the data even 

more appropriate for production because there is no undue burden associated with 

collecting and producing it: 

The discovery the plaintiffs sought was directly relevant to whether any 
causal connection existed between incretin use and pancreatic cancer. The 
plaintiffs did argue that it would not be unduly burdensome to produce the 
data they requested because the defendants were required to collect and 
submit it to the FDA, but the duty the plaintiffs claim the defendants 
breached was the parallel common law duty to warn, not a duty arising 
from the FDCA. 

Opinion at 5. 

The parties will need to engage in discovery relating to general causation. They 

will need to review and to incorporate into their opinions several years’ worth of new 

scientific evidence. The general causation experts’ reports will need to be redone, and 

the experts will need to be re-deposed. As the Supreme Court recognized, the primary 

source of scientific data about a given drug is found in drug manufacturers’ files: “[drug] 

manufacturers have superior access to information about their drugs, especially in the 

postmarketing phase as new risks emerge.” Wyeth v. Levine, 555 U.S. 555, 578–79 

(2009). Further, the Manual for Complex Litigation advises that “[f]or completed party-

sponsored studies, courts generally require production of all data,” and defendants are 

typically obligated to also provide extensive information about ongoing studies. Manual 
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for Complex Litigation, Fourth, § 22.87, p. 444. Finally, as the Ninth Circuit recognized, 

Buckman provides no basis for precluding discovery into general causation. Opinion at 5.  

Plaintiffs do not have any discovery from the Defendants after February 2014. 

This means their experts are already working with scientific evidence that is outdated by 

more than four years. Much of the relevant data developed over the last four years is 

likely only available in the Defendants’ files. For example, Victoza was only approved in 

2010, and thus Plaintiffs are missing more than half of the data generated about it in 

“the postmarketing phase.” As described above, the standard for relevance 

“encompass[es] any matter that bears on, or that reasonably could lead to other matter 

that could bear on, any issue that is or may be in the case,” Doherty, supra. This means 

Plaintiffs are entitled to all evidence in the Defendants’ possession that bears on 

whether the Defendants’ drugs are capable of causing or contributing to pancreatic 

cancer.4 The burden falls to the Defendants to show why this discovery, which is routine 

in drug and medical device MDLs, is not proportionate.5 

As other courts have held in the context of consolidated litigation, even where the 

cost is considerable, discovery is nonetheless proportionate where “the probative value 

of the sought after discovery is potentially substantial because it may be relevant to 

factual issues at the heart of [plaintiff’s claims].” In re Suboxone Antitrust Litig., 2016 WL 

3519618, at *7 (E.D. Pa. June 28, 2016) (emphasis added). Here, it is clear there is 

“potentially substantial” evidence that “may be relevant” to general causation — the 

Defendants undeniably have extensive additional scientific data collected over the past 

                                                

4 As Judge Campbell wrote, “[c]ourts generally recognize that relevancy for purposes of 
discovery is broader than relevancy for purposes of trial.” In re Bard, 317 F.R.D. at 566. 
5 See In re: Bard IVC Filters, 2016 WL 4943393, at *2 (D. Ariz. Sept. 16, 2016) 
(“[A]mendment does not place the burden of proving proportionality on the party 
seeking discovery.”). 
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four years, data they are obligated by the FDCA and FDA to collect, and data which the 

Ninth Circuit has already ruled must be produced to Plaintiffs. 

III. DEFENDANTS’ PROPOSED MOTION FOR SUMMARY JUDGMENT BASED ON AN ALLEGED LACK OF 
GENERAL CAUSATION HAS LITTLE TO NO CHANCE OF SUCCESS AND DOES NOT JUSTIFY FURTHER 
DELAYING THE PROGRESS OF THIS CASE.  

