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EXAMINING CONCERNS REGARDING FDA’S
PROPOSED CHANGES TO GENERIC DRUG
LABELING

TUESDAY, APRIL 1, 2014

HOUSE OF REPRESENTATIVES,
SUBCOMMITTEE ON HEALTH,
COMMITTEE ON ENERGY AND COMMERCE,
Washington, DC.

The subcommittee met, pursuant to call, at 3:01 p.m., in room
2322 of the Rayburn House Office Building, Hon. Joseph Pitts
(chairman of the subcommittee) presiding.

Members present: Representatives Pitts, Burgess, Shimkus,
Gingrey, Lance, Guthrie, Bilirakis, Pallone, Green, Barrow,
Christensen, Sarbanes, and Waxman (ex officio).

Also present: Representative Braley.

Staff present: Clay Alspach, Chief Counsel, Health; Noelle
Clemente, Press Secretary; Paul Edattel, Professional Staff Mem-
ber, Health; Sydne Harwick, Legislative Clerk; Robert Horne, Pro-
fessional Staff Member, Health; Carly McWilliams, Professional
Staff Member, Health; Chris Sarley, Policy Coordinator, Environ-
ment & Economy; Heidi Stirrup, Health Policy Coordinator; John
Stone, Counsel, Health; Tom Wilbur, Digital Media Advisor; Ziky
Ababiya, Democratic Staff Assistant; Eric Flamm, Democratic FDA
Detailee; Karen Lightfoot, Democratic Communications Director
and Senior Policy Advisor; and Karen Nelson, Democratic Deputy
Committee Staff Director for Health.

OPENING STATEMENT OF HON. JOSEPH R. PITTS, A REP-
RESENTATIVE IN CONGRESS FROM THE COMMONWEALTH
OF PENNSYLVANIA

Mr. PirTs. The subcommittee will come to order. The chair will
recognize himself for an opening statement.

One of the great successes in healthcare in the past 30 years has
been the introduction and widespread use of generic drugs, saving
patients and taxpayers trillions of dollars. Today, nearly 85 percent
of drugs dispensed in the U.S. are generics. This success has been
possible because consumers and prescribers have confidence that
generic drugs approved by the FDA are the “same” as their brand
name counterparts, not only in terms of their chemical composition,
but also with respect to their safety and effectiveness.

This principle of “sameness” is the backbone of the 1984 Hatch-
Waxman Act, which provided the pathway for generic drugs to
come to market. A generic product has the same benefits and risk
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as the brand name drug and, therefore, the same labeling is re-
quired. Ever since enactment, FDA has logically held that this is
an ongoing requirement that extends beyond the date of approval.
However, on November 13, 2013, the FDA issued a proposed rule
that would allow manufacturers of generic drugs to unilaterally
change their safety-related labeling, deviating from the brand. Both
FDA'’s legal and policy rationale for this change is dubious at best.

Currently, a generic can only change its label when the branded
drug does so and FDA approves the change. In that case, all
generics are then required to adopt the same new labeling in a
timely manner. This system does not obviate the need for generics
to bring new safety-related information to the agency as soon as
possible.

Ostensibly, the proposed change is designed to help speed newly
acquired safety information about drugs to the consumer. However,
FDA has not explained how this rule would actually improve com-
munication of drug safety information to prescribers and patients
other than establishing a Web site on which they will post the var-
ious labeling proposals.

The only outcome I see if the rule is enacted is mass confusion.
The FDA-approved labeling would essentially become just one in a
crowd. The proposed rule undermines the “sameness” requirement
in Hatch-Waxman and will result in situations where multiple
FDA-approved, therapeutically equivalent products will have dif-
ferent safety-related labeling prior to the FDA determining wheth-
er such changes are even necessary or appropriately tailored.

Not only is the proposed rule in direct conflict with the plain lan-
guage of the statute, but it directly contradicts numerous FDA
statements and assertions over the years that consistent drug la-
beling is necessary if consumers and prescribers are to have con-
fidence that generic drugs are as safe and effective as the reference
brand name product.

Finally, FDA has admitted that the proposed changes will open
generic manufacturers up to greater liability under state tort law-
suits. The added cost of litigation will also cause generic prices to
rise exponentially.

I thank all of our witnesses for being here today to discuss these
important issues. I look forward to your testimony, and I yield the
remainder of my time to Dr. Burgess.

[The prepared statement of Mr. Pitts follows:]

PREPARED STATEMENT OF HON. JOSEPH R. PITTS

The subcommittee will come to order.

The Chair will recognize himself for an opening statement.

One of the great successes in health care in the past 30 years has been the intro-
duction and widespread use of generic drugs, saving patients and taxpayers trillions
of dollars.

Today, nearly 85% of drugs dispensed in the U.S. are generics.

This success has been possible because consumers and prescribers have confidence
that generic drugs are approved by the FDA as the “same” as their brand name
counterparts-not only in terms of their chemical composition, but also with respect
to their safety and effectiveness.

This principle of “sameness” is the backbone of the 1984 Hatch-Waxman Act,
which provided the pathway for generic drugs to come to market. A generic product
has the same benefits and risks as the brand name drug and, therefore, the same
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labeling is required. Ever since enactment, FDA has logically held that this is an
ongoing requirement that extends beyond the date of approval.

However, on November 13, 2013, the FDA issued a proposed rule that would allow
manufacturers of generic drugs to unilaterally change their safety-related labeling,
deviating from the brand. Both FDA’s legal and policy rationale for this change is
dubious at best.

Currently, a generic can only change its label when the branded drug does so and
FDA approves the change. In that case, all generics are then required to adopt the
same new labeling in a timely manner. This system does not obviate the need for
generics to bring new safety-related information to the agency as soon as possible.

Ostensibly, the proposed change is designed to help speed newly acquired safety
information about drugs to the consumer. However, FDA has not explained how this
rule would actually improve communication of drug safety information to pre-
scribers and patients other than establishing a Web site on which they will post the
various labeling proposals.

The only outcome I see if the rule is enacted is mass confusion. The FDA-ap-
proved labeling would essentially become just one in a crowd.

The proposed rule undermines the “sameness” requirement in Hatch-Waxman,
and will result in situations where multiple FDA-approved, therapeutically equiva-
lent products will have different safety-related labeling prior to the FDA deter-
mining whether such changes are even necessary or appropriately tailored.

Not only is the proposed rule in direct conflict with the plain language of the stat-
ute, but it directly contradicts numerous FDA statements and assertions over the
years that consistent drug labeling is necessary if consumers and prescribers are to
have confidence that generic drugs are as safe and effective as the reference brand
name product.

Finally, FDA has admitted that the proposed changes will open generic manufac-
turers up to greater liability under state tort lawsuits. The added costs of litigation
will also cause generic prices to rise exponentially.

I thank all of our witnesses for being here today to discuss these important issues,
and I look forward to your testimony.

Thank you, and I yield the remainder of my time to

Mr. BURGESS. Thank you, Mr. Chairman. And again, Dr.
Woodcock, thank you for joining us this afternoon.

For the past 30 years since the passage of the Hatch-Waxman
amendments to the Food, Drug, and Cosmetic Act, a framework
based on sameness between generic and brand name labeling has
existed. Those amendments to the Food, Drug, and Cosmetic Act
successfully created a safe and effective means by which safety in-
formation is relayed to the public. The Food and Drug Administra-
tion’s proposed rule has the potential to upend three decades of sta-
bility, and unfortunately, upend the stability in a process that is
working and working well. Allowing generic manufacturers to up-
date safety labels unilaterally will lead to a fragmented system
where confusion will abound. Multiple versions of important safety
information existing for the same drug will result in confusion for
patients and providers alike.

As a doctor, when I prescribe a drug, brand or generic, I want
to know what the indications and risks are, I want to know that
a generic is truly a generic with the same indications and the same
side effects of the brand. If I am not sure, then why not just pre-
scribe the brand drug and never mind about the cost savings?

Mr. Chairman, if patients and doctors don’t have the certainty
the benefits of utilizing generics, including cost savings could very
well be at risk. Confusion extending to patients and pharmacists
will accomplish nothing and could lead to an increase in issues
with prescribing medication and the overall health of our bene-
ficiaries. This appears to be the latest in a string of proposed rules
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in which the Administration is seeking a solution for a problem
that simply does not exist. Safety is paramount.

I thank the chairman for holding the hearing and I will yield
back the balance of my time.

Mr. PirTs. The chair thanks the gentleman and recognizes the
ranking member, Mr. Pallone, 5 minutes for an opening statement.

OPENING STATEMENT OF HON. FRANK PALLONE, JR., A REP-
RESENTATIVE IN CONGRESS FROM THE STATE OF NEW JER-
SEY

Mr. PALLONE. Thank you, Chairman Pitts, for having this hear-
ing.

The issue regarding generic drug labeling and its impact on pa-
tient safety is an important one and merits a thoughtful discussion.
Hatch-Waxman is a true success story, one of the many that my
colleague, Mr. Waxman, has been part of in his great career here.
And because of this groundbreaking law passed 30 years ago, the
drug market has transformed.

Today, more than 80 percent of all drugs dispensed are generic
drugs. In fact, for 45 percent of generics sold, no branded product
is currently on the market. So I think we all agree that this is a
good thing for patients and payers.

But despite this reality, the FDA’s regulation over the way in
which generic drugs are labeled has remained unchanged, and I be-
lieve that in order for consumers and doctors to have confidence in
the drugs that they take and prescribe, the FDA should facilitate
a process which ensures that the responsibilities upon drug manu-
facturers reflect the current marketplace.

Last November, FDA proposed a regulation that would allow
makers of generic drugs to update safety labels independently
without waiting for FDA approval to reflect new information on
safety issues. This is identical to the process that brand name
drugs use to communicate safety issues as timely as possible. This
proposal is also the result of a troubling decision by the Supreme
Court in 2011 that generic drug manufacturers cannot be held lia-
ble under state tort law for an inadequate labeling, and therefore,
patients who have been injured by inadequately labeled drugs have
no recourse in court.

Being able to hold manufacturers accountable for maintaining
adequate labeling through the court system is an important added
layer of a consumer protection. And what you will hear directly
from the law’s author is that Congress never intended to give ge-
neric drug companies immunity from liability. In fact, prior to
2011, they did not get immunity. And so I appreciate that FDA’s
proposal would address this interest. I agree that something needs
to be done.

Today, we will hear from critics about the consequences of the
proposed regulation, in particular, that it will lead to over-warning,
higher generic drug prices, and the potential for some companies
to even stop making certain drug products. These are bold claims
so I am interested in better understanding the basis for their
views.

I believe the FDA has taken a critical step forward for patient
safety but I do have questions about FDA’s approach. One issue in



5

particular is that of sameness. Hatch-Waxman established the im-
portant principle of sameness for generic drugs relative to their
branded counterparts and this principle is significant in many
ways, not the least of which is to ensure consumer confidence that
generic drugs are just as safe and efficacious as brand name drugs.
So I am interested in learning more about FDA’s consideration of
the sameness principle, in particular, how such temporary dif-
ferences in labeling as a result of this proposal may impinge on the
benefits afforded by sameness.

And, Mr. Chairman, this is a proposed rule, like with all other
regulations, FDA will and should take a serious look at the many
comments that they are sure to receive. But I want to make no
mistake about it; I do support their efforts. In today’s marketplace,
consumers must have confidence in the generic drug industry and
I look forward to our witnesses’ testimony and I thank them for
their participation.

And I would yield back at this time.

Mr. Prrrs. The chair thanks the gentleman and now recognizes
the ranking member of the full committee, Mr. Waxman, for 5 min-
utes for an opening statement.

OPENING STATEMENT OF HON. HENRY A. WAXMAN, A REP-
RESENTATIVE IN CONGRESS FROM THE STATE OF CALI-
FORNIA

Mr. WAXMAN. Thank you, Mr. Chairman.

Ordinarily, you would go to your side of the aisle? Oh, I see. OK.

It has been 30 years since enactment of the Hatch-Waxman ge-
neric drug law. This law has been a tremendous success if I don’t
say so myself. Over 80 percent of prescriptions in the United States
are generic. Consumers and payers have saved over $1 trillion over
the last decade alone.

Today, we are looking at one aspect of this law, and in par-
ticular, in light of the proposed rule by the Food and Drug Admin-
istration, to give generic drug manufacturers the same rights and
responsibilities as brand name drug manufacturers to temporarily
update safety information in their labeling without waiting for
FDA approval.

The proposed rule, if finalized in its current form, would be an
important step forward for patient safety. It would remove obsta-
cles to getting new safety information about drugs to doctors and
patients at the earliest possible time. It would also restore the
added incentive provided by state tort liability for generic manufac-
turers to comply with their obligations to conduct robust post-mar-
ket monitoring and to keep their drug labels accurate and up-to-
date. And it would restore the ability of patients harmed by taking
an inadequately labeled generic drug to pursue redress through the
courts just as they were able to do before the Pliva v. Mensing Su-
preme Court decision in June 2011.

Now, critics of the proposed rule have argued that it will lead to
over-warning. They have argued that it will result in higher ge-
neric drug prices. They have argued that it will drive generic drug
companies out of business or cause them to stop making certain
products. And they have argued that it conflicts with the sameness
required in the Hatch-Waxman Act.
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I don’t believe those claims. We have heard the exact same
claims about over-warning and drug company economic distress 6
years ago when the Supreme Court decided in Wyeth v. Levine
cases. The Court ruled that the FDA regulation did not shield drug
manufacturers from state failure-to-warn tort liability, but since
then, we have not seen any of these dire predictions come to pass.

When we enacted the Hatch-Waxman bill in 1984, we did not
give generic drug companies immunity from liability. In fact, the
industry did not get immunity until 2011 when this Pliva case was
decided. The tremendous growth of generic drugs from ’84 to 2011
proved that the generic drug industry can flourish without immu-
nity from state liability.

The one issue for which I do have some limited sympathy is that
of sameness. Sameness is fundamental to Hatch-Waxman. Generic
drugs are the same as their brand counterparts. They are proved
based on demonstration that they are chemically the same and
have the same effects in the body. And because they are the same,
they are required to have the same labeling as the brand at the
time of approval.

It is also important that the labels remain the same thereafter.
But this does not mean that there can be no differences. There can
be differences for brief periods of time when labeling updates need
to be made, just as there can be because of differences in inactive
ingredients or indications. In fact, the existing regulatory policy
under which brands may update their safety labeling without wait-
ing for FDA approval also results in temporary differences between
the brand and generic label. These temporary differences occur
during the time between when the brand makes its label change
and the time when FDA approves it and then the generic manufac-
turer actually makes conforming changes. Few would argue that
the current process violates the sameness requirements.

FDA has tried in its proposal to minimize these differences to the
extent possible. Experience will tell us whether the mechanics of
the process FDA has proposed will need to be improved. If refine-
ments are needed, I hope the FDA will make them. But I applaud
FDA for releasing this proposal now and urge the agency to finalize
it quickly after reviewing and taking into account all the com-
ments. I believe the rule will result in even greater consumer trust
and confidence in the generic industry, trust and confidence that
I am very proud to share.

I thank the chairman for holding this hearing. I look forward to
the testimony of the witnesses. I yield back the time.

Mr. PiTTs. The chair thanks the gentleman.

All the other members’ opening statements will be made part of
the record.

[The prepared statement of Mr. Upton follows:]

PREPARED STATEMENT OF HON. FRED UPTON

In a bicameral letter sent earlier this year, my colleagues and I raised important
questions and concerns regarding the Food and Drug Administration’s recent pro-
posed rule on generic drug labeling, and today I hope we can learn more about the
agency’s rationale. There are significant concerns regarding the legal basis for the
proposed rule and its consequences on patients and providers.

First, there is the question of whether FDA has the authority to even make this
proposal. Since the passage of the Hatch-Waxman Act three decades ago, the agency
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has adamantly asserted that a generic drug must have the same labeling as the
brand-name product and that this ongoing requirement is based in statute. In 2011,
the Supreme Court agreed. With this proposed rule, FDA is taking a different view
of the statute. If the law does actually need to be changed for whatever reason, the
authority to do so belongs to Congress.

Second, we want to find out why the FDA proposed this rule and who was in-
volved in the decision-making process. FDA stated in the proposal that the generic
market has matured and that manufacturers no longer have sufficient incentives to
conduct post-market surveillance, evaluation, and reporting. They cited the need to
get new safety-related information to patients faster and that allowing generic com-
panies to change their labeling prior to FDA-approval would ensure that such com-
panies actively participated in the process. Yet in their response to our letter from
January, FDA cited no evidence that generics are not actively participating already
and no evidence that there are public health concerns justifying such a fundamental
shift in well-established policy. The agency made very contradictory statements in
its brief to the Supreme Court just three years ago. What changed?

Finally, and most importantly, we need to understand how this proposal would
impact patients and providers both in terms of confusing warnings and raising the
costs of generic drugs. Generic drugmakers like Perrigo in southwest Michigan pro-
vide medicines that countless Americans depend on. In fact, more than 80 percent
of prescriptions are currently filled with generic drugs. But the FDA’s proposed rule
could drive the costs up for the drug manufacturers, patients, and the government.

Simply, this proposed rule reverses years of successful practice and is built on
questionable legal terms.

I look forward to hearing from FDA and understanding the need for and rationale
behind this proposed rule. I yield the remainder of my time to

Mr. PirTs. We have two panels before us today, and on our first
panel we have Dr. Janet Woodcock, Director of the Center for Drug
Evaluation and Research, U.S. Food and Drug Administration.

Thank you for coming today, Dr. Woodcock. Your written testi-
mony will be made part of the record and you will have 5 minutes
to summarize your testimony.

So at this time, the chair recognizes Dr. Woodcock for 5 minutes
for an opening statement.

STATEMENT OF JANET WOODCOCK, M.D., DIRECTOR, CENTER
FOR DRUG EVALUATION AND RESEARCH, U.S. FOOD AND
DRUG ADMINISTRATION

Dr. Woobpcock. Thank you, Mr. Chairman, and members of the
subcommittee.

I am Janet Woodcock, Director of the FDA’s Center for Drug
Evaluation and Research. And I appreciate the opportunity to tes-
tify.

I am happy to discuss FDA’s proposed rule that would provide
generic drug makers with the same opportunity as brand drug
makers to update their labels when they have new safety informa-
tion. They would also be able to distribute the revised label before
FDA reviewed it by submitting a Changes Being Effected supple-
ment. It is known as a CBE supplement. This would be dissemina-
tion of new drug safety information to health professionals and pa-
tients.

Now, this is a proposed rule. The comment period closed about
2 weeks ago and we are now reviewing comments. While I am free
to discuss the proposal, I am not able to discuss what we may or
may not do further.

FDA-approved generic drugs are copies of brand drugs. They
have the same safety and effectiveness as brand drugs for their ap-
proved indications. They are held to the same quality standards as
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brand drugs, and generic drug makers right now have the same ob-
ligation to monitor their drug safety as the brand drug makers do.
But currently, only the brand drug makers can update their label
with new safety information and distribute the revised label before
FDA reviews the change. They do this by submitting a CBE supple-
ment. Generic drug makers must wait to change their labels until
the FDA approves the brand name change.

In today’s world when over 80 percent of all U S. prescription
drugs dispensed are generics and brand drug makers may drop out
of the market after generics are approved, FDA believes it is time
to provide generic drug makers with the means to promptly update
their labels. In fact, for over 400 drugs, the only marketed drugs
are generics and we expect that this number will increase over
time.

The proposed rule, if finalized, would allow the generic drug
makers to use the same process that brand drug makers use to up-
date their safety information. It would ensure that all manufactur-
ers marketing the drug, other generics as well as the brand, would
be promptly advised of the new safety information.

And we also propose to establish a dedicated web page where
FDA would post information about these proposed changes sub-
mitted in CBE supplements for all drug and biological products so
that healthcare providers and patients could have access to this in-
formation while FDA is reviewing it.

FDA would make an approval decision on the proposed change
for the generic drug and the corresponding brand drug at the same
time so that after FDA approved a change, the brand and generic
drugs would all have the same FDA-approved label. After FDA ap-
proves a label change for the brand drug, the proposed rule would
set up a 30-day time frame in which the generic drug makers
would submit conforming changes to their label. Right now, the sit-
uation is FDA currently advises generic drug makers to update
their drug labels at the very earliest time possible after a change
to the innovator, and the time in which they actually do update
that varies quite a bit.

So in light of that range of time frames where generic drug mak-
ers currently submit supplements, the proposed procedures would
likely minimize the current variation between brand and generic
labels that is in existence right now and would cause I think less
confusion because there are no time frames stipulated by FDA and
there are often considerable delays before all the generic drug la-
bels are dated. Therefore, any confusion that might be caused by
different labels would be reduced by this proposal.

In conclusion, I want to emphasize that this proposed rule, if fi-
nalized, is intended to improve the communication of important
drug safety information to both prescribers and patients.

Thank you and I look forward to answering questions.

[The prepared statement of Dr. Woodcock follows:]
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INTRODUCTION

Mer. Chairman and Members of the Subcommittee, I am Dr. Janet Woodcock, Director of the
Center for Drug Evaluation and Research at the Food and Drug Administration (FDA or the
Agency), which is part of the Department of Health and Human Services (HHS). Thank you for
the opportunity to be here today to discuss FDA’s proposed labeling rule which, if finalized,
would speed the dissemination of new safety information about generic drugs to health
professionals and patients by allowing generic drug makers to use the same process as brand
drug manufacturers to update safety information in the drug product labeling. I should
emphasize at the outset that this is a proposed rule and that FDA received comments on the
proposal until March 13 of this year. We will consider those comments carefully, and the final
rule may differ in some respects from the proposal to reflect public comments. While I am free
to discuss the specifics of the proposal, T am not at liberty to discuss what we may or may not do

when we issue a final rule.

FDA-approved generic drugs are copies of brand drugs and are the same as those brand-name
drugs in dosage form, safety, strength, route of administration, quality, performance
characteristics and intended use. Generic drug manufacturing and packaging sites must pass the
same quality standards as those of brand-name drugs. Generic drug manufacturers have the
same requirements as brand drug manufacturers to develop written procedures for the
surveillance, receipt, evaluation, and reporting of post-marketing adverse drug experiences to
FDA. More than 80 percent of all prescription drugs dispensed in the United States are for

generic drug products.
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Purpose of the Proposed Regulatory Action

The Federal Food, Drug, and Cosmetic Act (the FD&C Act) (21 U.S.C. 301 et seq.) and the
Public Health Service Act (the PHS Act) (42 U.S.C. 201 et seq.) provide FDA with authority
over the labeling for drugs and biological products and authorize the Agency to enact regulations
to facilitate FDA's review and approval of applications regarding the labeling for those products.
As you know, on November 13, 2013, FDA issued a proposed rule to amend its regulations to
revise and clarify procedures for application holders to change the labeling of an approved drug
or biological product to reflect certain types of newly acquired information in advance of FDA’s
review of the change through a “changes being effected” (CBE-0) supplement,’ The proposed
rule would create parity among appiication holders, with respect to these safety-related labeling
changes, by permitting generic drug application holders (abbreviated new drug application
(ANDA) holders) to distribute revised generic drug labeling that describes newly acquired
safety-related information and, thus, may differ in certain respects, on a temporary basis, from
the corresponding brand drug (the reference listed drug (RLD)) labeling at the time that the
generic drug application holder submits a CBE-0 supplement to FDA. The proposed rule
recognizes the obligation of all drug application holders to monitor safety information about the
drugs they market and ensure that product labeling is accurate and up to date, and proposes a
pathway to ensure that all drug application holders can fulfill that obligation and communicate
important new safety information to prescribers and consumers. As noted, FDA sought
comments from the public on the proposed rule, and the comment period closed on March 13,

2014.

! See “Supplemental Applications Proposing Labeling Changes for Approved Drugs and Biological Products,” published in the
Federal Register on November 13, 2013, and available online at hup:/federalregister.gov/a/2013-26799.
3
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Summary of the Major Provisions of the Proposed Regulatory Action

The proposed rule would enable generic drug application holders to update product labeling
promptly to reflect certain types of newly acquired information related to drug safety,
irrespective of whether the revised labeling differs from that of the corresponding brand drug. A
generic drug application holder would be required to send notice of the labeling change proposed
in the CBE-0 supplement, including a copy of the information supporting the change, to the
application holder (“new drug application (NDA)” holder) for the corresponding brand drug at
the same time that the supplement to the generic drug application is submitted to FDA, unless
approval of the brand drug application has been withdrawn. This proposal would ensure that the
brand drug application holder for the corresponding brand drug is promptly advised of the newly
acquired information that was considered to warrant the labeling change proposed for the drug in

the CBE-0 supplement.

If approval of the application for the corresponding brand drug has been withdrawn (for reasons
other than safety or effectiveness), FDA’s evaluation of the labeling change proposed by the
generic drug application holder would consider any submissions related to the proposed labeling
change from any other application holder, for drug products containing the same active
ingredient. The proposed rule would create that pathway for the generic drug application holder

to help ensure that safety information reaches prescribers and consumers in a timely way.

When safety-related labeling updates are implemented through the CBE-0 supplement process,
there may be temporary differences in drug labeling. This currently occurs when branded drug

application holders update their product labelings through the CBE-0 process, and the generic
4
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drug application holders must wait until FDA approves the change to the brand drug labeling to
update generic drug labeling. Under the proposed rule, generic drug application holders would
have the same ability as brand drug application holders to update product labelings with newly
acquired safety-related information and FDA would reach a decision regarding the approvability
of the labeling proposed by the generic and brand drug application holders regarding the safety

issue at the same time.

In the current marketplace, in which approximately 80 percent of drugs dispensed are generic,
and brand drug manufacturers may discontinue marketing after generic drug entry, FDA believes
it is time to provide generic drug application holders with the means to update product labeling
to reflect data obtained through post-marketing surveillance, even though this will result in
temporary labeling differences among products. This proposed rule reflects the Agency's
judgment that concerns related to temporary differences in labeling between generic drugs and
their corresponding brand drugs are outweighed by the benefit to the public health, which would
result from all application holders having the ability to independently update drug product
labeling to reflect newly acquired information regarding important drug safety issues through

CBE-0 labeling supplements.

To enhance transparency and make the safety-related changes to drug labeling described in a
CBE-0 supplement readily available to prescribing health care providers and the public while
FDA is reviewing the supplement, FDA proposes to establish a dedicated Web page (or,
alternatively, to modify an existing FDA Web page) on which FDA would promptly post

information regarding the labeling changes proposed in a CBE-0 supplement.
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The FDA Web page would provide information about pending CBE-0 supplements for safety-
related labeling changes, including but not limited to: the active ingredient, the trade name (if
any), the application holder, the date on which the supplement was submitted, a description of
the proposed labeling change and source of the information supporting the proposed labeling
change (e.g., spontaneous adverse event reports, published literature, clinical trial, epidemiologic
study), a link to the current labeling for the drug product containing the changes being effected,
and the status of the pending CBE-0 supplement (e.g., whether FDA is reviewing the proposed
labeling change, has taken an action on the CBE-0 supplement, or has determined that the
supplement does not meet the criteria for a CBE-0 supplement). It is expected that a valid safety
concern regarding a generic drug product also would generally warrant submission of a
supplement for a change to the labeling by the application holder for the corresponding brand
drug, as well as other generic drug application holders. The CBE-0 supplements would remain
posted on FDA’s Web page until FDA has completed its review and issued an action letter. If
the CBE-0 supplement is approved, the final approved labeling will be made available on the
proposed FDA Web page through a link to FDA’s online labeling repository at
http:/flabels.fda.gov. After an adequate time period to communicate FDA’s decision regarding
approval of the CBE-0 labeling supplements and to facilitate submission of conforming CBE-0
supplements by other application holders, as appropriate, the original entry on FDA’s Web page

would be archived. Approved labeling would continue to be available at hitp.//labels fda.gov.

A supplement to an approved generic drug application for a safety-related labeling change that is
submitted in a prior approval supplement or in a CBE-0 supplement would be approved upon
approval of the same labeling change for the corresponding brand drug. The proposed rule

[
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would establish a 30-day time frame in which all generic drug application holders would be
required to submit a CBE-0 supplement with conforming labeling changes after FDA approval of
a revision to the labeling for the corresponding brand drug. Currently, FDA advises generic drug
application holders to revise product labeling to conform to the labeling of the corresponding
brand drug “at the very earliest time possible.”? In light of the range of time frames in which
ANDA holders currently submit such labeling supplements, we are proposing to revise these
regulations to clarify FDA’s expectations regarding the time frame for submission of conforming

labeling changes.

The proposed rule also would amend the regulations to allow submission of a CBE-0 labeling
supplement for certain changes to the “Highlights of Prescribing Information™ for drug products,
with labeling in the Physician Labeling Rule (PLR) format. This is intended to remove an
unnecessary impediment to prompt communication of the most important safety-related labeling
changes (e.g., boxed warnings and contraindications) for drug products with labeling in the PLR

format.

Finally, FDA regulations provide that FDA may take steps to withdraw approval of a generic
drug application if its labeling is no longer consistent with the labeling for the corresponding
brand drug, subject to certain exceptions specified in the regulations. The proposed rule would
amend the regulations to add a new exception for generic drug labeling that is temporarily
inconsistent with the labeling for the corresponding brand drug due to safety-related labeling

changes submitted by the generic drug application holder in a CBE-0 supplement.

? See guidance for industry on “Revising ANDA Labeling Following Revision of the RLD Labeling” (2000).
7



16

Recent Court Decisions

In two recent cases, the United States Supreme Court considered the issue of whether Federal
law preempts state law tort claims against pharmaceutical manufacturers for failing to provide
adequate warnings in drug product labeling (“failure-to-warn claims™) (see Pliva, Inc. v.
Mensing, 131 S.Ct. 2567 (2011) and Wyeth v. Levine, 555 U.S. 555 (2009)). In Plivav.
Mensing, the Supreme Court held that the difference between brand and generic drug application
holders’ ability to independently change product labeling through CBE-0 supplements leads to
different outcomes on whether Federal labeling requirements preempt state law failure-to-warn
claims. In Wyeth v, Levine, the Supreme Court decided that Federal law does not preempt a
state law failure-to-warn claim that a brand drug’s labeling did not contain an adequate warning.
The Supreme Court found that the drug manufacturer could have unilaterally added a stronger
warning to product labeling under the CBE-0 regulation as applied to brand drug applications,
and absent clear evidence that FDA would not have approved such a labeling change, it was not
impossible for the manufacturer to comply with both Federal and state requirements. The
Supreme Court reaffirmed that “through many amendments to the [FD&C Act] and to FDA
regulations, it has remained a central premise of Federal drug regulation that the manufacturer

bears responsibility for the content of its label at all times” (555 U.S. at 570-571).

Two years later, in Pliva v. Mensing, the Supreme Court decided that Federal law does preempt a
state law failure-to-warn claim that a generic drug’s labeling did not contain an adequate
warning. The Supreme Court deferred to FDA’s interpretation of its CBE-0 supplement and
labeling regulations for generic drug applications and found that Federal law did not permit a
generic drug manufacturer to use the CBE-0 supplement process to unilaterally strengthen

8
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warnings in its tabeling or to issue additional warnings through “Dear Health Care Professional”
letters, which FDA “argues . . . qualify as ‘labeling” (131 S.Ct. at 2576). The Supreme Court
found that, under the current regulatory scheme, it was impossible for a generic drug
manufacturer to comply with its Federal law duty to have the same labeling as the corresponding

brand drug and satisfy its state law duty to provide adequate labeling (131 S.Ct. at 2578).

As a result of the decisions in Wyeth v. Levine and Pliva v. Mensing, an individual can bring a
product liability action for failure to warn against a branded drug application holder, but
generally not a generic drug application holder, and thus, access to the courts is dependent on
whether an individual is dispensed a brand-name or generic drug. The Mensing decision alters
the incentives for generic drug manufacturers to comply with current requirements to conduct
robust post-marketing surveillance, evaluation, and reporting, and to ensure that the labeling for

their drugs is accurate and up to date.

We are proposing to change our regulations to expressly provide that generic drug application
holders may distribute revised labeling that differs from the corresponding brand drug upon
submission of a CBE-0 supplement to FDA. FDA’s proposed revisions to its regulations would
create parity between branded drug application holders and generic drug application holders with
respect to submission of CBE-0 supplements for safety-related labeling changes based on newly
acquired information. This proposal is also intended to ensure that generic drug companies
actively participate with FDA in ensuring the timeliness, accuracy, and completeness of drug
safety labeling in accordance with current regulatory requirements. If this proposed regulatory
change is adopted, it may eliminate the preemption of certain failure-to-warn claims, with

respect to generic drugs.
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Legal Authorit

The FD&C Act (21 U.S.C. 301 et seq.) and the PHS Act (42 U.S.C. 201 et seq.) provide FDA
with authority over the labeling for drugs and biological products, and authorize the Agency to
enact regulations to facilitate FDA’s review and approval of applications regarding the labeling
for those products. Section 502 of the FD&C Act (21 U.S.C. 352) provides that a drug or
biological product will be considered misbranded if, among other things, the labeling for the
product is false or misleading (21 U.S.C. 352(a); see also 42 U.8.C. 262(j)). Under section
502(f) of the FD&C Act, a product is misbranded unless its labeling bears adequate directions for
use, including adequate warnings against, among other things, unsafe dosage, methods, duration
of administration, or application. Moreover, under section 502(j) of the FD&C Act, a product is
misbranded if it is dangerous to health when used in the manner prescribed, recommended, or

suggested in its labeling.

In addition to the misbranding provisions, the premarket approval provisions of the FD&C Act
authorize FDA to require that product labeling provide adequate information to permit safe and
effective use of the product. Under section 505(c) of the FD&C Act (21 U.8.C. 355), FDA will
approve an NDA only if the drug is shown to be both safe and effective for its intended use
under the conditions set forth in the drug’s labeling. Under section 505(j) of the FD&C Act,
FDA will approve an ANDA only if the drug is, with limited exceptions, the same as a drug
previously approved under section 505(c) of the FD&C Act, with respect to active ingredient(s),
dosage form, route of administration, strength, labeling, and conditions of use, among other

characteristics, and is bioequivalent to the RLD.
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Section 351 of the PHS Act (42 U.S.C. 262) provides additional legal authority for the Agency to
regulate the labeling of biological products. Licenses for biological products are to be issued
only upon a showing that the biological product is safe, pure, and potent (42 U.8.C. 262(a)).
Section 351(b) of the PHS Act prohibits any person from falsely labeling any package or
container of a biological product. FDA’s regulations in 21 CFR part 201 apply to all prescription

drug products, including biological products.

In addition, section 701(a) of the FD&C Act (21 U.S.C. 371(a)} authorizes FDA to issue
regulations for the efficient enforcement of the FD&C Act. FDA’s regulations relating to CBE-0
supplements are supported by this provision. In 1965, FDA determined that, in the interest of
drug safety, manufacturers should make certain safety-related changes to their product labeling
at the earliest possible time.> Thus, for nearly 50 years, FDA, as the Agency entrusted with
administration and enforcement of the FD&C Act and the protection and promotion of the public
health, has required NDA holders, and subsequently biologics license application holders, to
update drug product labeling with important, newly acquired safety information through

submission of a CBE-0 supplement.

FDA’s authority to extend the CBE-0 supplement process for safety-related labeling changes to
generic drug application holders arises from the same authority under which our regulations
relating to branded drug application holders and biologics license application holders were

issued.

3 See 30 FR 993, January 30, 1965.
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CONCLUSION

In conclusion, I want to emphasize that this proposed rule, if finalized, is infended to improve the
communication of important drug safety information about generic drugs to both prescribers and
patients. We look forward to reviewing comments to the proposed rule. As noted previously,
the comment period closed on March 13, 2014, Because there is a pending rulemaking at FDA
concerning these issues, I may have to limit my response to your questions. I will try to answer

any questions you may have. Thank you,
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Mr. PrTTs. The chair thanks the gentlelady and I will begin the
questioning and recognize myself 5 minutes for that purpose.

Dr. Woodcock, in 2011 in a brief submitted to the Supreme Court
in Pliva v. Mensing, FDA argued on the merits, and both the ma-
jority and dissenting opinions agreed that a generic manufacturer
could not unilaterally change its labeling without violating the
plain language of Hatch-Waxman. FDA has taken this position for
more than 20 years over the course of various administrations.

FDA argued in the 2011 brief that generics do however have a
duty to provide adequate warnings and that they discharged this
duty by promptly contacting the agency about new safety informa-
tion so that FDA can make an informed decision about any labeling
changes the agency determines are warranted.

Without citing any evidence in the proposed rule or in the agen-
cy’s response to the bicameral letter we sent in January, FDA now
speculates that generic companies will stop meeting their post-mar-
ket requirements under the law. Despite all their previous asser-
tions to the contrary and despite the fact that they took the exact
opposite position in 2011, FDA is now claiming that the Hatch-
Waxman Act does not in fact preclude a generic company from uni-
laterally changing their labeling to strengthen warnings, that they
should now be able to do so because the market has matured.

Dr. Woodcock, the market has not matured all that much since
2011. What really prompted the FDA’s decision to fundamentally
change its position on these matters and what role did plaintiffs’
lawyers play in the process?

Dr. Woobcock. What prompted FDA to look into this rule was
partly by the court ruling that pointed out a disparity in the obliga-
tions between the generics and the innovator drugs. And in today’s
world, a world where the generics are more than 80 percent of all
prescriptions dispensed to patients in this country, we feel the
standards should be the same, the standards for manufacturing,
the standards for safety and efficacy, the standards for overseeing
safety, and the standards for reporting to FDA. So we wanted to
have a level playing field, have the same standards, and correct
this inconsistency.

Mr. PitTs. Now, in February of 2013 while FDA was drafting
this proposed rule, agency officials met with several plaintiffs’ law-
yers, including at least one representative from the American Asso-
ciation for Justice, also known as the Association of Trial Lawyers
of America. In fact, according to FDA’s public calendar, one of the
agency participants in this meeting was Daniel Siegelman from the
office of the Commissioner, who is himself a former prominent
member of trial bar. Would you please provide the Committee with
the minutes from this February 2013 meeting?

Dr. Wooncock. We will get back to you with what we have.

Mr. PrrTs. Would you commit to working with the Committee to
provide any other communications between agency officials, includ-
ing Mr. Siegelman and representatives of the American Association
for Justice relating to the proposed rule or other approaches that
were considered?

Dr. Wooncock. Certainly.

Mr. PirTs. Now, I am going to read a statement from a separate
brief submitted to the Supreme Court by Ranking Member Wax-
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man and ask you to comment. “It is clear that a generic and a
brand name label must be the same and that a generic firm cannot
unilaterally change its label. To permit individual generic drug la-
bels to differ significantly from their brand name counterparts, par-
ticularly with respect to safety information, would thwart the
sameness goal reflected in the Hatch-Waxman amendments.” Dr.
Woodcock, did the agency agree with this statement in 2011 and
does the agency agree with this statement today?

Dr. Woobpcock. All right. Certainly with all due respect to Mr.
Waxman, who has obviously authored the legislation, I would like
to dispel the notion that the labels are the same now with respect
to safety information.

We have looked at this and it is not just the CBE-0, but when
we, say, do a class labeling, say, for the NSAIDs, we put a box
warning in, some major safety change is put into drug labels, there
is a time frame that can be considerable under which the generics
submit conforming labeling. And during that time frame, those la-
bels are different.

And in fact, I would submit to you from a practical point of view
as I administer the program, these drug labels are dynamic and
may change up to maybe 10 years, 15 years. I think our latest is
38 years after a drug has been on the market, we are still discov-
ering safety information. That needs to get onto the label as quick-
ly as possible. The generic copies may take quite a long time,
months, perhaps a year or so before they make conforming changes
to their label. And then of course that takes much longer to get out
there in circulation because the print nature of the package insert.