Plaintiffs briefly referred to Wendell v. GlaxoSmithKline, 858 F. 3d 1227 (9th Cir., 

2017) during the status conference after Defendants suggested they intended to bring a 

global Daubert motion. Wendell was a single-plaintiff case alleging that a prescription 

drug lacked adequate warnings. The Daubert arguments made by the defendants and 

accepted by the District Court are identical to the arguments made by the Defendants at 

the status conference: “the district court determined that the lack of animal or 

epidemiological studies showing a causal link between [the injury] and the [ ] drugs also 

undermined the experts’ methodology.” Wendell at 1232-1233.  

In a published decision, the Ninth Circuit reversed the District Court completely, 

and specifically rejected those arguments: “[t]he district court also wrongfully required 

that the experts’ opinions rely on animal or epidemiological studies. Neither are 

necessary for an expert’s testimony to be found reliable and admissible.” Id. at 1235-

1236. The Wendell decision puts the brakes on Defendants’ arguments here, where they 

claim they might prevail under Daubert because of the lack of animal studies showing 

precancerous or cancerous changes, and the lack of epidemiological studies showing a 

statistically significant increased risk of pancreatic cancer.  

The Wendell opinion makes clear that neither of the two general causation issues 

raised by Defendants, viewed separately or together, would be sufficient to support 

their Daubert motions or a motion for summary judgment based on general causation. 

“Neither are necessary for an expert’s testimony to be found reliable and admissible.” 

Wendell at 1235-1236. Moreover, neither of Defendant’s assertions is correct: 
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• Regarding animal studies, Defendants’ own animal studies showed 
precancerous changes and evidence of cell proliferation, and the Defendants 
withheld that information from the FDA. See, e.g., ECF 1165-11 & 1165-13. The 
lone study performed in an animal model designed to look for precancerous 
changes, Gier 2012,6 found exenatide caused those changes, and Defendants 
have spent six years scrupulously avoiding performing their own study on 
similar appropriate animal models.  

• Regarding epidemiological studies, two separate studies have shown a 
statistically significant increase in the risk of pancreatic cancers among incretin 
users: 

o Tseng 20167 compared 71,137 sitagliptin users and 933,046 type 2 
diabetics who never used sitagliptin, and found an adjusted hazard ratio 
for ever- versus never-users of 1.40 (95% CI, 1.13–1.75), with certain 
subgroups (based on dosage and cumulative dose) having a hazard ratio 
as high as 3.10 (95% CI, 1.17–8.26). These results are undeniably 
statistically significant.  

o Boniol 20188 compared 33,292 incretin users and 525,733 patients with 
diabetes treated with non-insulin antidiabetic drugs, demonstrating that 
incretin users had an adjusted hazard ratio of 2.14 (95% CI, 1.71 – 2.67), 
a statistically significant result, and with statistically significant elevated 
hazard ratios across all time periods studied.  

In addition to the above, Defendant Novo Nordisk’s own LEADER clinical trial of 

Victoza with 9,340 participants (and strict inclusion and exclusion criteria, thereby 

removing many of the patients most at risk of developing pancreatic cancer) had 13 

                                                

6 Gier, Belinda et al. “Chronic GLP-1 Receptor Activation by Exendin-4 Induces Expansion 
of Pancreatic Duct Glands in Rats and Accelerates Formation of Dysplastic Lesions and 
Chronic Pancreatitis in the KrasG12D Mouse Model.” Diabetes 61.5 (2012): 1250–1262. 
7 Tseng, C., “Sitagliptin and pancreatic cancer risk in patients with type 2 diabetes,” Eur J 
Clin Invest 2016; 46 (1): 70–79. 
8 Boniol, et al., “Incretin-Based Therapies and the Short-term Risk of Pancreatic Cancer: 
Results From Two Retrospective Cohort Studies,” Diabetes Care Feb 2018, 41 (2) 286-
292. 
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pancreatic cancer cases in the Victoza arm compared to 5 in the placebo arm, for a 

hazard ratio of 2.59 (95% CI, .92 – 7.27).9 Discovery will reveal if the Defendants 

undercounted the number of pancreatic cancer cases in the Victoza arm. However, 

under the facts and studies currently available, there is no basis for Defendants’ 

suggestion that they may prevail in Daubert motions based on an alleged lack of 

material findings in animal or epidemiological studies. 