So, while in principle they are the same, because of the dynamic
nature, they are not literally and exactly the same right now. And
the proposed rule, if it were enacted, would actually narrow down
that time, that disparity, that temporary difference. And after FDA
would approve, maybe we would not put the safety label in or
maybe we would decide that the safety update goes on a drug label,
then all the manufacturers of that drug would have to change and
the generics would have 30 days in which to do that.

Mr. PirTs. The chair thanks the gentlelady and now recognizes
the ranking member, Mr. Pallone, 5 minutes for questions.

Mr. PALLONE. Thank you, Mr. Chairman.

Dr. Woodcock, Mr. Neas, who is here today representing the ge-
neric drug makers, argues that FDA should focus on assuring pa-
tient safety and not on preemption of state tort law. I agree with
the FDA that state tort law complements FDA oversight and en-
hances patient safety. My reading of the FDA proposed rule is that
its primary purpose is to realign FDA post-market safety moni-
toring and labeling requirements with the realities of the current
marketplace and increase the speed at which new drug safety in-
formation gets to doctors and patients.

So I just wanted to ask you initially is that a fair reading of the
p}lln'%ose of the proposed rule and if you wanted to comment on
that?

Dr. WoobncocK. That is correct. With over 80 percent, as we have
all said, of drugs taken by Americans today being generic drugs
and many of the generic drugs not having an innovator copy on the
market, the goal is to make sure that the whole system is search-
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ing for safety problems and promptly updating labels when they
are found.

Mr. PALLONE. So another criticism made by Mr. Neas is that re-
quiring generic manufacturers to make unilateral labeling changes
will lead to a flood of unnecessary and different labeling changes
and confuse doctors and patients. And he also claims that compa-
nies will exaggerate the risks of their drugs leaving patients to
avoid taking needed medications.

I know that in the lead up to the Wyeth vs. Levine case, brand
drug companies made similar predictions of over-warning if the Su-
preme Court were to rule again preemption, as it did.

So I guess, couple things. First, has FDA found that drug compa-
nies commonly over-warn?

Dr. Woobcock. Well, we have existing precautions against that.
Our regulations that we passed a few years ago called the physi-
cian labeling rule, which modernized the drug package insert, has
specific caveats about doing such things and requires certain levels
of evidence before you just put warnings in the label. Many of you
may not have looked at a drug label, but long ago, they were what
we called the laundry list. There were just long lists of things that
might happen to you. And the modern drug label has eliminated
much of that because it is not informative.

Mr. PALLONE. Did the FDA see a worrisome increase in over-
warning after Wyeth v. Levine?

Dr. Wooncock. Not to my knowledge.

Mr. PALLONE. And the FDA believes that this concern about the
over-warning, do you think that is warranted?

Dr. Woobncock. I think it is important to stress that these warn-
ings are temporary. They are put up there because something has
been discovered and the company feels there is a reasonable link
to the drug. Then after that occurs, right now with the innovator,
we take a look at that and we gather up whatever evidence there
might be and we may have studies or other things that are brought
to bear. And then FDA makes a decision about whether that is ac-
tually going to be approved FDA labeling or not. And the same
would be true here with this proposal.

Mr. PALLONE. All right. Let me ask you about the Mensing deci-
sion. Were generic drug companies subject to failure-to-warn liabil-
ity before Mensing?

Dr. Woobcock. Well, first of all, may I remind everyone I am
not a lawyer; I am a physician. But I understand that for many
years prior to the Mensing decision, the generic drug manufactur-
ers were generally considered to be potentially liable for failing to
warn of important drug safety information. And during that time,
they grew to about 75 percent of the U.S. retail prescription mar-
ket. In other words, the industry thrived during that time.

Mr. PALLONE. So is it fair to assume that finalizing the FDA rule
essentially will bring the generic industry’s liability situation back
to something similar to what they faced before the Mensing deci-
sion in 20117

Dr. WoobDcock. I think that is a reasonable assumption that I
would again argue that I am not very qualified to opine on that.

Mr. PALLONE. I mean because we have all heard that—well, I
guess the GPhA commissioned a study looking into the economic
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impact of the FDA rule, and it concluded that finalizing the FDA
rule will lead to new liability protection costs for the generic drug
industry of about $4 billion a year, and yet the cost attributable to
the FDA rule sound like they may be, you know, really not dif-
ferent from the liability cost the industry faced prior to Mensing.
So, I don’t. I am questioning the value of the study. You don’t have
any comment?

Dr. WooDcocCK. It requires a lot of assumptions to make those
conclusions.

Mr. PALLONE. All right. Thank you, Mr. Chairman.

Mr. PrrTs. The chair thanks the gentleman and now recognizes
the gentleman from Florida, Mr. Bilirakis, 5 minutes for questions.

Mr. BirirakiS. Thank you, Mr. Chairman. Thank you, Dr.
Woodcock. I appreciate it very much. Thanks for your testimony.

First question, depending on the drug, there could be a dozen ge-
neric products for the same brand drug. From a public health stand
point, don’t you believe that the multiple different versions of label-
ing will lead to confusion among doctors?

Dr. Woobcock. Well, in fact, the state is now when FDA makes
a label change to the innovator, there will be multiple different
versions because the generic drugs will be changing. We have seen
the drug makers will change their label over a period of time. Some
would change their label to conform very rapidly; others may take
a year or so. So that is the current situation.

Mr. BILIRAKIS. OK. Next question: the FDA frequently issues
guidance documents better informing industry of FDA’s expecta-
tions. How many guidance documents has FDA issued related to
updating of generic drug labeling in the past decade? Can you give
me that information?

Dr. Wooncock. I can’t but I could get back to you on it.

Mr. BILIRAKIS. Please do.

Isn’t it true that the FDA currently has the regulatory authority
to set specific time frames within which a generic company must
update their labeling to conform to the brand name equivalent, and
doesn’t FDA have the authority to take regulatory action against
any company that doesn’t comply with the agency’s requirements?

Dr. Woobncock. For the second part of your question, do we have
the ability to take action? Yes, I believe we do. And for the first
part of your question, that is part of this rule. The proposed rule
stipulates a time frame in which the generics would have to con-
form. So we do have that ability. We show that by proposing this
rule.

Mr. BiLiraKIS. OK. If FDA feels as though it is not getting ade-
quate post-market safety information from companies

Dr. WooDCOCK. Yes.

Mr. BILIRAKIS [continuing]. As required under the law, isn’t it
the agency’s responsibility to better enforce these requirements to
ensure that it does?

Dr. Woobcock. Well, I think that is a more complicated ques-
tion. It is a very complicated question. This proposed rule is about
giving companies the ability to rapidly change their label and com-
municate information that they have found, all right. Generic drug
companies do not frequently submit new safety information to the
FDA.
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What we usually audit companies for is their required apparatus
that they have to monitor for safety and to report to us to make
sure that they operate those functions. For example, for a generic
drug where there was no innovator on the market anymore, we
would really like to know that the generic drug companies were out
there watching and seeing what is happening with their drug and
telling us if they come across any new safety problems.

Mr. BILIRAKIS. OK. Thank you.

I yield back, Mr. Chairman. Thank you.

Mr. PITTS. The chair thanks the gentleman and now yields to the
ranking member of the full committee, Mr. Waxman, 5 minutes for
questions.

Mr. WAXMAN. Thank you, Mr. Chairman.

I feel like I am in a Woody Allen movie when they asked about
Marshall McLuhan and the man in the back of the line said I am
Marshall McLuhan and everything you said is absolutely wrong.
Well, I am Henry Waxman from the Hatch-Waxman and I am here
to set the record straight.

I submitted a brief to the Supreme Court and I stated generic
and brand name labels must be the same because, after all, the ge-
neric drug has to be the same as the brand name drug so the warn-
ing labels have to be the same. But that was in the context of the
existing FDA regulation that said the brand name companies could
change their label if they know something more that they ought to
tell the consumer, but the generic companies could not change their
label and they couldn’t act unilaterally.

So I was making the point that even within that context, generic
manufacturers should be subject to the state failure-to-warn tort li-
ability. That was my argument. The Court didn’t accept it. The
Court said you have FDA regulations and what we were arguing
fvas not consistent with them. Now you are proposing a new regu-
ation.

My amicus also contained the statement that to permit generic
labels to differ significantly from their brand counterparts, particu-
larly with respect to safety information, would thwart the same-
ness goal reflected by the Hatch-Waxman Act. So I still believe that
to be true. However, I don’t think allowing a temporary period of
time in which the labels may be different thwarts the sameness
goals.

For example, you have existing regulations called CBE-0, and
that allows the brand name company, when they learn some prob-
lem, to change their label even if FDA doesn’t approve it. FDA may
later approve it. They have to send it to FDA, but they can act on
their own unilaterally. That would mean the warning label would
be different than on the generic drug, isn’t that right, Dr.
Woodcock?

Dr. Woobncock. That is correct. And also the generics may take
various amounts of time even when FDA has approved a label
change to conform their own label.

Mr. WAXMAN. So we have a period in time I would like to be kept
at a minimum before the labels are the same but there is a dif-
ference in time, and no one would argue that that violates the
Hatch-Waxman Act.

Dr. Woobpcock. Yes.
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Mr. WAXMAN. Sameness in labeling is important but also finding
out about new problems is important. You mentioned an example
to Mr. Bilirakis. What if the generic was based on a brand that is
no longer on the market?

Dr. WooDCOCK. Yes.

Mr. WaxMaN. Would we prohibit a generic that learns about
problems from doing anything to warn the public about these prob-
lems? I think that was one of the issues that you had in mind in
proposing this new regulation, isn’t that right?

Dr. Woobncock. That is correct. And increasingly, the innovator
companies are concentrating on innovation

Mr. WAXMAN. Yes.

Dr. WoODCOCK [continuing]. And dropping their drug or with-
drawing it from the market or even withdrawing their application
after the drug goes generic because they can’t compete or they don’t
want to compete in that space.

Mr. WAXMAN. Yes.

Dr. WooDcOCK. And so there the generics are responsible. They
must stand behind that drug because there is no one else watching
the safety of that medication other than, of course, the FDA.

Mr. WaxMaN. The FDA but the generic manufacturers which
may be the only manufacturers of the drug are more likely to hear
about the problems for which they need to warn the public and
hopefully they will give that to FDA. But they are the ones that
are making the drug that could be harmful unless people under-
stand the warnings that should go with it, isn’t that right?

Dr. WoobncockK. That is correct. And most of the reports we get—
we get about 1 million reports a year about drug safety problems
and about 80 percent of those are from the manufacturers.

Mr. WaxMAN. Yes. OK.

So I think there needs to be sameness in labeling. I think that
is critical, but equally important is ensuring the patients know
they will have the same right to access courts whether they are in-
jured by taking a generic drug as they would if they took a brand
drug. We don’t want to scare consumers to think, oh, if I take a
generic, I may be taking something that is not as safe. That has
always been the brand name industry’s claim, that it is not the
same; it is not as safe. But of course if they are the same and the
warnings are the same, then the consumers should relax. And we
want to get to that same labeling.

Mr. Neas and Mr. Shumsky claimed that the proposed rule fun-
damentally violates the sameness principle and that it undermines
the statutory and regulatory framework for approving and over-
seeing generic drugs. How do you respond to that, Dr. Woodcock?
There are differences that occur now between brand and generics.
When brands use their existing CBE-0 process to update their
safety labeling, what you would be doing is giving the generic that
same opportunity. Do you think that this is going to mean that we
are going to have less sameness in drug labeling?

Dr. Woobncock. I believe the portions of the rule that call for the
webpage and then call for all the labels to be conformed within 30
days will result in less differences among brand and generic labels
in the future if this rule were to be made final.

Mr. WaxmAN. That is a good objective.
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Thank you, Mr. Chairman.

Mr. PrrTs. The chair thanks the gentleman and now recognizes
the gentleman from New Jersey, Mr. Lance, 5 minutes for ques-
tions.

Mr. LANCE. Thank you, Mr. Chairman. And good afternoon, Dr.
Woodcock.

This is a very complicated topic. As I understand the recent Su-
preme Court decisions, there is a question legally as to whether the
proposed rule complies with those decisions. I certainly want the
public to be as safe as possible, and at the same time, I don’t want
the public to be confused. Do you see any potential of a conflict be-
tween safety, which we all desire, and confusion among the public
on this issue?

Dr. Woobpcock. Well, as we have been talking about a little bit,
I believe if the proposed rule were implemented, it would reduce
confusion caused by differing labels because there would be more
conformity of labels.

Mr. LANCE. As I read the underlying statute, it appears to me
to be clear and it is my own opinion that what is proposed may go
beyond what is currently in the underlying statute. And obviously,
agencies try to administer underlying statutory law to the best of
your ability given your responsibilities in the executive branch.
Would it have been better for the agency to come to us here to Con-
gress to ask for an amendment if you thought that you needed to
move forward in the way you are apparently moving forward?

Dr. Woobcock. It is hard for me to speculate on that. I am not
a lawyer. I would say that——

Mr. LANCE. That speaks well of you. Some of us are lawyers.

Dr. Woobcock. Well, I don’t, opine as a lawyer. I am not one.
However, I will say that we have been administering this program
a long time. The generic drug labels are actually different in many
areas, some of which have been stipulated by Congress. For exam-
ple, pediatric——

Mr. LANCE. Yes.

Dr. WooDCOCK [continuing]. Exclusivity and et cetera, et cetera.
And they are different in their safety information due to the time
frame often it takes and due to the fact that the generic industry
does not often update their label in a timely manner.

Mr. LANCE. Thank you. I would hope that on issues like this the
executive branch and the legislative branch could work together
and often where you stand on an important issue of public policy
is based upon where you sit and sitting in the legislative branch
of government and having reviewed the underlying statute and cer-
tainly having a great respect for those who wrote the statute, in-
cluding Mr. Waxman, I tend to view the opinion of Mr. Shumsky
and others as how I would read the underlying statute. I realize
it is extremely complicated. But I would prefer if the executive
branch and the various agencies might come to us if an amend-
ment would clarify the situation and certainly statutory law from
my perspective serving in the Congress is the bedrock by which
agencies proceed, recognizing as I do that the safety and health of
the American people is preeminent.

Thank you, Mr. Chairman, and I yield back the balance of my
time.
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Mr. PiTTS. The chair thanks the gentleman and at this time rec-
ognizes the gentlelady from Virgin Islands, Dr. Christensen, for 5
minutes for questions.

Mrs. CHRISTENSEN. Thank you, Mr. Chairman. Welcome back,
Dr. Woodcock.

Dr. Woodcock, FDA describes both the existing and the proposed
CBE-0 processes as an exercise of enforcement discretion, and that
sounds like either the agency is deliberately flouting the will of
Congress or the law is so badly written that FDA can only make
it work by ignoring parts of it. Yet I know that FDA uses enforce-
ment discretion in many areas of regulation with good effect.

Could you put your use of enforcement discretion in the CBE reg-
ulations into context? Could you explain how the agency uses it
elsewhere and its oversight of drugs or other FDA-related products
and why you have chosen to use it in this instance to allow drug
manufacturers to rapidly update their safety information?

Dr. Woobcock. Well, first of all, I understand that originally
when the CBE-0 regs were written, that was how it was described
a long time ago. Maybe I was in high school. But I think that what
I understand from our lawyers now is that we regard this as—the
statute of course sets the framework, as has just been pointed out,
that regulations are implementing of that framework. We regard
this as implementing, interpreting part of the statute. So I am not
sure we regard this in today’s legal world as enforcement discre-
tion.

But we do use enforcement discretion in many areas. For exam-
ple, one of the most poignant is probably our dealing with the
shortage issues where we are getting products from around the
world for critical medical needs that are being not met for our pop-
ulation. After we verify that they are correctly manufactured and
of high quality, we will have them imported into the United States.

Mrs. CHRISTENSEN. Thank you. Well, whether it is enforcement
or not, I think the whole process seems consistent with one of the
overriding purposes of the food and drug law, to protect patient
safety.

Also in his testimony, Mr. Neas notes that generic manufacturers
only have access to information about their individual products
saying that FDA is the only entity with access to all safety infor-
mation and is the only body in a position to decide whether a label-
ing change is warranted. How do you respond to those points?

Dr. Woobncock. Well, what we are talking about here is sort of
early notification. That can be done now by the innovator to change
their label in advance of an FDA decision. And what we are pro-
posing is that the generic industry should be able to change their
label in advance of an FDA decision. After we get a safety signal
and, we may evaluate it through our Sentinel system, we may do
a literature search, seek data from other sources, and generally de-
liberate and finally make a final decision. You know, should this
be a box warning? Should it be a precaution? Is it a contraindica-
tion or is it just another warning? Or maybe, as was raised earlier,
it isn’t adequately linked and should not be on the label.

Mrs. CHRISTENSEN. Yes.
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Dr. Woobpcock. Once we make that decision, we then are pro-
posing here that we tell everyone all at once you should change
your label to conform to the FDA decision.

So, yes, FDA would weigh in at the end of the day on this but
what we will do now, and as a clinician you are aware of this, and
it is frustrating somewhat but FDA will put out safety information
that says we are looking at this.

Mrs. CHRISTENSEN. Yes.

Dr. Woobpcock. We just don’t know what it means yet. But peo-
ple became very unhappy that we weren’t notifying them that we
were evaluating this issue, so if it is an important safety issue, we
actually put out a drug safety alert and say we are evaluating this.
We don’t know what the truth is yet, but we will keep you in-
formed and let you know when we have made a decision.

Mrs. CHRISTENSEN. Thank you. And I agree basically. And as the
proposal notes, not only do generic drugs now comprise over 80 per-
cent of drugs sold but they constitute 94 percent of the market for
those drugs for which generics are available. So many of them may
not have a preponderance on the market. Some are likely to have
much more than the brand. And as the rule makes clear, FDA con-
tinues to reserve for itself the final decision regarding proper label-
ing.

Thank you, Dr. Woodcock.

Dr. WoobpcocK. Thank you.

Mr. PiTTs. The gentlelady yields back.

The chair recognizes the gentleman from Illinois, Mr. Shimkus,
for 5 minutes for questions.

Mr. SHIMKUS. Thank you, Mr. Chairman. Welcome, Dr.
Woodcock. Good to see you again.

In proposing significant changes to prescription drug labeling re-
quirements in December 2000, FDA, under the Clinton Administra-
tion, found “the use of labeling and product liability and medical
malpractice lawsuits, together with increasing litigation cost has
caused manufacturers to become more cautious and include vir-
tually all known adverse event information regardless of its impor-
tance or plausibility relationship to the drug.” Do you agree with
this statement or is this no longer a concern of the agency?

Dr. Woobpcock. That was the practitioners’ labeling rule, the
label modernization that you are talking about. And in there we
put in some standards that prevent putting in the label events that
are not really causally linked where we don’t see a causal associa-
tion. So we were basically putting people on notice that we did not
think that those types of events, that laundry list, should get into
a drug label. And the modernized drug labels do not have that fea-
ture.

Mr. SHIMKUS. So it is no longer a concern of the agency?

Dr. Wooncock. It is always a concern but we have put in safe-
guards to make sure the modernized labels

Mr. SHIMKUS. OK.

Dr. WooDCOCK [continuing]. Don’t contain that.

Mr. SHiMKUS. All right. Before proposing the 2000 rule, the FDA
held multiple focus groups and conducted a national survey of
healthcare providers. Prior to issuing the proposed rule in Novem-
ber of 2013, did the FDA discuss these changes with physicians?
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Dr. WoobncocK. Yes. Well, the physicians were part of the focus
groups. We had a public

Mr. SHIMKUS. No, I am talking about this current rule that you
are proposing.

Dr. WooDCOCK. Oh, this one. Oh, I am sorry. No.

Mr. SHiMKUS. Did the FDA meet with any pharmacists to hear
their thoughts?

Dr. Woobpcock. No, not to my knowledge.

MrI)‘ SHIMKUS. Did you meet with any of the branded drug compa-
nies?

Dr. Woobncock. Not to my knowledge.

Mr. SHIMKUS. What about the generic drug companies?

Dr. Wooncock. Not to my knowledge. I did not.

Mr. SHIMKUS. Did the FDA meet with the trial lawyers?

Dr. WoobDcocK. My understanding is that this is the case. How-
ever——

Mr. SHIMKUS. So in 2000 you met with all these groups?

Dr. Wooncock. That is correct.

Mr. SHIMKUS. So you didn’t meet with physicians, you didn’t
meet with pharmacists, you didn’t meet with branded drug compa-
nies, you did not meet with generic drug companies, but you met
with the trial lawyers?

Dr. WoobncocK. Well, after the

Mr. SHIMKUS. I think you have already testified it is yes.

Dr. WooDcOCK. After the court decision I sat down with the staff
at the Center for Drug Evaluation and Research and we went over
options for dealing with this disparity in the treatment of the two
groups. And we went ahead and drafted this rule. I was not
aware——

Mr. SHIMKUS. So let me get back. So the answer is yes?

Dr. Woobpcock. My understanding is

Mr. SHIMKUS. You can just say it. Come on. Get it out.

Dr. WoobncockK. Part of the agency did meet with the trial law-
yers, yes.

Mr. SHIMKUS. Thank you. Because in your responses earlier, you
talked about how innovator drugs, right

Dr. WOODCOCK. Yes.

Mr. SHIMKUS [continuing]. Who may not be in the market any-
more and you have the generic drug——

Dr. WoODCOCK. Yes.

Mr. SHIMKUS [continuing]. But it is funny you are using that as
an explanation but you didn’t discuss this with innovator drugs
and you didn’t discuss this change with the generics. So even in
your answers to our questions today, you are using what you would
think would be support from and inclusive process of an evaluation
of a new rule without talking to these two groups.

So let me ask you this question. What role did the trial lawyers
play in complying in the development of this new rule?

Dr. WoobcocK. To my knowledge, none, because, as I said

Mr. SHIMKUS. Wait, wait. You met with them, you changed the
ru%ez) and you are saying they had no role in developing this new
rule’

Dr. Wooncock. Right. I was trying to explain that.

Mr. SHIMKUS. I know. I am trying to believe it.
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Dr. Woobncock. Well, I am explaining factually what happened,
all right. The Center for Drugs, I asked our staff here at the Center
for Drugs to look at this finding which pointed out we did not have
a level playing field of sameness between the innovators and the
generic drug firms. They developed a list of options. We picked the
option we wanted to pursue and it was really a matter of feasibility
and execution and we developed that rule. The personnel in the
Center for Drugs did not meet with the trial lawyers

Mr. SHIMKUS. And you understand why we have questions about
this rule if you met with just the trial lawyers and you didn’t meet
with any of the folks that are involved in this sector?

Dr. WoobncocK. Certainly.

Mr. SHIMKUS. All right. Thank you. I yield back my time.

Mr. PrrTs. The chair thanks——

Mr. WAXMAN. Mr. Chairman, I ask unanimous consent that the
gentleman be given an additional minute so I can ask him to yield
to me.

Mr. PrrTs. Do you want to have me recognize Mr. Sarbanes?

Mr. SHIMKUS. No, the ranking member is asking for unanimous
consent for me to be given another additional minute so I can then
yield to the ranking member.

Mr. Prrrs. All right. The chair recognizes the gentleman for one
minute.

Mr. SHIMKUS. I would be happy to. And I would then yield to Mr.
Waxman.

Mr. WAXMAN. Whoever you met with before is interesting but
don’t you now have to have comments from everybody with a pro-
posed rule and take those comments into consideration?

Dr. Woobncock. Certainly. The folks we met with before were
about parts of the label that would really impact them and this is
more of a procedural issue. But we put together a procedure. We
instantiated it in this proposed rule and we have received over 100
comments from a wide range of groups and we will be evaluating
those comments.

Mr. WAXMAN. Thank you.

Mr. SHIMKUS. And reclaiming the rest of the minute, I under-
stand that now you are going to receive comments. However, his-
torically, you met with everyone involved in this sector. You now
issue a new proposed rule with only meeting with the trial lawyers.
I think that raises cause of concern and the reason why many of
these questions are going to for what purpose and there is a ques-
tion on intent.

And I yield back my time.

Mr. PrrTs. The chair thanks the gentleman and now recognizes
the gentleman from Maryland, Mr. Sarbanes, for 5 minutes for
questions.

Mr. SARBANES. Thank you, Mr. Chairman. Thank you, Dr.
Woodcock. You are one of the best witnesses we get up here and
I appreciate your testimony.

I am sort of baffled at what the objection could be to the pro-
posed rule and looking forward to the second panel to elucidate
that for me. It seems eminently reasonable what you are trying to
do. I think that it strikes exactly the right balance that we would
want to see between the objectives, aspirations, and the success of
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the Hatch-Waxman Act and then having to deal with practical ob-
stacles that that framework encounters over time. So it makes a
lot of sense what is being proposed.

And Congressman Waxman got right to the point I was going to
make which is I gather now that comments have been in as of 2
weeks ago, right?

Dr. WoODCOCK. Yes.

Mr. SARBANES. And those include a lot of perspective from con-
sumer groups out there, people that are concerned about safety
issues, presumably, isn’t that the case?

Dr. WooDcOCK. Yes, there are comments from consumers, con-
sumer groups.

Mr. SARBANES. It seems to me this notion that if a trial lawyer
has a positive opinion of the proposal, that somehow that should
taint, undermine, or eliminate the concerns that the broad public
has about seeing this kind of proposal. In fact, my view would be
that they are largely reflecting the opinions and perspective of the
broad public and those people who could be potentially damaged if
you don’t have a proper framework in place. So it is good to hear
that those comments include organizations that would represent
that kind of perspective on safety. And we look forward to seeing
how the rule will roll out from here.

I was curious before the Mensing case, before this decision that
appeared to protect or did protect the generic manufacturers from
failure-to-warn cases at the state level, which was only a couple of
years ago. Before that, as industry was developing, presumably
they were getting more engaged in monitoring based on the expo-
sure and liability that they properly had vis-a-vis the public and
consumers. Would that be accurate to say?

Dr. WooDcOCK. Yes. And as far as sameness, they have the same
requirements for monitoring the recipients of their drug or any re-
ports that they get of problems with their drug and reporting those
to the FDA so that is the same as for the innovator industry.

Mr. SARBANES. You mentioned that you think probably there are
some assumptions and the projection that this will result in a $4
billion hit to the generic drug industry as a result of having this
liability there. I will be interested to hear testimony that backs
those kinds of assumptions up because I am skeptical of them, as
I think you are, and certainly Congressman Waxman has indicated
his skepticism about that.

I am a very intrigued by your testimony that not only does the
proposed rule not add to the sameness problem:

Dr. WoODCOCK. Yes.

Mr. SARBANES [continuing]. That has been discussed but in fact
it would help to remedy
Dr. WoODCOCK. Yes.

Mr. SARBANES [continuing]. Some of the problems that there has
been with sameness because there hasn’t been in place the kind of
timelines that would push the generic manufacturers to come in to
conformity on a more expedited basis.

Dr. Woobncock. That is correct.

Mr. SARBANES. So you have sameness issues now that are kind
of initiated from the innovator brand side of the equation. You may
now get situations where the sameness, you know, that sort of
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glitch gets initiated from the generic side. But all told, what you
are proposing, as I understand it, is a structure that will lead to
more sameness, to use that sort of odd phrase, than less. And so
that will be actually an improvement over the current situation, is
that correct?

Dr. Woobcock. That is correct. We would anticipate that the
amount of disparities between the generic label and innovator label
will decrease with this proposal because it will put in a 30-day
clock for conformance to the labels.

Mr. SARBANES. Terrific. Thank you very much, and I yield back.

Mr. PiTTs. The chair thanks the gentleman. Because we have a
just heard there may be some confusion over various views on this
proposed rule, let me take this time to request unanimous consent
to insert the following documents into the record: AARP letter to
Commissioner Hamburg dated March 13, 2014; “The FDA’s Pro-
posed Generic Drug Labeling Rule: An Economic Assessment” by
Alex Brill, February 5, 2014; a letter from FDA to Congressman
Kevin Yoder, January 29, 2014; March 6, 2014, letter from 24
members of the Pharmaceutical Supply Chain to Commissioner
Hamburg; of the labels on generics drugs, “The FDA Should Take
the Lead on Making Drug Warning Labels Consistent,” LA Times,
article, March 12, 2014; committee letter to Commissioner Ham-
burg regarding the proposed change to generic drug labeling policy
dated January 22, 2014; and the FDA’s response dated February
26, 2014; a letter dated March 14, 2014, to Commissioner Hamburg
from Minority Health Groups; and finally, a letter dated March 13,
2014, to Commissioner Hamburg from Patient Advocates.

Without objection, so ordered.

[The information appears at the conclusion of the hearing.]

Mr. PirTs. The chair now recognizes the gentleman from Ken-
tucky, Mr. Guthrie, 5 minutes for questions.

Mr. GUTHRIE. Thank you, Mr. Chairman.

Thank you for coming, Dr. Woodcock.

A lot of discussion on the topic of changes being effected involves
generic drugs. It occurs to me that CBE is also an important policy
issue in the context of biosimilars. What is the current legal status
of CBE with respect to biosimilars and would the proposed rule
change the current legal status of CBE with respect to biosimilars?
And I know that biosimilars, though none have been approved by
the FDA yet, but when they are, will they have CBE or not?

Dr. WoobcockK. This rule does not pertain to that because those
would be under the Public Health Service Act and they are not con-
sidered generics like the generics are. So that is a separate issue.

Mr. GUTHRIE. Completely separate, thank you.

In your testimony throughout the day, you stated four or five
times that this rule would address the need for outdated generic
labels to be updated. While that may be so, that was not the basis
for why the FDA issued the proposal. In fact, I have been told that
the goal was not even addressed in the proposed rule. What is the
agency’s stated rationale for proposing this rule change and if up-
dating outdated generic labels is really the goal, can’t you address
those administratively or with better enforcement?

Dr. Woobpcock. Well, the goal of this, at least my goal and the
Center for Drugs’ goal was to update what we felt was a disparate
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playing field for the brand industry and the generic industry where
the generic industry has really grown up to be taking care of much
of the healthcare of your constituents in this country. The drugs
they get at their pharmacy are generic drugs. And so that was the
goal from my point of view.

We are looking at updating old labels and this isn’t just a fault
of the generic industry; it is a fault of the innovator industry, too.
Drug labels need to be modernized and the modernization effort
that was talked about earlier only went back to, I think, 2003.

Mr. GUTHRIE. Yes.

Dr. Woobpcock. And so we are looking at updating globally the
drug labels in general.

Mr. GUTHRIE. Is your FDA pilot project Sentinel, is that focused
on that? Is that what that is, the Sentinel system?

Dr. WoODCOCK. Sentinel system is using electronic health
records to learn and look at safety signals that we get. So that is
what Sentinel is about. We have electronic health records of 150
million people and we can look in there and find out what happens
when they took a drug and find out whether a side effect is real.
We are doing a different pilot on modernizing drug labels that have
become out-of-date.

Mr. GUTHRIE. OK. And I have one last question. Ranking Mem-
ber Waxman discussed the brief he filed with the Supreme Court
in 2011. My understanding of that brief a different approach than
the one ultimately included in FDA’s rule proposed was raised. I
believe the brief suggests that FDA should formalize the process by
which a generic manufacturer could provide the FDA with any new
information they obtained regarding safety hazards associated with
their products and that they could be held liable if they failed to
do so. Why does the FDA feel that that was an inadequate ap-
proach and why you have to go this direction?

Dr. WoobpcockK. I am sorry but I am unfamiliar with what mech-
anism that they were supposed to update their labels.

Mr. GUTHRIE. Yes. I have a quote from the brief. “Provide the
FDA with any new information they obtain regarding safety haz-
ards associated with their products.”

Dr. Woobncock. Yes, well, generics have always supposed to have
been able to do that. So this is simply a mechanism. This is really
a procedural rule that allows a procedure that was always avail-
able to innovator to be made allowed to be available to generics as
well.

Mr. GUTHRIE. OK. Thank you. I yield back.

Mr. PrtTs. The chair thanks the gentleman and now recognizes
the gentleman from Texas, Mr. Green, for 5 minutes for questions.

Mr. GREEN. Thank you, Mr. Chairman. And I am glad you are
here, Dr. Woodcock.

I think the three main criticisms of the proposed rule is that it
would restore tort liability to generic manufacturers, which I don’t
know if that was the intent but one criticism if the proposed rule
restores the tort liability, which critics argue would lead to warning
and significant higher generic drug rates.

Two, the rule undermines the sameness principle that generic
and brand name drugs have to be the same, including their label-
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ing and therefore undermines the entire Hatch-Waxman justifica-
tion.

And three, the rule would lead to a multitude of different labels
confusing doctors and patients and undermining confidence in ge-
neric drugs.

Frankly, I don’t mind if somebody is producing a drug, they
ought to have some responsibility for it so I don’t have that big a
concern about the tort liability. But the other two I do have some
concern about. It undermines the sameness principle that Hatch-
Waxman did and also the multitude of labeling.

Dr. WoobcocK. Well, as I explained earlier, right now, there are
different versions of the label because the innovator will change
their label. Even after FDA approves that label, it takes some time,
for some cases a year, maybe 2 years for some of the generics, not
all of them, to change their label. So there are differences out there
between the innovator and generic labels that are disparities now.
And this proposal that we have would reduce the time of confusion
if you want to call it confusion.

Mr. GREEN. OK. But then the sameness principle issue that was
brought up?

Dr. Woobpcock. I feel that the sameness applies and if you are
a consumer or patient I think that you would want to know that
the drug is the same as far as its chemical composition, as far as
its pharmacology, and as far as the manufacturers standing behind
that drug, all right, and doing the safety surveillance and the mon-
itoring and keeping their label up-to-date no matter whether they
are innovator or a generic manufacturer.

The sameness as a literal point of view that labels need to be ex-
actly the same, they are not exactly the same and there are a num-
ber of reasons, for example, the pediatric exclusivity, there may be
certain constituents that are slightly different that is allowed.
There may be other carveouts to the label due to new indications
that the innovator has that the generic doesn’t have. And there are
these differences due to the safety changes in other label updates
that actually the generics don’t necessarily update in a timely man-
ner.

Mr. GREEN. Well, Mr. Chairman, I think consumers actually do
look at labeling, too, not just physicians obviously, for the prescrip-
tion.

Dr. WooDCOCK. Yes.

Mr. GREEN. And I will give you an example. Zyrtec is something
that has been successful but now it has lost its exclusivity and
there is a generic available for it that I noticed still has the same
compounds as Zyrtec. So consumers also look at it other than phy-
sicians.

And I yield back my time.

Mr. PrtTs. The chair thanks the gentleman and now recognizes
the gentleman from Georgia, Dr. Gingrey, 5 minutes for questions.

Mr. GINGREY. Mr. Chairman, thank you. And, Dr. Woodcock,
good to see you.

What is wrong with the current process that the FDA has de-
fended as being necessary to bring orderly change to the labeling
when it is warranted? What is wrong with the current——
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Dr. WoobDcock. As the universe has changed and time has
changed, the generic industry is now in charge of much of the
healthcare. It delivers most of the dispensed prescriptions in the
United States.

Mr. GINGREY. Well, I know the doctor from the Virgin Islands
mentioned that a little earlier, that maybe 85 percent of the drugs
thélt are dispensed today are generic. Is that what you are getting
at?

Dr. Woobncock. Yes. And, in fact, in that situation those manu-
facturers who are marketing those drugs, they need to be moni-
toring those drugs for safety. The people who market the drugs will
get the reports, all right?

Mr. GINGREY. Let me ask you this just a yes-or-no answer. The
approach the FDA now proposes will result in an orderly process
that gets evidence-based appropriately tailored labeling changes to
prescribers in the best possible manner.

Dr. WooDCOCK. Yes.

Mr. GINGREY. It does, right? In this proposed rule—and, listen,
I just came from another committee hearing where I was praising
the trial attorneys, but this proposed rule sure seems to me to be
led by the trial attorneys. I am following up on what the gentleman
from Illinois, Mr. Shimkus, said. And as a physician like me, I hope
that you would disagree with this implication that the FDA trusts
the trial bar to be the chief stewards of public health policy.

Dr. WoobpcockK. The impetus behind this rule was to have a level
playing field in a situation where now the generic manufacturers
make most of the drugs that your constituents take. And that they
have the same opportunity to react to the reports that they get of
safety problems and rapidly modify the labels and bring them to
FDA'’s attention. There are about 420 drugs right now that have no
innovator on the market and so it will only be the generic manufac-
turers to whom those reports would come or to the FDA directly.

Mr. GINGREY. Under the proposed rule, I understand that generic
innovator—now, innovator is the same as the brand——

Dr. WooDcOCK. Yes, sorry.

Mr. GINGREY [continuing]. The original drug that the company
brought. I understand that generic and innovator companies could
propose labeling changes through the CBE process and that the
agency would post all of these suggested changes on your Web site
on the FDA Web site before you would approve them. That is cor-
rect, isn’t it?

Dr. WooDCOCK. Yes.

Mr. GINGREY. And for multi-sourced drugs, those that are the
exact same, they are made by both the innovator and the generic
companies, isn’t it possible that each manufacturer could have dif-
ferent warnings posted for the same risk?

Dr. WooDcoOcCK. It is possible, but of course that would enable us
to move very quickly. We get these now from innovators and they
do a CBE-0 or we may hear from practitioners, we may have it re-
ported to us, we may get it from the literature. We quickly evaluate
those and we put out an FDA drug safety alert. I am sure you are
familiar with these. Sometimes we say we are just looking at this
issue. We don’t know the answer yet.

Mr. GINGREY. Yes.
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Dr. WOODCOCK. So we are an actor in this as well but we need
to be made aware of what the manufacturers know.

Mr. GINGREY. Yes. Well, it seems like to me it would be con-
fusing for doctors and patients, let’s say, to go online, up-to-date
WebMD, you pick it, and find different warnings and contraindica-
tions for the exact same drug. I don’t see how that benefits public
health when that happens.

Dr. Woobncock. Well, right now, of course there are drug safety
controversies, as you know. And there is much on the blogosphere,
on WebMD and everything else about different reported papers
with this cardiovascular risk, this risk. Generally, FDA will put out
a safety alert and say we are evaluating this issue. Here is what
we know so far. Here is what we don’t know. We will let you know
when we have definitive information. When we do, then we would
require all the manufacturers have the same label when we
had

Mr. GINGREY. Well, that is good news in my concluding 10 sec-
onds because I was going to ask isn’t it the FDA’s job to referee
these disputes and make class-wide labeling changes?

Dr. Woobpcock. Yes, it is, and we do that. Yes.

Mr. GINGREY. Mr. Chairman, I yield back.

Mr. Prrrs. The chair thanks the gentleman. That concludes the
questions of the Health Subcommittee members who are here. I am
sure they will have written questions that they will submit.

But at this time I would like to seek unanimous consent to per-
mit the gentleman, Mr. Braley from Iowa, to ask questions. And
without objection, so ordered.

The chair recognizes Mr. Braley 5 minutes for questions.

Mr. BRALEY. Thank you, Mr. Chairman. I really appreciate the
Committee’s indulgence in allowing me to be part of the hearing.

I want to follow up with a question, Dr. Woodcock, that Mr.
Shimkus raised about input from physicians or physician groups.

Dr. WoODCOCK. Yes.

Mr. BRALEY. We heard from Mr. Waxman about the friend-of-
the-court brief he filed in the Mensing case. Were you aware that
the American Medical Association, the largest physician organiza-
tion in the country, also filed a friend-of-the-court brief in that
case?

Dr. Woobpcock. No.

Mr. BRALEY. OK. Assume for the moment that they did and that
one of the concerns they raised with the Supreme Court was the
ethical dilemma that physicians face when they are confronted
with inconsistent rules to protect their patients who receive brand
name drugs

Dr. WoODCOCK. Yes.