IV. THIS CASE SHOULD PROCEED LIKE ANY OTHER PHARMACEUTICAL MDL. 

Plaintiffs respectfully submit that this case should proceed in accordance with 

other pharmaceutical MDLs, moving forward with full discovery and minimal delay. 

Toward that end, Plaintiffs request that this Court adopt the following conventional 

MDL scheduling order: 

1.         Supplemental Initial Disclosures by:     April 27, 2018  

2. Fact discovery and Deposition completed by:   February 27, 2019 

3. Selection of Bellwether Plaintiffs & Plaintiff-Specific Discovery: 

      On or before April 27, 2018, the parties shall submit to the Court a 

proposed Order identifying the process and parameters for selecting 

bellwether plaintiffs and taking plaintiff-specific discovery. 

4. Expert Discovery and Designations: 

a.    Plaintiffs’ Rule 26 expert reports by:   April 27, 2019 

b. Defendants Rule 26 expert reports by:   May 27, 2019 

c. Plaintiffs rebuttal expert reports by:    June 17, 2019 

e. Depositions of expert witnesses completed by:  August 17, 2019     

 

                                                

9 Marso, et al., “Liraglutide and Cardiovascular Outcomes in Type 2 Diabetes,” N Engl J 
Med 2016; 375:311-322. 
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5. Summary Judgment & Daubert Motions:   

a. Summary judgment and Daubert motions filed by: September 6, 2019 

b. Responses thereto filed by:    October 6, 2019 

c. Replies (where necessary) filed by:   October 20, 2019 

d. Hearing will be set thereafter pursuant to the Court’s schedule. 

6. Bellwether Trials: 

      a. Four selected MDL bellwether trials will begin on December 17, 2019, and 

will continue to occur consecutively at 6 week intervals. 

 

DATED:  March 13, 2018    PLAINTIFFS’ COUNSEL 
 
 

/s/Michael K. Johnson   
Michael K. Johnson 
MN Bar No. 258696 
Kenneth W. Pearson 
MN Bar No. 16088X 
JOHNSON BECKER PLLC 
444 Cedar Street, Suite 1800 
St. Paul, Minnesota 55101 
Telephone: (612) 436-1800 
mjohnson@johnsonbecker.com 

 
Tor A. Hoerman 
Max Kennerly 
TORHOERMAN LAW LLC 
101 W. Vandalia Street, Suite 350 
Edwardsville, Illinois 62025 
Phone: (618) 656-4400 
thoerman@torhoermanlaw.com 
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Ryan L. Thompson 
Cal. Bar No. 296841 
Thompson Law LLP 
3300 Oak Lawn Ave., 3rd Floor 
Dallas, Texas 75219 
Office: 214.755.7777 
Fax: 214.716.0116 
RThompson@TrialLawyers.com 
 
 
Hunter J. Shkolnik  
Napoli Shkolnik PLLC 
360 Lexington Avenue, 11th floor 
New York, NY 10017 
Office: 212.397.1000 
Facsimile: 646.843.7603 
Hunter@NapoliLaw.com 
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EXHIBIT A

Excerpt from: Guidance for Industry, Safety Label Changes - 
Implementation of Section 505(o)(4) of the FD&C Act
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Contains Nonbinding Recommendations* 

APPENDIX A:  EXAMPLES OF SOURCES OF NEW SAFETY INFORMATION 

FDA may learn of new safety information from various sources including, but not limited to: 

 Routine monitoring of Adverse Event Reporting System (AERS) or Vaccine Adverse Event
Reporting System (VAERS) in-boxes (by the CDER Office of Surveillance and
Epidemiology (OSE) or CBER Office of Biostatistics and Epidemiology (OBE) Safety
Evaluators)