Mr. BRALEY [continuing]. As opposed to rules that protect their
patients who purchase generic drugs.

Dr. WooDCOCK. Yes.

Mr. BRrRALEY. Is that the type of concern from healthcare pro-
viders that would be relevant to the agency in deciding whether or
not to go forward with this rule?

Dr. Woobpcock. Well, we just several weeks ago closed the com-
ment period and we got over 100 comments, some of them fairly
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voluminous, so I hope we have received input from a large number
of sectors on this, including obviously the clinical community.

Mr. BRALEY. Mr. Lance raised concerns about similarly situated
consumers being treated the same, but wouldn’t that be an exam-
ple raised by a physician group, the largest in the country, that
would show how these different consumers of medications can be
treated differently and that could raise concerns?

Dr. Woobncock. Well, I will say that certainly one of our issues
is that the entities that are supplying medicine for a large number
of patients in this country should stand behind their medicines.

Mr. BRALEY. One of the things that came up was Sentinel sys-
tems in your testimony, and this is a common word that is used
in trying to promote patient safety throughout the healthcare deliv-
ery system, correct?

Dr. WooDcoOCK. Yes.

Mr. BRALEY. In fact, the Joint Commission on Accreditation of
Healthcare Organizations uses a Sentinel event system that re-
quires any adverse event to be reported and then followed up so
you get to the root cause of what caused the problem and develop
an action plan to correct it. Are you familiar with that concept gen-
erally?

Dr. Wooncock. Yes, I am very familiar with it.

Mr. BRALEY. So, don’t generic manufacturers of drugs have the
same safety incentives as a matter of public health to warn con-
sumers as brand name manufacturers?

Dr. Woobpcock. Well, I would certainly hope so. They have the
same regulatory requirements to be monitoring for the impact of
their drug and to find out if any new safety event happened and
to report it to the FDA.

Mr. BRALEY. And one of the concerns about this proposed rule
that I would think conservatives would be very happy about is that
it promotes personal responsibility and not shifting the burden to
take care of patients to taxpayers through publicly funded
healthcare systems. Isn’t that true?

Dr. WoobcockK. Not being a lawyer, it is difficult for me to com-
ment on that.

Mr. BRALEY. If we don’t have a remedy for people harmed by ge-
neric drugs and they have to go on Medicare and Medicaid, we end
up paying for it as taxpayers, don’t we?

Dr. Wooncock. That would apparently be the case sometimes.

Mr. WAXMAN. Would the gentleman yield to me?

Mr. BRALEY. I only have a few more minutes.

Mr. WAXMAN. I know. I wanted to take it.

Mr. BRALEY. One of the things that we know is there have been
concerns raised about the cost of the proposed rule and we have
heard testimony that 80 percent of the medications being dispensed
are generics. The federal agency that is focused on promoting pub-
lic health as part of the National Academy of Sciences is the Insti-
tute of Medicine

Dr. WooDCOCK. Yes.

Mr. BRALEY [continuing]. And they have spent a lot of time
studying this whole problem with preventable medical errors and
especially medication errors. And this is a book they released in
2007 called Preventing Medication Errors.
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Dr. WooDCOCK. Right.

Mr. BRALEY. And in here they write that in 2000, a study esti-
mated that the cost of drug-related illnesses and deaths in the am-
bulatory setting in the United States was $177.4 billion.

Dr. WooDCOCK. Yes.

Mr. BRALEY. That is a lot of money.

Dr. WooDCOCK. Absolutely.

Mr. BRALEY. So if 80 percent of that marketplace is generic drugs
and we would be talking about $140 billion cost associated with not
redu‘;:ing this problem and promoting patient safety. Isn’t that
true?

Dr. Woobpcock. Well, I am very familiar with that book. I think
that put in a lot of different safety problems together when they
made those estimates. However, I would say that it is imperative
that everyone monitor safety drugs in the outpatient and the am-
bulatory setting and that we improve our outcomes with patients.

Mr. BRALEY. Well, with my 5 seconds left I just want to mention
Sophie Howe of Ames, Iowa, a young college student who was
harmed by a generic drug and ended up having a lot of added cost
associated with that, including payment of her student loans that
were accelerated when she had to drop out of school because of her
medical complications. And I think it is the human faces behind
this problem that we should be thinking about.

Thank you.

Dr. Woobncock. Thank you.

Mr. BRALEY. I yield back.

Mr. Prr1s. The chair thanks the gentleman. That concludes the
questions.

At this time, we will have written questions that we will provide
to you if you can please respond to those.

Thank you very much

Dr. Woobncock. Thank you.

Mr. PITTS [continuing]. Dr. Woodcock, for your testimony and for
your patience today.

Before I call the second panel, I ask unanimous consent to recog-
nize the ranking member of the full committee, Mr. Waxman, for
5 minutes for a statement.

Mr. WAXMAN. Thank you very much, Mr. Chairman.

I know this is extraordinary to allow this but I am not going to
be able to be here for the testimony of the next panel.

But I did want to comment on the fact that there is a disconnect
at this hearing because people are talking about whether the label
is going to be the same, how long it will take to be the same and
whether the doctors are for this or not for it. I just want to point
out what is really going on at this hearing.

The Supreme Court decision said that a generic drug manufac-
turer cannot be held liable under state law to warn people about
the dangers of a drug that they manufacture that they know about
because they can’t put it in the label because under the law they
cannot change their label unless the FDA changes the label for the
brand and the generic company.

So in my brief to the Court I said, look, if they can’t change their
label, then they ought to be held liable under state law for the fail-
ure to let FDA know that there is a problem for which they ought
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to give some notice to the public. It seems reasonable to me but the
Court on a 5-to-4 basis said no. The only thing that would make
them liable is if they failed to warn by a label change. And they
can’t make that label change, and therefore, the generic drug in-
dustry could open their champagne and drink to the success that
they are never going to be held liable for. And that is great if you
are never going to be held liable for them perhaps but it is not
great for the consumers.

The FDA has looked at this issue and said, well, wait a minute.
We have a requirement that brand name companies warn the con-
sumer and they can even change their label, and then while we are
considering whether or not we are going to impose that label re-
quirement on everybody, they could go forward with it. But the ge-
neric drug companies can’t do that.

Now, FDA is not looking at it from a legal liability. They are just
looking at it from patient safety. It doesn’t make sense that if a ge-
neric company discovers there is a problem, not to have them warn
people, just as it is required by the brand name company. So they
are changing the rules to be sure the consumer is protected, but
in the process, it could and most likely would reverse the Supreme
Court decision and make the generic companies liable for failure to
warn people if they have the ability to warn them in a new label,
just as the brand name companies have.

So while we are talking about all these other issues, we are miss-
ing what is really at stake here. We are going to hear that, I think,
in this next panel because Mr. Neas and others are going to argue
this is going to cost billions of dollars in liability that they hadn’t
had to worry about in the past. But I would submit that that
doesn’t make sense. Before the Supreme Court case, they were lia-
ble and they had to anticipate that, but they didn’t have billions
of dollars as a result of that vulnerability of liability. They were
able to manage that reasonably well. And to expect, notwith-
standing a report that we are going to hear about, which I very
much doubt its validity, we are going to hear that, no, this is a big
matter. This is going to be a huge liability for them.

Well, whether it will or will not, they should be held to the same
standards in order to protect the public, and I hope they are liable
if they do something wrong by not warning people in a label
change. Because if they have information that their drug, as they
learn now, could harm people, they ought to make that label
change. Certainly, the brand name companies have to do it.

So I wanted this chance to make this statement now because I
am not going to be able to be here to do it through questions.

I just must say, Mr. Neas, you have got a report. I just don’t see
it possibly being valid and it will be held up to some further ques-
tioning by this panel. But I can’t see how it is valid. It seems to
me highly inflated. It is like all the people that come in here and
we want to regulate them, they say this will drive us out of busi-
ness. And then when the regulations go into effect, they do it for
a fraction of the cost. So I just think that people ought to put in
perspective what this hearing is really all about.

And as I have now straightened everybody out about what is sig-
nificant, I am going to leave you. Thank you, Mr. Chairman.

Mr. PrrTs. The chair thanks the gentleman.
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Now, we will have our second panel. Please come to the witness
table and I will introduce them in the order that they will speak.

On our second panel today we have Mr. Michael Shumsky, part-
ner, Kirkland & Ellis; Mr. Ralph Neas, President and CEO of the
Generic Pharmaceutical Association; and Ms. Allison Zieve, Gen-
eral Counsel, Public Citizen.

Thank you all for coming. Your written testimony will be made
part of the record. You will each have 5 minutes to summarize your
testimony.

And at this point the chair recognizes Mr. Shumsky, 5 minutes
for his opening statement.

STATEMENTS OF MICHAEL D. SHUMSKY, PARTNER, KIRKLAND
& ELLIS, LLP; RALPH G. NEAS, PRESIDENT AND CEO, GE-
NERIC PHARMACEUTICAL ASSOCIATION; AND ALLISON M.
ZIEVE, GENERAL COUNSEL, PUBLIC CITIZEN

STATEMENT OF MICHAEL D. SHUMSKY

Mr. SHUMSKY. Chairman Pitts, Ranking Member Pallone, and
members of the subcommittee, thank you so much for inviting me
to testify today. Though I filed administrative comments on these
issues for a number of clients as part of my law practice, I would
like to make clear at the outset that I am testifying today in my
personal capacity and that the views I express are solely my own.

Over the past 30 years, the Hatch-Waxman Act has generated
trillions of dollars in cost savings. And that phenomenal success
stems from a simple but brilliant insight. Because two drugs with
the same chemical and biological properties will have the same
safety profile, FDA can safely approve generic versions of a pre-
Vioulsly approved drug without requiring new independent clinical
trials

And it is precisely because two drug products with the same
chemical and same biological properties will have the same safety
profile that the statute naturally requires that generic drug label-
ing be “the same as the labeling approved for” that product’s brand
name equivalent. In a single word, sameness is both the statute’s
animating principle and the driving force of its success.

FDA now wants to permit generic drug warnings that are “incon-
sistent with the labeling for the RLD.” That is the brand name
equivalent. The agency has no power to do so. In our system of sep-
arated powers, the executive branch is bound by the laws this Con-
gress passes. Indeed, as the Supreme Court explained the very
same year Congress patched Hatch-Waxman, “if the intent of Con-
gress is clear, that is the end of the matter for the agency must
give effect to the unambiguously expressed intent of Congress.” By
this standard, FDA’s proposal is indefensible. It pays no heed to
Hatch-Waxman’s plain language which explicitly requires generic
labeling to be “the same as the labeling approved for” the brand
name equivalent. And indeed, the statute further bars FDA from
even approving a generic drug for sale in interstate commerce if its
labeling is not “the same as” the approved labeling for the brand
name drug.

The proposal also ignores FDA’s lengthy track record on this
issue. Indeed, FDA has repeatedly recognized the generic labeling
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must be the same as the FDA-approved branded labeling at all
times. It did so during the first Bush Administration, during the
Clinton Administration, during the second Bush Administration
and in its Supreme Court brief in the Mensing case earlier in this
Administration.

And finally, FDA’s proposal conflicts with the Supreme Court’s
recognition in both Mensing and in Bartlett that it is this Congress’
statute, not merely FDA’s regulations, that bars generics from
using different warnings on their products. As the Court put the
point very clearly in Bartlett, “Congress’ decision to regulate the
manufacture and sale of generic drugs in a way that reduces their
cost to patients but leaves generic drug manufacturers incapable of
modifying their warnings.” In other words, Hatch-Waxman rep-
resents, as the Court said, "Congress’ decision,” not the FDA’s.

I firmly believe that Hatch-Waxman’s sameness requirement is
supported by sound public policy and that FDA’s rulemaking pro-
posal threatens to harm the public health, but those issues are be-
yond the scope of my testimony today.

I also understand that the Court’s recent decisions in this area
are controversial, but as the Court recognized in Mensing and
Bartlett, FDA has no power to adopt this proposal until this Con-
gress changes Hatch-Waxman’s core principle, the sameness re-
quirement that has made that law one of the most successful pieces
of legislation ever passed.

I have one minute left and I do want to highlight one thing and
it was I think a very telling and very important exchange between
Dr. Christensen on the one hand and Dr. Woodcock on the other.
Dr. Christensen asked Dr. Woodcock about the origins of FDA’s
CBE proposal, and as she made clear, that proposal originated as
an exercise in the FDA’s view of enforcement discretion, meaning
that the agency would not enforce the law as Congress wrote it.
She then said, however, over time, FDA has changed its mind and
now they interpret that to flow from the statute itself as opposed
to the agency’s disregard for the statute.

Let me translate that answer so that there is no mistaking what
it was. FDA has ignored the law so long that the law has changed.
That is a fundamental reordering of our Democratic process and a
direct threat to the separation of powers. And I want to thank
Chairman Pitts for holding this hearing so that we can explore
those very important issues about the nature of our constitutional
republic.

[The prepared statement of Mr. Shumsky follows:]
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Hon. Joe Pitts

Chairman, Subcommittee on Health
Committee on Energy and Commerce
2125 Rayburn House Office Building
Washington, DC 20515
(202) 225-2927
(202) 225-1919 (facsimile)

Re:  Examining Concerns Regarding FDA’s Proposed Changes to Generic Drug
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Respectfully submitted,

Michael D. Shumsky, Esq.
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Prepared Remarks of
Michael D. Shumsky and Jay P. Lefkowitz, P.C.

Chairman Pitts, Ranking Member Pallone, and Members of the Subcommittee:

Thank you for inviting us to testify in connection with this hearing.

Over the past thirty years, the Hatch-Waxman Act has generated literally
trillions of dollars in cost savings. That success stems from a simple, but brilliant,
insight: Because two drugs with the same chemical and biological properties will
have the same safety profile, FDA can safely approve generic copies of an already
approved drug without requiring new clinical trials. And precisely because two
drug products with the same chemical and biological properties will have the same
safety profile, the statute naturally requires that generic drug labeling be “the same
as the labeling approved for the” product’s brand-name equivalent (or “RLD”). 21
U.S.C. § 355()X(2)(A)(v) (emphasis added); see also id. § 355(j)(4XG). In a word,
sameness is the statute’s core principle and the driving force of its success.

FDA now wants to permit generic drug warnings that are “inconsistent with the
labeling for the RLD.” FDA, Proposed Rule: Supplemental Applications
Proposing Labeling Changes for Approved Drugs and Biological Products, 78

Fed. Reg. 67985, 67986 (Nov. 13, 2013) (emphasis added). The Agency has no
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power to do so. In our system of separated powers, the Executive Branch and
Judiciary are bound by the laws Congress passes. Indeed, as the Supreme Court
explained the same year Congress passed Hatch-Waxman, “If the intent of
Congress is clear, that is the end of the matter; for the court, as well as the agency,
must give effect to the unambiguously expressed intent of Congress.” Chevron
USA, Inc. v. Natural Res. Def. Council, Inc., 467 U.S. 837, 842-43 (1984).

By this standard, FDA’s proposal is indefensible. It pays no heed to Hatch-
Waxman’s plain text, which explicitly requires generic labeling to be “the same as
the labeling” FDA previously “approved for the” generic drug’s brand-name
equivalent, and indeed bars FDA from approving a generic drug if its labeling is
not “the same as” the approved labeling for the brand-name drug. 21 U.S.C.
§8 355(DUANY) & 355()(4)O)-

The proposal also ignores FDA’s own record on this issue. Indeed, FDA has
recognized during every Administration in recent memory that generic labeling
must be the same as the FDA-approved branded labeling. It did so during the first
Bush Administration, Final Rule: Abbreviated New Drug Regulations, 57 Fed.

Reg. 17950 (April 28, 1992); during the Clinton Administration, Proposed Rule:
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Requirements on Content and Format of Labeling for Human Prescription Drugs
and Biologics; Requirements for Prescription Drug Product Labels, 65 Fed. Reg.
81082 (Dec. 22, 2000); during the second Bush Administration, Final Rule:
Requirements on Content and Format of Labeling for Human Prescription Drug
and Biological Products, 71 Fed. Reg. 3922 (Jan. 24, 2006); and even earlier in
this Administration, Br. for the United States as Amicus Curiae, PLIVA, Inc. v.
Mensing, 131 S.Ct. 2567 (filed Mar. 2, 2011).

FDA’s rulemaking proposal defies what Representative Waxman himself has
said about this issue. In his words, “it is clear that a generic and a brand-name
label must be the same and that a generic firm cannot unilaterally change its label.
To permit individual generic drug labels to differ significantly from their brand-
name counterparts—oparticularly with respect to safety information—would thwart
the ‘sameness’ goal reflected in the Hatch-Waxman Amendments.” Br. of Rep.
Henry A. Waxman as Amicus Curiae, PLIVA, Inc. v. Mensing, 131 S. Ct. 2576, at
14 (filed Mar. 2, 2011) (emphasis added).

And FDA'’s proposal conflicts with the Supreme Court’s recognition that the

statute itself—not merely the FDA regulations—bars generics from presenting
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different warnings. As the Court explained in Bartlett, Hatch-Waxman embodies
“Congress’ decision to regulate the manufacture and sale of generic drugs in a way
that reduces their cost to patients but leaves generic drug manufacturers incapable
of modifying either the drugs’ compositions or their warnings.” Mutual Pharm.
Co. v. Bartlett, 133 S. Ct 2466, 2480 (2013) (emphasis added).

We firmly believe that Hatch-Waxman’s sameness requirement is supported by
sound public policy and that FDA’s rulemaking proposal threatens to harm to the
public health, though those issues are beyond the scope of our testimony today.
We also understand that the Supreme Court’s recent decisions in this area are
controversial. But as the Court recognized in both Mensing and Bartlett, it is up to

this body—not FDA—to change the law if it believes change is warranted.

Respectfully submitted,

Michael D. Shumsky, Esq.
Jay P. Lefkowitz, P.C.
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Mr. PrrTs. The chair thanks the gentleman and recognizes the
gentleman, Mr. Neas, 5 minutes for an opening statement.

STATEMENT OF RALPH G. NEAS

Mr. NEAS. Good afternoon, Chairman Pitts, Ranking Member
Pallone, and members of the subcommittee. Thank you for inviting
me to testify on the FDA’s proposed changes to generic drug label-
ing. I am Ralph G. Neas, President and CEO of the Generic Phar-
maceutical Association.

This year we commemorate the 30th anniversary of the Hatch-
Waxman Act, which by any measure has been one of our most ef-
fective laws ever passed. This remarkable law initially projected to
save maybe a few million dollars a year has saved the U.S.
healthcare system more than $1.2 trillion over the past decade,
$217 billion in 2012 alone.

The quality and affordability of generic medicines is vital to pub-
lic health and the sustainability of the healthcare system. The very
heart and soul of the Hatch-Waxman Act is the sameness principle
under which generic manufacturers must prove to the FDA that
their version of a drug contains the same active ingredient as the
brand product, is identical in strength, dosage form, and route of
administration, and importantly for today’s discussion, has the
same labeling. These requirements give consumers, doctors, and
pharmacists confidence in the safety and effectiveness of generic
medicines.

The top priority for generic manufacturers is assuring patient
safety for the hundreds of millions of people who rely on our prod-
ucts to live healthier and longer lives. The company’s proactively
participate with FDA to ensure the timeliness, accuracy, and com-
pleteness of drug safety labeling in accordance with all current reg-
ulations. These manufacturers report all serious and unexpected
adverse events to the FDA within 15 days. All others report it
quarterly or annually. The generic industry takes these responsibil-
ities seriously.

Unfortunately, the FDA’s proposed rule would substantially un-
dermine the enormously successful Hatch-Waxman Act and put
both patient safety and healthcare savings at risk by directing ge-
neric manufacturers to make unilateral labeling changes without
prior FDA approval. The rule creates a system whereby multiple
different labels, including different warnings, can simultaneously
exist in the marketplace for the same drug with the same active
ingredient.

Generic manufacturers only have access to the scientific and
medical evidence for their individual products representing a frac-
tion of the total market. They do not have access to the clinical
trial data and other proprietary information of the brand manufac-
turer or current information and data from other generic manufac-
turers. Only the FDA has access to all the data and information.
A generic manufacturer that unilaterally changes its label there-
fore does so with incomplete information.

It is difficult to overstate the negative implications of the pro-
posed rule on patient safety and on consumer access to affordable
medicines. Allowing for multiple different drug labels in the market
for the same product would upend 30 years of law and regulation
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and create substantial confusion for everyone in the healthcare sys-
tem. Uniform safety information provides certainty for patients and
providers that they can rely on consistent information and inform
their decisions in medical conversations.

Identical labels also underscore the critical point that once ge-
neric medicines are approved by the FDA, they are proven scientif-
ically equal to the brand medicine in terms of safety, efficacy, and
quality. The risk of over-warning and the flood of unnecessary la-
beling changes is substantial. Multiple versions of critical safety in-
formation would inaccurately imply therapeutic differences be-
tween the generic drug and brand drug that do not exist. The exag-
geration of risk and inclusion of unsubstantiated warnings will
cause provider confusion and discourage the use of beneficial treat-
ments.

In addition to seriously jeopardizing patient safety, the proposed
rule would also burden consumers, businesses, and state and fed-
eral governments with billions of dollars in increased prescription
drug costs. A recent economic analysis found that the proposed rule
would conservatively add $4 billion annually to the Nation’s al-
ready high healthcare cost, including $1.5 billion in Medicare and
other government programs.

It should be no surprise that 19 organizations representing those
populations that most rely on access to affordable generic drugs
and representatives from virtually every sector of the pharma-
ceutical supply chain, most importantly pharmacists and pharmacy
organizations representing more than 100,000 pharmacists and
45,000 pharmacies, have submitted letters to the FDA raising their
significant concerns that the proposed rule could jeopardize patient
access and patient safety.

Unfortunately, neither the FDA nor the Office of Management
and Budget conducted a robust cost-benefit analysis as OMB is re-
quired to do to examine the economic implications of this rule in
increased healthcare costs.

I am here today with a simple message. We can do better. GPhA
fully supports a streamlined, efficient, and transparent process for
timely submission in updating their safety information for generic
drugs for healthcare providers and the public. A key element of any
new system must include timely FDA review of all available clin-
ical data and safety signals, including the nonpublic data of the
NDA holder.

Underlying this process should be one bedrock principle: Generic
drug labels must be FDA-approved; it must be based on scientific
evidence. Such a system would advance our shared goals of pro-
tecting the public health and improving patient safety. Congress
should ensure that the FDA has sufficient resources to do so. We
would welcome the opportunity to work with others in the
healthcare system in a multi-stakeholder collaboration on this mat-
ter. The FDA should hear from patient advocates, pharmacists,
physicians, payers, not just trial lawyers, and others in the supply
chain who could offer expertise, experience, and perspective.

The sustainability of our healthcare system depends on the con-
tinued access to affordable generic medicines. We will work hard
to make sure that any changes to labeling rules and regulations
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protect patient safety, align with federal law, and do not hinder pa-
tient access to more affordable generic medicines.

Thank you, Mr. Chairman.

[The prepared statement of Mr. Neas follows:]
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Good morning Chairman Pitts, Ranking Member Pallone, and Members of
Subcommittee. Thank you for inviting me to testify before the Subcommittee on the

FDA’s proposed changes to generic drug labeling.

| am Ralph G. Neas, President and CEO of the Generic Pharmaceutical Association
(GPhA). GPhA represents the manufacturers and distributors of finished generic
pharmaceuticals, manufacturers and distributors of bulk pharmaceutical chemicals, and

suppliers of other goods and services to the generic industry.

Introduction

This year, we commemorate the 30th anniversary of the Hatch-Waxman Act, the
bipartisan compromised signed into law by President Ronald Reagan on
September 24, 1984. By any measure — and by every measure -- Hatch-Waxman

is one of our nation’s most effective laws.

The law struck a delicate balance between fostering competition and rewarding
innovation and very quickly produced results. During the 22 years preceding
Hatch-Waxman, only 15 generics had been formally approved by the FDA. But
within one year after Hatch-Waxman became law, more than one thousand

generic applications were submitted to the FDA.
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Patients soon began reaping the benefits of the new law as hundreds of FDA-
approved safe, effective and lower cost versions of prescription drugs made their

way to pharmacies, health care centers, hospitals, and long-term care facilities.

Insurers and other third-party payers, including federal and state governments,
also became beneficiaries of Hatch-Waxman, as the savings generated by

generic medicines began adding up.

This remarkable law, initially projected to save maybe a few million dollars a year has
saved U.S. consumers, patients and the health care system more than $1.2 trillion over
the past decade — $217 billion in 2012 alone — which equates to $4 billion in savings
every week. Generic pharmaceuticals fill 84 percent of the prescriptions dispensed in

the U.S. but consume just 27 percent of the total drug spending.

The quality and affordability of generic medicines is vital to public health and the
sustainability of the health care system, and the top priority for GPhA and generic

manufacturers is protecting patient safety and assuring access to affordable medicines.

Generic drug companies proactively participate with the FDA in ensuring the
timeliness, accuracy, and completeness of drug safety labeling in accordance
with all current regulatory requirements. Most recently, the generic industry has
demonstrated its commitment to patient safety through its support of the historic

Generic Drug User Fee Act and last year's Drug Quality and Security Act.
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Through both of these laws, which this Committee crafted on a bipartisan basis,
the generic industry has demonstrated its commitment o assuring the quality of
the prescription drug supply and promoting the public health, while also assuring
patient access to affordable medicines. GPhA and our member companies are
committed to assuring patient safety for the hundreds of millions of people who

rely on our products to live healthier and longer lives.

Unfortunately, the FDA's recently proposed rule on prescription drug labeling
would have the opposite effect. It would completely undermine the enormously
successful Hatch-Waxman Act, and put both patient safety and health care

savings at risk.

Disappointingly, the FDA'’s proposal as drafted would create substantial
confusion for pharmacists, doctors, nurses, patients and others in the health care
system by allowing for multiple, different drug labels in the market for the very
same product, upending 30 years of law and regulation. This would not only
jeopardize patient safety, but as a recent economic study has shown, would also
create billions of dollars in annual increased costs for consumers, taxpayers,
large and small businesses, and state and federal governments. The rule would
decrease patient access, impede healthcare decisions and delivery, and make

fewer generic drugs available.
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All of this is antithetical to the basic purposes of Hatch-Waxman and would

jeopardize its continued viability.

Hatch-Waxman Act and Sameness

The Hatch-Waxman Act permitted generic drug manufacturers to rely on findings
of safety and efficacy for a brand drug as support for approval of the generic drug
application, provided the proposed generic product was the “same as” the
reference product upon which it is based. In order to ensure that generic drug
manufacturers could enter the market to produce drugs less expensively, and not
subject patients to unnecessary testing, Congress expressly exempted them
from the expensive, time-consuming, and ultimately repetitive clinical testing and
trials that already had been performed on the innovator drug. In turn, the brand-
name drug industry was awarded additional product protection in the form of

market exclusivity, patent term extensions, and patent protections.

Under this “sameness’ requirement, generic pharmaceutical manufacturers must
prove to the FDA that their version of a drug provides the same safety and
efficacy as the brand product; contains the same active ingredient; is identical in
strength, dosage form, and route of administration; and, importantly for today’s
discussion, has the same labeling. Doctors, patients, and pharmacists can all

have confidence in the safety and effectiveness of generic medicines.
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Under the statute and regulations governing Abbreviated New Drug Application
(ANDA) submission and approval, a generic drug product is required to maintain
the same labeling as the Reference Listed Drug (RLD) after ANDA approval, with
limited exceptions. As has been the case since the passage of the Hatch-
Waxman Act, only the innovator company, and not a generic drug manufacturer,

can add to or strengthen a warning without first obtaining FDA’s approval.

Likewise, FDA can initiate labeling changes, including addition of warnings, if the
Agency determines they are warranted on the basis of new information received
after NDA approval. If the innovator company has received approval for a change
in labeling, the Office of Generic Drugs (OGD) allows the generic manufacturer to
revise its label to comply with the exact change approved for the innovator. The
FDA's regulations implementing the Hatch-Waxman Act correctly explained that
consistency between labeling of the brand and generic drug not only is required

by the statute, but also is essential to avoid confusion in the marketplace.

In accordance with Hatch-Waxman, FDA has long maintained the position that
labeling changes cannot be made unilaterally by a generic manufacturer. in fact,
FDA had affirmed this requirement as recently as July 2013 in a guidance related
to brand drug labeling changes ("Guidance for Industry” Safety Labeling
Changes - Section 505(0)(4) of the FD&C Act’).
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Recently, the Supreme Court decisions PLIVA, Inc. v. Mensing and Mutual
Pharm. Co., Inc. v. Bartlett acknowledged the clarity and unambiguity of the
statutory language that requires a generic drug’s label to be the same as that of
its RLD and that prevents generic drug manufacturers from changing their
labeling to include additional or strengthened warnings. The decision in PLIVA v.
Mensing outlined the Court's understanding that the Federal Food Drug and
Cosmetic Act (FFDCA) requires “the warning labels of a brand-name drug and its
generic copy must always be the same — thus, generic drug manufacturers have

an ongoing federal duty of sameness.”

FDA’s Proposed Rule

On November 13, 2013, the FDA issued a proposed rule regarding Supplemental
Applications Proposing Labeling Changes for Approved Drugs and Biological
Products. FDA made it clear that it intends to establish “parity” between ANDA
and New Drug Application (NDA) sponsors by requiring ANDA sponsors to
submit Changes Being Effected supplements (CBE-0) to modify their labeling
when they receive or otherwise obtain new safety-related information. The
labeling changes are expected even though they will result in the generic drug

labeling differing from the RLD labeling.

it is difficult to overstate the negative implications of the Proposed Rule on the
generic pharmaceutical industry and on patient safety. The Proposed Rule

creates a regulatory framework whereby multiple, different labels, including
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different warnings, can simultaneously exist in the marketplace for the same drug
with the same active ingredient. GPhA and our member companies are strongly
concerned that the FDA's proposed rule strikes at the very heart of the

“sameness principle” that is fundamental to the Hatch-Waxman Act.

Generic manufacturers only have access to the scientific and medical evidence for their
individual products, representing a fraction of the total market. They do not readily have
access to the clinical trial data and evidence of the brand manufacturer or current
information and data from other generic manufacturers; only the FDA has access to all
data and information, as that information is proprietary. A generic manufacturer that
unilaterally changes its label therefore does so with limited, incomplete information.
Such a labeling change may actually do more harm than good since it would disregard
years of the brand company’s scientific and medical history on the product. Since the
FDA is the only entity that has access to all the information and has the expertise to
evaluate and address this information, it is the only body in a position to decide whether

a labeling change is warranted.

Adverse Event Reporting

After approval, generic manufacturers still have extensive obligations under
federal law to ensure that their products are safe and properly manufactured.
Generic manufacturers develop written procedures to closely monitor their
products and for reporting of adverse events. All adverse events must be

reported to the FDA. Serious and unexpected events are reported within 15 days,
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and all others are reported quarterly or annually. Generic manufacturers also
must submit annual reports that address safety and effectiveness issues for their
products. The generic industry takes these pharmacovigilance requirements very
seriously and is committed to assuring that FDA receives all adverse event

information in a timely manner.

In its rulemaking, the Agency states that the recent Mensing decision alters the
incentives for generic manufacturers to comply with these requirements for robust
postmarketing surveillance, adverse event reporting, and ensuring the accuracy of
product labeling. This is simply untrue. A generic manufacturer has exactly the same
reporting and surveillance obligations now as it did prior to the Supreme Court decision.
Moreover, there is no evidence that generic drug manufacturers do not comply with their
existing post-marketing obligations or that they do not compile and submit the periodic

reports.

Some proponents of the rule change have argued that since the marketplace has
changed since the passage of Hatch-Waxman and generics now make up a
majority of all prescription drugs dispensed in the U.S., a generic manufacturer
will now somehow have more complete information about the complete adverse
event profile for a single product. This reasoning is severely flawed. Grouping the
total market share of all generic drug manufacturers for a particular drug ignores
the reality of the marketplace. While one generic drug manufacturer may have a

larger share of the market than another generic drug manufacturer, no
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manufacturer has ready access to all the adverse event data; and therefore,

cannot make a totally informed decision.

Provider Confusion ;

Uniform safety information provides certainty for patients, doctors, pharmacists and
nurses and assures all healthcare practitioners that they can rely on consistent
information to inform their decisions and patient conversations. Identical labels
underscore a critical point — once generic medicines pass through extensive FDA
review, they are proven scientifically equal to the brand medicine in terms of safety,

efficacy and quality.

By creating a framework under which one drug could have multiple different warning
labels, the proposed rule would compromise patient safety. GPhA is very concerned
that muitiple versions of critical safety information would lead to unnecessary confusion
and uncertainty for prescribers and other healthcare professionals, with harmful
consequences for patients. A unilateral change by one generic manufacturer to the
warnings section of its label could inaccurately imply therapeutic differences between
the generic drug and the brand drug that do not exist, and therefore could be misleading
to healthcare professionals and consumers. The danger of negative effects for patients,

including a reduction in adherence to their doctor's prescribed regime, is very real.

Requiring generic manufacturers to make unilateral changes, based on incomplete

information, will lead to a flood of unnecessary labeling changes. The exaggeration of
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risk and inclusion of unsubstantiated warnings will cause provider confusion and

discourage the use of beneficial treatments.

Economic Impact

Flooding the marketplace with multiple versions of labels for the same medicines
would not only seriously jeopardize patient safety, but also would burden
consumers, taxpayers, large and small businesses, and state and federal
governments with billions of dollars in increased costs for generic medicines. A
recent analysis by economic consulting firm Matrix Global Advisors found that the
proposed prescription drug labeling rule would add $4 billion dollars annually to
the nation’s already high health care costs. Of the projected increase in health
care costs, the analysis estimates that Medicare and other government programs
will incur $1.5 billion in annual new spending, while private insurers and patients

will pay $2.5 billion per year.

The proposed rule would expose generic drug manufacturers to substantial new
tort liability costs, which in turn would require them to adjust prices to stay in
business, withdraw products, or decline to launch new affordable versions of
brand medicines. Increased liability would also accrue to pharmacists, physicians
and other participants in the health care system, beyond the substantial

confusion for all stakeholders, impeding health care decisions and delivery.
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The result would be fewer generic drugs coming to market and manufacturers
withdrawing from certain high-risk markets, leading to drug shortages, the
underutilization of affordable generics medicines, and ultimately increased

prescription drug spending.

Unfortunately, neither the FDA nor the Office of Management and Budget (OMB)
conducted a robust cost-benefit analysis — as OMB is required to do — fo
examine any of these potential pitfalis and increased costs. The FDA overlooked
the proposed rule’s very real financial impact on the affordability and availability

of generic medications for patients and all stakeholders in the drug supply chain.

Public Health

Since the passage of the Hatch-Waxman Act, generic manufacturers have
fulfilled important pharmacovigilance responsibilities to protect the patients they
serve. GPhA fully supports a streamlined, efficient, and transparent process for
timely submission and updating of safety information regarding pharmaceutical
products for health care practitioners and the general public. We would support a
process in which generic firms would actively assist FDA in its determination that
a change to labeling is warranted based upon new safety information and in an
efficient and prompt review of proposed changes by FDA. A key element of any
new system must include timely FDA review of all available clinical data and

safety signals, including the proprietary, non-public data of the NDA holder.

12
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Such a system would advance our shared goals of protecting the public health

and improving patient safety.

Many proponents of the rule change cite a desire to address the federal
preemption of state failure-to-warn claims against generic manufacturers affirmed
by Mensing. In our view, as a federal public health agency, the FDA should focus

on assuring patient safety, and not on state tort liability claims.

Conclusion

The sustainability of our health care system, indeed our national economy,
depends on the continued access to safe, effective, more affordable generic
medicines in a timely manner as envisioned under Hatch-Waxman. Patients and
healthcare practitioners must continue to have access to consistent, transparent
information in order to best inform treatment decisions. The FDA’s rule as

presently drafted would severely undermine all of these goals.

While GPhA strongly opposes the FDA's Proposed Rule on Labeling, we would
welcome the opportunity to work with others in the health care system, in a multi-
stakeholder collaboration, to assist the FDA in strengthening the current labeling
regulations. Inclusiveness has to be the operating principle. The FDA should hear from
pharmacists, physicians, patient advocates, payors, and others in the pharmaceutical

supply chain who could offer expertise, experience, and perspective.
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The generic pharmaceutical industry will continue to work with the Congress,
FDA, and other stakeholders to make sure that any changes to labeling rules and
regulations protect patient safety, align with federal laws, and do not hinder

patient access to more affordable generic medicines.

Thank you, Mr. Chairman, and | would be happy to answer any guestions you

may have.
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SUMMARY OF TESTIMONY OF RALPH G. NEAS, PRESIDENT AND CEO OF
THE GENERIC PHARMACEUTICAL ASSOCIATION
BEFORE THE ENERGY AND COMMERCE SUBCOMMITTEE ON HEALTH
U.S. HOUSE OF REPRESENTATIVES — APRIL 1, 2014
“EXAMINING CONCERNS REGARDING FDA’S PROPOSED CHANGES TO GENERIC DRUG LABELING”

GPhA is the nation’s leading trade association for the generic drug industry. Generic pharmaceuticals fill 84 percent
of the prescriptions dispensed in the U.S. but consume just 27 percent of the total drug spending, and the use of
generic drugs has saved U.S. consumers and the health care system $1.2 trillion over the past decade.

Patient Safety: The top priority for generic manufacturers is protecting patient safety and assuring access to
affordable medicines. Generic drugmakers proactively participate with FDA to ensure the timeliness, accuracy, and
completeness of drug safety labeling in accordance with all current regulatory requirements. We are committed to
assuring patient safety for the hundreds of millions of people who rely on our products.

Hatch-Waxman Act of 1984: The Act has been enormously successful. Under its “sameness” requirement, generic
manufacturers must prove to FDA that a generic provides the same safety and efficacy as the brand; contains the
same active ingredient; is identical in strength, dosage form, and route of administration; and has the same labeling.
These requirements give patients and providers confidence in the safety and effectiveness of generic medicines.

Adverse Event Reporting: Generic manufacturers have extensive post-approval obligations to ensure that products
are safe and properly manufactured. All serious and unexpected adverse events are reported within 15 days, and all
others are reported quarterly or annually, in addition to annual reports on the safety and effectiveness of products.

FDA'’s Proposed Rule: GPhA is strongly concerned that the FDA’s proposed rule strikes at the very heart of the
“sameness principle” that is fundamental to the Hatch-Waxman Act. It creates a regulatory framework whereby
multiple, different labels, including different warnings, can simultaneously exist in for the same drug with the same
active ingredient. Generic manufacturers, who only have access to the data for their individual products and do not
have access to the brand chinical trial data, should not make unilateral label changes. The FDA, the only entity with
access to all the information, should make these labeling decisions.

Provider Confusion; Uniform safety information provides certainty for patients, doctors, pharmacists and nurses
and assures that they can rely on consistent information to inform their decisions. The proposed rule would create
substantial confusion for providers by allowing for multiple, different drug labels for the same product

Public Health: A unilateral change by one generic manufacturer to a product’s label would inaccurately imply
therapeutic differences between the generic and brand drug that do not exist. The exaggeration of risk and inclusion
of unsubstantiated warnings will cause confusion for providers and consumers and discourage the use of treatments.

Economic Impact: The rule would not only jeopardize patient safety, but as a recent economic study has shown,
would also create billions of dollars in annual increased costs for consumers, taxpayers, businesses, and state and
federal governments: $4 billion annually. The rule would decrease patient access, impede health care decisions and
delivery, make fewer generic drugs available, and lead to shortages of critical generic drugs.