 Data mining of AERS or VAERS databases, either through routine practice or triggered by a
specific issue, by OSE and OBE

 Systematic data mining of all division products
 Safety-related data in a new drug application (NDA), biologics license application (BLA),

supplements, or investigational new drug application (IND)
 FDA inspections and investigations, including postmarket adverse drug experience (ADE)

inspections
 Reports received through established drug quality reporting systems
 Medical literature submitted by application holders or external stakeholders or identified by

FDA staff
 Submissions from an application holder, including but not limited to:

— Periodic safety reports, including periodic adverse drug experience reports (21 CFR
314.80(c)(2), 314.98(a)), periodic adverse experience reports (21 CFR 600.80(c)(2)), and 
periodic safety update reports (PSURs) 

— Reports of preclinical, toxicological, or pharmacokinetic studies, clinical trials, or 
observational studies 

— Studies and clinical trials that may or may not have been conducted as postmarket 
requirements or commitments or with FDA’s knowledge 

— REMS assessments as required under section 505-1 of the FD&C Act 
— Field alert reports (FARs) as required under 21 CFR 314.81(b)(1) and 314.98(c) or 

Postmarketing 15-day Alert reports as required under 21 CFR 314.80(c)(1), 314.98(a), 
and 600.80(c)(1) 

— Reports of fatalities related to blood collection or transfusion, as required under 21 CFR 
606.170(b) 

— Biological product deviation reports as required under 21 CFR 600.14 and 606.171 
— Annual reports as required under 21 CFR 314.81(b)(2) and 314.98(c) 

 Communications with Centers for Disease Control and Prevention (CDC) about CDC’s
analysis of VAERS reports and the Vaccine Safety Datalink database

 Communications with foreign regulatory authorities regarding postmarket analysis of adverse
reactions associated with drugs approved in their countries

 Meta-analyses of safety information, or new analyses of previously submitted information

 * Insofar as this guidance adjusts reporting categories pursuant to section 506A of the FD&C Act and 21 CFR
314.70 and 601.12, it does have binding effect.

16 

Case 3:13-md-02452-AJB-MDD   Document 2392-1   Filed 03/13/18   PageID.22012   Page 2 of 2


	I. INTRODUCTION 
	II. BACKGROUND
	A. Past Practice
	B. New FDAAA Authorities and Requirements

	III.  IMPLEMENTATION OF SAFETY LABELING CHANGES UNDER FDAAA
	A.  What is New Safety Information?
	1. What Does New Safety Information Mean? 
	2. How Does FDA Learn About New Safety Information?
	3. How Will FDA Evaluate the New Safety Information?

	B.  What Types of Safety Labeling Changes Could Be Required Under Section 505(o)(4)?

	IV. PROCEDURES
	A. How Will FDA Notify Application Holder(s) of Required Safety Labeling Changes?
	B. How Should Application Holders Respond to a Notification Letter?
	C. How Will FDA Review the Required Labeling Supplement or Rebuttal Statement?
	1. Meaning of Promptly Review and Act
	a. Labeling Supplements
	b. Rebuttal Statements

	2.  Additional Information on Review Procedures
	a. 30-Day Discussion Periods and Extensions
	b. Failure to Respond to a Notification Letter 
	c. Labeling Change Notifications for ANDAs with a Marketed NDA RLD

	3.  Additional Information on Review Procedures for Safety Labeling Changes that Affect More than One Application

	D. How Will FDA Issue an Order for Labeling Changes?
	E. When Should New Labeling Be Available?
	F. Will Safety Labeling Changes Letters Be Disclosed?

	V.  DISPUTE RESOLUTION
	VI.  ENFORCING REQUIREMENTS FOR SAFETY LABELING CHANGES
	VII.     PAPERWORK REDUCTION ACT OF 1995
	APPENDIX A:  EXAMPLES OF SOURCES OF NEW SAFETY INFORMATION
	GLOSSARY
	Blank Page