Conclusion: GPhA fully supports a streamlined, efficient, and transparent process for timely submission and
updating of safety information for generic drugs for health care practitioners and the public. We would support a
process in which generic firms would actively assist FDA in its determination that a change to labeling is warranted
based upon new safety information and in an efficient and prompt review of proposed changes by FDA. A key
element of any new system must include timely FDA review of all available clinical data and safety signals,
including the proprietary, non-public data of the NDA holder. Generic manufacturers should not make labeling
changes unilaterally. We would welcome the opportunity to work with others in the health care system, in a multi-
stakeholder collaboration, to assist the FDA in strengthening the current labeling regulations.
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Mr. PrrTs. The chair thanks the gentleman and now recognizes
Ms. Zieve 5 minutes for an opening statement.

STATEMENT OF ALLISON M. ZIEVE

Ms. ZIEVE. Thank you, Mr. Chairman.

I am general counsel of Public Citizen and director of Public Cit-
izen Litigation Group. Our office submitted the citizen petition that
the FDA granted in part by issuing the proposed rule that we are
discussing today.

Since 1984, despite considerable changes in the market, FDA
regulation of generic labeling has remained substantially un-
changed. Since 1985, at the request of Pharma and other specific
brand name manufacturers, the FDA has allowed the brands to
make safety-related labeling changes without prior approval. The
concerns that motivated the FDA to adopt these changes being af-
fected or CBE option 30 years ago—the need to promptly inform
patients and physicians and the interest and efficiency and re-
source management—apply equally today.

FDA continues to lack the resources to be the primary instigator
of post-approval labeling changes and cannot timely pre-approve
every safety update. Therefore, today, with generics comprising
such a large percentage of all prescriptions filled, to fulfill the goal
of timely labeling updates to physicians and patients, the CBE
process must be available to generic manufacturers as well.

The majority of labeling changes are initiated by manufacturers,
not by the FDA, and based on publicly available adverse event re-
ports and medical literature. The brand name manufacturer drops
to a small percentage of the market very quickly after generics
enter the market and often stop selling the drug altogether. More
than 400 unique drugs fall into this category. In these instances,
if generic manufacturers are not actively monitoring and proposing
safety updates, no manufacturer is doing so at all. But at the same
time, it 1s undisputed that critical safety information may come to
light after entry of the generic onto the market and after exit of
the brand-name product.

The concern that the proposal will result in confusing or incon-
sistent labeling is unwarranted, I think, based on unfounded worst-
case scenarios and belied by current practice. For the past 30 years
brand labeling has been different from generic for months, or as
Dr. Woodcock testified, up to a year even in some cases after the
brand updates the labeling. We have seen no evidence of confusion.

And despite this sameness concern of Hatch-Waxman, variations
of labeling are built into current regulations and have been for 30
years such as the listing of different formulations or a different in-
dication. Sameness has never been a literal requirement of the law.

Yet again, physicians and pharmacists have not complained of
confusion. In fact, the National Physicians Alliance submitted a
comment to the FDA 2 weeks ago saying that confusion is not their
concern. Their concern is updated safety information.

Finally, the manufacturers have argued, and I think this is the
real objection, that the proposed rule, if finalized, will expose them
to liability for failure to warn. They argue that the proposed rule
will increase the cost of generic drugs and insurers may refuse to
insure them and that some manufacturers may even decline to
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enter the market. But both recent history and current reality prove
these theories wrong. Until 2011, generic drug manufacturers faced
the same liability risk that they would under the revised rule be-
cause until the Court’s decision in Pliva v. Mensing, generic compa-
nies could be and sometimes were sued for failure to warn and
many cases were resolved favorably to the patient. Even today,
some lawsuits, although far fewer, are brought in cases where the
generic has failed to make a required update. So the proposal
would not create a new cost but one borne and managed very well
by the industry until just 30 years ago and still borne fully today
by brand name manufacturers.

It is important to keep in mind—I think this has gotten lost
today—that lawsuits for failure to warn, when meritorious, occur
because a patient suffered injury due to the lack of an adequate
warning. Thus, the many lawsuits about metoclopramide, for exam-
ple, people took a drug for reflux and developed the neurological
disease tardive dyskinesia, which is often permanent. Adverse
event reports and studies documented this problem for years but
the brand name company did not revise the labeling and the
generics said nothing.

Of course, the manufacturer is not responsible every time a pa-
tient is injured but sometimes the manufacturers, including generic
manufacturers, turn a blind eye and the current system allows the
generic manufacturers to do this. The result is more injury and
more cost because immunizing a company from liability does not
make the patient’s costs go away. They are carried by the patients,
the health insurance, and taxpayers. For this reason, by giving ge-
neric manufacturers the tools and incentives to update safety label-
ing, the proposed rule will be to a cost savings, savings in medical
care for the patients who will not be injured because they and their
physicians are armed with updated information about safety risks.

Thank you.

[The prepared statement of Ms. Zieve follows:]
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Mr. Chairman and Members of the Committee, thank you for inviting me to share with
you my views on the Food and Drug Administration’s proposed rule addressing supplemental
applications proposing labeling changes for approved drugs. | am Director of Public Citizen
Litigation Group and General Counsel of Public Citizen, and my work invoives both regulatory
matters such as FDA regulation and access to courts issues, such as federal preemption of
state-law claims. In August 2011, Public Citizen submitted to the FDA a citizen petition asking
the agency to authorize generic drug manufacturers to revise product labeling through the
procedures available to brand-name manufacturers. In November 2013, the FDA granted the
citizen petition in part by issuing the proposed rule.!

t am here to speak in strong support of the FDA’s proposal, which will bring post-market
regulation of generic drugs in line with the realities of the pharmaceutical market today and
help ensure that drug labeling provides adequate warnings to patients based on information
that comes to light after the drug is on the market. While the objections to the proposal focus
on liability, the purpose of the rule is to improve drug safety.

Since 1984, the prescription-drug market has transformed: Sales of generic drugs have
skyrocketed and now constitute the vast majority of all prescriptions filled. Yet despite
considerable changes in the market, FDA regulation of generic labeling has remained
substantially unchanged.

Until 1985, the FDA generally required prior approval for all labeling changes.Z Brand-
name manufacturers argued to the FDA that this requirement was unnecessary, took FDA
reviewers away from other important work, and caused costly delays. In response, the FDA
identified numerous types of changes that manufacturers could make without prior approval,
including “{cjhanges that add or strengthen a contraindication, warning, precaution, or
statement about an adverse reaction, drug abuse, dependence, or overdosage, or any other
instruction about dosage and administration that is intended to improve the safe use of the
product.”® These changes, the FDA said, “would help concentrate the agency’s limited
resources more on applications for marketing, and would also permit pharmaceutical
manufacturers to institute certain postmarketing changes sooner,”” thereby advancing safety.

The concerns that motivated the FDA to adopt the CBE option nearly 30 years ago—the
need to promptly inform physicians and patients, and the interest in efficiency and resource
management—apply equally here. As was true then, the agency lacks the resources to be the

! A copy of the citizen petition is available at http://www.citizen.org/documents/Citizen-Petition-8-26.pdf. This
testimony is based on the March 13, 2014, comments of Public Citizen in support of the proposed rule and
available at http://www.citizen.org/documents/Comments%200n%20NPRM%203-12-14.pdf.

* See 47 Fed. Reg. 46622, 46634 {1982).

®1d. at 46635.

*1d.
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primary instigator of post-approval labeling changes and cannot quickly pre-approve safety
updates to the labeling of every approved drug. And as was true then, safety information
often comes to light or is clarified after initial approval.

What is different now is that generic drugs comprise such a large percentage of all
prescriptions filled and such an overwhelming percentage of all prescriptions filled for off-
patent drugs. Therefore, today, to fulfill the goal of providing timely labeling updates to
physicians and patients, the CBE process must be available to generic, as well as to brand-
name, manufacturers. As generic market share increases, the brand-name manufacturer loses
incentive to devote resources to post-approval safety monitoring. Given that the FDA cannot
monitor all post-approval data by itself, drug safety is threatened when the regulatory and
common-law incentives designed to motivate manufacturer diligence weaken with shifting
control of market share.

Last summer, Public Citizen compiled a list of drugs for which black-box warnings—
reserved for the most serious warnings—were added after a generic equivalent entered the
market. Restricting our research to a five-year period, we identified 53 drugs for which a
black-box warning calling attention to serious or life-threatening risks was added after generic
market entry—and the list is likely incomplete. The data show that new safety issues of the
most serious type commonly arise after generics have entered the market, and they
underscore the public health imperative of maintaining an incentive for generic manufacturer
surveillance for safety.’ A 2013 article authored jointly by three FDA staff and two academics
confirms this result: “The most critical safety-related label changes, boxed warnings and
contraindications, occurred a median 10 and 13 years after drug approval (and the range
spanned from 2 to 63 years after approval), underscoring the importance of persistent and
vigilant postmarket drug safety surveillance.”®

This point is particularly important because brand-name manufacturers not only drop to a
small market share fairly quickly after introduction of a generic onto the market, but the
brand-name manufacturer often stops selling the drug altogether.” The FDA recently
estimated the number of generic drugs with unique active ingredients for which the brand-
name drug is no fonger marketed as approximately 420.8 And a 2012 study by the Generic
Pharmaceutical Association notes that, for 45 percent of generics sold, no branded product is

® public Citizen, Generic Drug Labeling: A report on serious warnings added to approved drugs and on generic drugs
marketed without a brand-name equivalent 7-10 {2013}, available at http://www citizen.org/documents/2138.pdf.
The report is also attached as an exhibit to this testimony,

® Jean Lester, et al., Evaluation of FDA safety-related drug label changes in 2010, 22 Pharmacoepidemiology and
Drug Safety 302, 304 (2013).

7 See Public Citizen, supra note 5, at 12-23.

® £DA, Supplemental Applications Proposing Labeling Changes for Approved Drugs and Biological Products,
Preliminary Regulatory impact Analysis at 9 {2013) (FDA Regulatory Impact Analysis).
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currently on the market.® In these instances, if generic manufacturers are not actively
monitoring and proposing safety updates, no manufacturer is doing so at all.

Our research and the medical literature confirm the findings of a 2010 FDA study that
“critical safety-related label changes” may occur many years after approval, after entry of the
generic onto the market, and after exit of the brand-name product.10

it is no answer to say that the FDA does postmarketing surveillance and can order labeling
changes. The premise of the postmarketing regulatory scheme is that the FDA does not and
cannot take primary responsibility for monitoring the thousands of drugs on the market. As
the Supreme Court put it, since the Food, Drug, and Cosmetic Act was enacted, “[i}t has
remained a central premise of federal drug regulation that the manufacturer bears
responsibility for its label at all times.”*! This point is borne out in practice: In 2010,
manufacturers “initiated 58% of safety-related label changes compared to 42% initiated by
the FDA.” Although the “FDA initiated most of the boxed warnings (84% versus 16%),”
manufacturers initiated 78% of the changes to the adverse reaction section.? By giving
generic manufacturers more responsibitity for labeling, the proposed rule encourages more
vigilance, both to monitor adverse events and medical literature to determine when labeling
updates are called for and aiso to monitor the FDA’s labeling webpage for approved {and
required) updates for the drug. importantly, FDA regulations have long required generic
manufacturers to do this monitoring {the same as brand-name companies).

Generic manufacturers are fully capable of initiating labeling changes. Mechanically, the
procedure already exists, as the CBE process is well-established, and generic manufacturers
already have in place procedures for revising labeling in response to FDA orders and revisions
by brand-name manufacturers. Practically, the FDA webpage will facilitate the process.
Realistically, many {although not all) generic manufacturers are large companies, including
some that also manufacture brand-name drugs and, therefore, have the resources and
familiarity with the process to make labeling changes promptly and accurately. For instance,
leading generics manufacturer Teva Pharmaceutical Industries “rank(s} among the 10 top
pharmaceutical companies in the world” and boasts a 20 percent share of the U.S. generics
market, according to the company’s website, while brand-name manufacturers Pfizer inc. and
Novartis Corp. have generics divisions that in 2010 ranked as the third and fifth leading
generics companies, respectively.’® In addition, adverse event reports are the most frequent

® Generic Pharm. Ass'n, Generic Drug Savings in the U.S. at 8 (4th ed. 2012},

%78 Fed. Reg. 67985, 67988 (2013} {proposed rule).

* Wyeth v. Levine, 555 U.S. 555 {2009).

b Lester, supra note 6, at 303.

 See Alaric Dearment, Countdown to 2011: A Big Year for Generics, Drug Store News, Nov, 14 2010, available at
http://www.drugstorenews.com/article/countdown-2011-big-year-generics.
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source of labeling changes.” These reports are publicly available through the FDA and
therefore available to all generic manufacturers.®

The concern that the proposed rule would result in confusing or inconsistent fabeling is
unwarranted. First, the FDA has structured the regulation to invite the brand-name
manufacturer to submit a revision upon receipt of the generic labeling revision, to allow
simultaneous review—with simultaneous approval or other response—of both the generic
manufacturer’s labeling revision and the corresponding brand-name manufacturer’s revision.'®
And the period in which labeling of the brand-name and other generic drugs would differ will be
no more than under current regulations (and perhaps less, because the proposed change would
specify a 30-day period for conforming changes' —whereas today, there is not a specified time
for conforming changes). This approach guards against labeling with varied warnings existing
beyond a short period, and, in this regard, the process is no different than under current
regulations. Second, there is no reason to think that, even where several different generic
manufacturers are selling the same drug product, the FDA will receive inconsistent labeling
revisions. Numerous different newly discovered safety risks are unfikely to come to light for a
single drug at the same time. We know this because where there are several distinct drugs
within a single class {for example, Prozac, Zoloft, and Paxil, members of a specific class of
antidepressants} sold by different brand-name manufacturers, we do not see the
manufacturers discovering a variety of new safety risks all at about the same time. if several
manufacturers submit changes at or near the same time, the changes are likely to address the
same risk. Third, for the years 2009-2010, brand-name manufacturers submitted an average of
182 safety-related CBE-O supplements per year, and approximately 11 per year for drugs also
sold in generic form.™ Although the number would increase under the FDA’s proposed rule, the
relatively small number of CBE-0 supplements in relation to the approximately 4,000 approved
drugs offers an additional reason why concern about a flood of inconsistent CBE-O submissions
is unwarranted. Fourth, in the unlikely event that several generic manufacturers submit
different CBE-O supplements at the same time and the FDA sees a risk of confusion, it can
promptly review and approve or disapprove each of them,' ask manufacturers of that drug not
to submit additional updates until the agency has considered those that are pending, or take
other appropriate steps to address the matter. The proposal should not be rejected, however,
based on hypothetical concerns that current reality suggests may never materialize.

“ Lester, supro note 11.

' See FDA, FDA Adverse Event Reporting System, at http://www.fda gov/Drugs/GuidanceComplianceRegulatory
Information/Surveillance/AdverseDrugEffects/default.htm

® 1d. at 67990.

7 78 Fed. Reg. at 67999 (proposed revision to § 314.70{c){8){iv)}.

B rpA Regulatory Impact Analysis, supra, at 7, 8,
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The argument that the FDA proposal is inconsistent with the Hatch-Waxman
Amendments’ “sameness” requirement is likewise unfounded. At least since 1985, when the
FDA adopted the regulation that alows brand-name manufacturers to revise labeling without
prior FDA approval, brand-name and generic labeling have had periods in which they differ,
because generic labeling is not updated for months after the brand-name revision. In addition
to these temporary differences, long-standing regulations allow for permanent variations—
such as the listing of different formulations, different allergy warnings, or omission of a
particular use. Thus, the FDA, manufacturers, and patient advocates have long accepted that
“sameness” is not to be taken literally, but functionally, as a way to implement Hatch-
Waxman's concern that generic and name-brand drugs be equivalent. Adopting an additional
exception that applies only temporarily as a means of expediting the provision of updated
safety information to physicians and patients is likewise consistent with the Hatch-Waxman
Amendments.

Another objection recently made to the FDA’s proposal is that, if allowed to make safety-
related revisions, manufacturers will over-warn. This objection is also unwarranted. Although
brand-name manufacturers have had the ability to make safety updates for more than 30
years, over-warning has not been a problem. As the FDA’s Associate Director for Policy,
Center for Drug Evaluation and Research {CDER), who has led CDER’s Office of Regulatory
Policy for more than 20 years," has stated: “We rarely find ourselves in situations where
sponsors want to disclose more risk information than we think is necessary. To the contrary,
we usually find ourselves dealing with situations where sponsors want to minimize the risk
information.”? Put simply, the FDA “has not experienced problems with sponsors’ use of CBE
supplements to over warn,”?!

Finally, although allowing generic manufacturers to use the CBE-O process would also
allow the manufacturers to be held accountable to patients for failure to warn, this
accountability does not pose the grave problems suggested by generic drug companies. The
companies have argued that the proposed rule, when finalized, will expose them to higher
insurance premiums to cover liability risk and that some companies may even go out of
business or decline to enter the market. Recent history proves this argument wrong.

For all but the last three years, generic drug manufacturers have faced liability risk
because, until the Supreme Court's PLIVA v. Mensing decision in June 2011, generic
companies could be and were sometimes sued for failure to warn of risks posed by their

' £DA, About FDA, Jane Axelrad, at http://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsand
Tobacco/CDER/ucm374540.htm
* FDA Career Staff Objected To Agency Preemption Policies, United States House Of Representatives, Committee
gn Oversight And Government Reform, Majority Staff Report 3 (Oct. 2008) (hereafter FDA Career Staff).

id.
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products. No court of appeals had accepted the argument that generic drug manufacturers
could not be held accountable for failure to warn. Thus, the proposed rule would not create a
new cost, but one borne and managed well by the industry consistently until June 2011—and
still borne by brand-name manufacturers today.”

Further, as the cost per prescription did not drop after the Supreme Court’s decision in
2011, there is no basis for assuming that the cost per prescription will rise in light of the new
rule. And the recent industry prediction that insurers might refuse to insure generic drug
companies against liability risk is flatly contradicted both by the fact that the companies
presumably carried such insurance through June 2011 and the fact that brand-name
companies continue to face liability risk, and also to obtain insurance, today.

Moreover, the generic manufacturers are wrong to assume that they will incur large
liability costs if the proposal is finalized. Rather, with greater ability to make prompt safety
updates, the proposed rule should help avoid liability, as compared to the circumstances prior
to June 2011 (a period during which the industry grew exponentizally), because the rule will
help prevent injuries from occurring in the first place.

It is important to keep in mind that lawsuits for failure to warn, when meritorious, occur
because a patient suffered injury due to the lack of an adequate warning. For example, the
FDA approved the acne medicine Accutane in 1982 and approved the generic form in 2002.
The drug has a history of causing significant injury requiring labeling revisions—including
warnings about birth defects and mental health risks. Despite reports that the drug can cause
inflammatory bowel disease, the brand-name company did not add a warning to the labeling.
Finally, in 2009, the FDA ordered that an inflammatory bowel disease warning be added to
the label. In the meantime, many patients, often teenagers, developed inflammatory bowel
disease, requiring surgeries and altering their lives forever, Because only the brand-name
drug could effect labeling changes, none of the many patients who received the generic form
can seek compensation from the manufacturers for the thousands of dollars of medical
expenses they incurred because of the inadequate warnings. And today, this drug is available
in generic-form only is available in generic-form only.?

Of course, the manufacturer is not responsible every time that a patient is injured.
Sometimes, the patient should not prevail in court. But sometimes, as in the case of
Accutane, the manufacturers, including generic manufacturers, had the information but

2 see World Health Organization, Trade, foreign policy, diplomacy and health: Pharmaceutical Industry {2014), at
http://www.who.int/trade/glossary/story073/en/ {10 largest drug companies have profit margins of about 30%);
see also id. {“Companies currently spend one-third of all sales revenue on marketing their products—roughly twice
what they spend on research and development.”).

# public Citizen, suprg note 5, at 11,
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turned a blind eye. The current system allows generic manufacturers to do that. The result is
more injury and more costs—because immunizing the companies from liability does not make
the injured patients’ costs go away. The medical expenses and lost wages from lost work time
still exist; they are carried by the patients, health insurers, and taxpavers, through Medicare
or Medicaid. Because the proposed rule will give generic manufacturers the tools and
incentive to update safety labeling, any costs of the rule should be offset by cost savings—
savings in medical care for the patients who will not be injured because physicians and
patients are armed with updated labeling about safety risks.

Finally, while the objections to the proposed rule center on liability, the primary concern
should be with safety. The potential for liability is relevant in this regard because it
incentivizes manufacturers to take extra care to ensure that their products are as safe as
possible. As FDA’s Chief Counsel from 1989 through 2001 stated: “FDA product approval and
state tort liability operate independently, each providing a significant, vet distinct, layer of
consumer protection. FDA regulation of a {product] cannot anticipate and protect against all
safety risks to individual consumers.”** Similarly, the highest official in FDA’s new drug review
process in 2008 {a time when the FDA was pro-active in revising regulations for the purpose
of immunizing manufacturers from liability} wrote: “[M]uch of the argument for why we are
proposing to invoke preemption seems to be based on a false assumption that the FDA
approved labeling is fully accurate and up-to-date in a real time basis. We know that such an
assumption is false.”® He continued, “lwle know that many current approved drug labels are
out of date and in many cases contain incorrect information {e.g., the overdose section} ... [I]t
is unwise to suggest that FDA approved labeling is always up-to-date and always contains a
full and complete listing of all pertinent risk information.”*

in short, properly used, the revised rule will improve patient safety, and by reducing
injuries should also reduce actual instances of litigation as compared to the years before june
2011.

1 would be glad to take questions. Thank you.

* Margaret Jane Porter, The Lohr Decision: FDA Perspective and Position, 52 Food & Drug LJ. 7, 11 (1997)
{discussing medical device regulation},
® FDA Career Staff, supra note 20, at 2.
26
id.
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[The supplemental information provided with Ms. Zieve’s state-
ment is available at http:/docs.house.gov/meetings/if/if14/20140401/
101823/hhrg-113-if14-wstate-zievea-20140401.pdf.]

Mr. PrrTs. The chair thanks the gentlelady. I will begin ques-
tioning. I recognize myself for 5 minutes for that purpose.

Mr. Shumsky, in responding to the bicameral letter sent to the
agency in January, FDA decided not to answer the question wheth-
er the other sameness requirements included in Sections 505(j) of
the Food, Drug, and Cosmetic Act extended beyond the date of ap-
proval. Now that FDA has taken the position that the statute does
not in fact require sameness in labeling after the date of approval,
could it now be argued that the sameness requirements for
strength, dosage, route of administration only apply at the time of
approval as well? Is this not an absurd result?

Mr. SHUMSKY. Mr. Chairman, thank you for the question. And I
think it really hits the nail on the head. It does demonstrate the
real absurdity of FDA’s proposal because once you take the position
that sameness doesn’t mean the same for labeling, there is no prin-
ciple basis for saying that sameness does mean the same for
strength, dosage, route of administration, or any of the other re-
quirements in the statute.

Mr. PrrTs. Can you please explain why FDA cannot make this
change without congressional action?

Mr. SHUMSKY. Sure. There are several reasons, all of which were
recognized by the Supreme Court originally in its Mensing decision
in 2011 and then its Bartlett decision just this past term, in 2013.

The central statutory provision at issue here is Section 505(j) of
the original statute, which specifically says the generic product la-
beling must be the same as the labeling approved for the brand
name drug. There are a couple of other provisions in the statute
that are equally relevant. One requires the secretary, which is the
secretary of HHS whose vested authority and the Commissioner of
food and drugs when it comes to drug approval determinations, it
requires the secretary to reject an abbreviated new application,
that is a generic drug application, where its labeling is not the
same as the branded drug.

And finally, there is a more recent provision of the statute which
specifically says that there are certain limited exceptions to the
sameness requirement. And we have heard about a couple of them
where an inactive ingredient in a product like its coating is dif-
ferent than the brand manufacturer, there are some specific excep-
tions. None of those exceptions apply to warning or safety-related
information and there is a further provision of the statute which
says that for certain permissible exceptions, differences between ge-
neric and branded labeling will not be considered misbranded if
certain criteria are met, but that language in the statute specifi-
cally excludes—in other words, it says “but not changes to the
warning section of the labeling,” which I think represents Congress’
explicit recognition that a generic drug which bore different warn-
ings than its branded drug would be misbranded.

Mr. PirTs. Now, some have stated that the proposed rule would
simply return the legal landscape for generic drug manufacturers
with respect to failure-to-warn cases to where it existed prior to
2011. Therefore, generic manufacturers would assume the same
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type of liability they had before the Supreme Court’s decision. Is
this an accurate assessment?

Mr. SHUMSKY. I don’t believe that it is, Mr. Chairman. Prior to
2011, no federal court of appeals had held the generic drug manu-
facturers could be held liable for failure to warn. To the contrary,
one court had addressed that question. In 2008, the Third Circuit
Court of Appeals, which is based in Philadelphia, ruled that state
failure-to-warn lawsuits targeting generic drug products were pre-
empted. And prior to the Supreme Court’s 2009 decision in Wyeth,
that was the definitive word in the federal judiciary, in the federal
court system on generic liability. Two decisions came after Wyeth,
which did expose generic drug manufacturers to liability, one of
them was called Mensing out of the Eighth Circuit, the other was
called Demahy out of the Fifth Circuit. And as we all know, the
Supreme Court promptly reversed both those decisions.

Mr. PirTs. I have one more question I want to ask. Currently,
there is a period where the brand and generic drug labeling differs.
Usually, this occurs when a brand makes a labeling change on
their end and the generic drug manufacturer has to make con-
forming changes. How is this scenario envisioned under the pro-
posed rule different in nature and scope from what currently takes
place?

Mr. SHUMSKY. Sure. It is a totally different situation. Start with
the language of the statute, which says the generic drug has to
have the same labeling that FDA has approved for the brand. And
so there will be a period of time where a brand manufacturer exe-
cutes one of these CBE-0 changes. FDA then has to consider it and
approve it before a generic can implement it. This proposed rule
has nothing to do with that scenario. This rule says a generic on
its own acting unilaterally can go out, decide it doesn’t think that
the branded warning is good enough anymore and put a warning
onto its product that the brand hasn’t considered and that the FDA
hasn’t reviewed. It is an apples-and-oranges situation.

Mr. PirTs. The chair thanks the gentleman. My time is expired.
The chair now recognizes the ranking member, Mr. Pallone, 5 min-
utes for questions.

Mr. PALLONE. Thank you, Mr. Chairman.

I wanted to ask Ms. Zieve. Today, we have heard a lot about li-
ability and I think it will be important to begin our questions of
this panel about the role it plays in this context. So for the benefit
of our members, could you describe for us the role that tort liability
plays regarding product safety generally, and more specifically, in
promoting the safety of drugs and other FDA-regulated products?
And could you describe some of the kinds of harm that have been
the subject of failure-to-warn lawsuits?

Ms. ZIEVE. Thank you, Mr. Pallone.

I will start by quoting to you from what the Supreme Court has
said about state failure-to-warn suits in the drug context. The
Court wrote “state tort suits uncover unknown drug hazards and
provide incentives for drug manufacturers to disclose safety risks
promptly. They also serve a distinct compensatory function that
may motivate injured persons to come forward with information.
Failure-to-warn actions in particular enforce the FDA’s premise
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that manufacturers, not the FDA, their primary responsibility for
their drug labeling at all times.”

I think one sort of prominent example of some of the public
health benefits beyond for the individual plaintiff comes through
the Vioxx cases where a tremendous amount of information came
to light only because of the personal injury suits, information that
not even FDA had, and it really helped to move that process for-
ward and eventually to get a very dangerous drug off the market
and find out what had happened in that case.

There are unfortunately a number of examples of drugs, branded
and generic, that have caused serious safety problems. Unfortu-
nately, only, according to one study, about half of serious problems
are discovered in the first 7 years after new drug is on the market.
So even after the generic comes on the market, we are still finding
new safety risks.

I mentioned metoclopramide, which was marketed under the
brand name Reglan, in my opening remarks. Another example is
Accutane. This one is sort of particularly heartbreaking because
the patients who were injured were teenagers. They took the drug
for acne. It is purely aesthetic, right, but it is very important to the
teenagers. They take this, and unfortunately, it can cause bowel
disease that requires in some cases surgery and it can really
change their lives permanently and in devastating ways.

And there was information for years and adverse event reports
and medical literature that this drug could cause this serious prob-
lem and the brand name did nothing. And again, the FDA does not
have primary responsibility for labeling updates. It can’t. It doesn’t
have the resources. That is the premise of the Food, Drug, and Cos-
metic Act and of the regulations. But the brand name manufac-
turer said nothing and the generics said nothing because they don’t
have to.

When the FDA finally ordered a labeling change for Accutane to
warn of this serious problem, the brand promptly removed it from
the market. So today, this is a drug that has had serious risks
added throughout its I think it is 20 or 30 years now on the market
and the only products of Accutane sold today are the generic so no-
body has responsibility for that labeling today.

Mr. PALLONE. And let me get to my second question. In my open-
ing statement I mentioned that I am sympathetic to the questions
surrounding sameness, which is the guiding principle in Hatch-
Waxman. How do you respond to the claim that the FDA proposed
rule fundamentally violates this sameness principal and will under-
mine the statutory and regulatory framework for approving and
overseeing generic drugs?

Ms. ZIEvE. Well, I am glad you didn’t say sameness requirement
because, as I mentioned, sameness has never been a requirement.
The FDA regulations have a section that lists exceptions to same-
ness and these have been uncontroversial. The most relevant one
is actually during the period after a brand makes a CBE change.
The difference between the status quo today and after what I hope
will be the FDA finalization of the rule is that that period of dif-
ference, that temporary deviation, may be instigated by the
generics just like today it is instigated by the brands. And the FDA
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has fashioned the rule to make sure that this temporary exception
actually works a little more efficiently than it works today.

Mr. PALLONE. All right. I don’t know if I have enough time. I
think I don’t have enough time for my next question now, Mr.
Chairman. Thanks.

Mr. Prrrs. The chair thanks the gentleman and now recognizes
the gentleman from New Jersey, Mr. Lance, 5 minutes for ques-
tions.

Mr. LANCE. Thank you, Mr. Chairman.

Ms. Zieve, were you an amicus in either the Mensing or the Bart-
lett cases or a litigant in some way?

Ms. ZIEVE. My office filed an amicus brief in Mensing——

Mr. LANCE. In Mensing.

Ms. ZIEVE [continuing]. And filed an amicus brief in Bartlett, I
believe on behalf of Mr. Waxman.

Mr. LANCE. Thank you. And are you in agreement with the
Mensing and the Bartlett decisions?

Ms. ZIEVE. No, I think that they are wrong as a matter of legal
jurisprudence as well as policy.

Mr. LANCE. I see. And certainly we can debate policy but you be-
lieve the Supreme Court was wrong in both the Mensing and Bart-
lett decisions?

Ms. Z1EVE. Right, I do, but I also think it is important, particu-
larly in Mensing today that the Supreme Court look to the FDA’s
regulations and defer to the FDA’s view of those regulations in de-
ciding that failure-to-warn suits were preempted. The Court didn’t
hold that Hatch-Waxman required that result but said specifically
it was going to defer to the FDA’s view about its own regulations.

Mr. LANCE. Thank you.

Mr. Shumsky, your view on Mensing and Bartlett?

Mr. SHUMSKY. I represented the petitioners in both of those law-
suits and I think the Supreme Court did a fabulous job.

Mr. LANCE. Thank you. Thank you. And this is a situation where
the question was litigated to the Supreme Court and the Court
made its decision. As I stated to Dr. Hamburg and I think very
often in these matters where you stand on issues of public policy
is based upon where you sit, if we want to modify the underlying
statute, Mr. Shumsky, do you believe we should ask Congress to
do that through our statutory power?

Mr. SHUMSKY. I certainly believe that if Congress is of the mind
that the public policy here needs to be altered to enable the kind
of liability the Mensing and Bartlett decisions——

Mr. LANCE. Yes.

Mr. SHUMSKY [continuing]. Rejected, that Congress needs to act
to change the statute to do that. I remain firmly of the belief that
FDA has no authority on its own to do that.

Mr. LANCE. Yes.

Mr. SHUMSKY. And I would say I think there are very sound pol-
icy reasons underlying the Mensing and Bartlett decisions which
would counsel against those changes.

Mr. LANCE. And your testimony would indicate that in the Ad-
ministration of President Bush, senior President Bush, President
Clinton, the junior President Bush, and President Obama, at least
at the beginning of his tenure in office, your view was the view
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that was prevailing in the administrative agency. Have I got that
right?

Mr. SHUMSKY. Yes, Congressman, that is correct.

Mr. LANCE. Thank you. Why in your opinion has there been a
change at the agency regarding this matter?

Mr. SHUMSKY. I can’t speculate on what has prompted them to
turn around after 30 years of taking the position that these label-
ing changes are impermissible.

Mr. LANCE. And, Mr. Neas, do you have an opinion on that?

Mr. NEAS. It would be speculative. All we have, however, right
now is that the FDA after, as Mike said, 30 years of enforcing the
law in a certain manner under several different Democratic and
Republican administrations made a change, and that change was
precisely what the trial lawyers and Public Citizen recommended
in 2011 and 2013, and they are the only ones I believe who met
with the FDA and think that is a problem.

Mr. LANCE. I am sorry, Ms. Zieve. You are welcome to comment.

Ms. ZIEVE. Sorry. We didn’t meet with FDA for what it is worth.

Mr. NEAS. Just the trial lawyers.

Mr. LANCE. The trial lawyers, thank you. They have a perfect
right to meet with the FDA.

Mr. NEAS. Absolutely.

Mr. LANCE. Let me be on the record as saying that.

If the rule is finalized, will it likely be a matter of litigation?

Mr. NEAS. If the rule is finalized?

Mr. LANCE. In its current form.

Mr. NEAS. My guess is there is a strong likelihood that it could
be the subject of litigation from a variety of different perspectives
and constituencies.

Mr. LANCE. And, Ms. Zieve, what is your opinion on that? If the
rule is finalized as it has been written, do you believe this is likely
to be litigated?

Ms. Z1EVE. Well, I would like to answer that in two ways. I think
given what the industry has been saying, it is likely that they are
going to want to litigate because they have been saying that they
will. But I also think that the rule is perfectly permissible under
the Food, Drug, and Cosmetic Act, including the Hatch-Waxman
amendments to that act.

Mr. LANCE. Yes, thank you. I realize your opinion but you believe
it will be litigated is my question. You think it will be litigated?

Ms. ZIEVE. Well, I believe that the industry has said that they
are going to litigate it.

Mr. LANCE. Yes.

And, Mr. Shumsky, do you believe there will be litigation?

Mr. SHUMSKY. It has certainly been discussed but no final deci-
sion has been made to the best of my knowledge.

Mr. LANCE. Thank you, Mr. Chairman.

Mr. Prrrs. The chair thanks the gentleman and now recognizes
the gentleman from Maryland, Mr. Sarbanes, 5 minutes for ques-
tions.

Mr. SARBANES. Thank you, Mr. Chairman. I thank the panelists.

I think this is the least absurd proposal to come forward from
the FDA I have ever seen. I just wanted to mention that.
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I gather there are three basic objections to this rule or critiques
of it. One is the increased costs that it represents and I am not con-
vinced that the report that is forecasting those increased costs is
based on valid assumptions. But let’s assume that there will be in-
creased cost. As an objection to the rule that should be the basis
for not going forward, that is a dog that just doesn’t hunt because
the American public would say it is worth some additional cost in
the system to make sure that we are protected. And frankly, the
cost that will be saved to whatever industry is involved, as well as
in terms of potential damage and harm to individuals and families
and patients out there, the cost that will be saved make it worth
that investment if you want to look at it in those terms. So I don’t
think the economic argument is going to carry the day here and I
noticed that neither of you lead with that argument, Mr. Shumsky
or Mr. Neas, probably because of that reason.

The second objection is the notion that it will create confusion
and I read the letter that the pharmacists, among others, sub-
mitted to Dr. Hamburg that you cited, Mr. Neas, and they don’t
outright advocate against this rule. They advise caution and they
say the FDA and others need to fully explore the potential unin-
tended consequences that the rule may have on patient access and
national healthcare costs, et cetera. And I think that that is exactly
what FDA is doing. They are trying to consider what the potential
consequences here would be. They are also going to great lengths
in the rule to actually reduce the potential for confusion and even
reduce it from where it stands now, as I understand it. So I see
that as progress.

That then leaves the argument about kind of the statutory inter-
pretation. I don’t buy that either because if you subscribe com-
pletely to the notion that this sameness principle has to have total
integrity, then you would also have to take the position that the
brand name manufacturers should not be permitted to put these
interim labels on their products as a matter of safety because for
some period of time you would be violating a very strict and literal
interpretation of the sameness concept because you would have a
situation where you would have some drugs that are identical to
other drugs that have different labeling on them.

It seems to me it is a very reasonable position for the agency to
have taken up until now that sameness ought to be interpreted in
context of public safety, and that is why you have had a situation
where innovators and brand-name manufacturers have been put-
ting these interim labels on their products even though that for
some period of time makes them different from the generic manu-
facturing labeling because there is an understanding that we are
doing the best we can here to protect the public and we have to
interpret sameness in the context.

And I think bringing that same perspective and lens, as the
agency is now trying to do by making it sensible for the generic
manufacturers to also make this change in their labeling for some
small period of time, is a perfectly sensible thing to do. And so I
guess there are no questions in that. That is just my observation
of the matter.

But I continue to support fully the proposal that has been made.
I think it is very, very reasonable and I don’t think it represents
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overreaching of the enforcement or interpretive discretion and au-
thority that the FDA has.

And with that, I yield back.

Mr. PrtTs. The chair thanks the gentleman and now recognizes
Mr. Braley 5 minutes for questions.

Mr. BRALEY. Thank you, Mr. Chairman.

Mr. Shumsky, in your opening remarks, you made clear that
your testimony here today was in your personal capacity. Do you
remember that?

Mr. SHUMSKY. Yes, sir.

Mr. BRALEY. Have you or one of your family members ever been
harmed by a generic drug?

Mr. SHUMSKY. I have experienced side effects associated with ge-
neric drugs. I am not sure I would characterize that or any of my
family’s experiences as being harmed.

Mr. BrRALEY. All right. Have you in your professional capacity
ever represented a client who claimed to have been harmed by a
generic drug?

Mr. SHUMSKY. No, sir.

Mr. BRALEY. You have represented generic drug manufacturers
in front of the Supreme Court, is that correct?

Mr. SHUMSKY. That is correct.

Mr. BRALEY. And were you here in my earlier comments when
I talked about a young woman from Ames, Iowa, who had taken
a generic drug and had a really bad outcome?

Mr. SHUMSKY. I was, Mr. Congressman.

Mr. BRALEY. OK. This is her picture. Her name is Sophie Howe,
and she began having some of the same problems with a com-
plexion medication that we heard mentioned earlier here today,
ended up having multiple pulmonary emboli, was hospitalized with
that, and had significant complications. At the time she was a col-
lege student at Iowa State University, and because of the complica-
tions of her injury, she was forced to drop out of school. She had
student loans that were paid for and insured by the Federal Gov-
ernment that became due, and that caused her to drop out of a
community college program in order to work full-time to pay off her
student loans.

So when you walk into the Supreme Court building across the
street, you will see a sign up above that says “Equal Justice under
Law,” but the actual result of the Mensing decision is to tell those
claimants like Sophie Howe you have equal justice under the law
if you pay more for brand name drugs because she has no remedy
under the Court’s decision, does she?

Mr. SHUMSKY. Not against the manufacturer of the generic drug
product, no.

Mr. BRALEY. Now, Mr. Neas, I want you to know that I am glad
that generic drugs are helping American patients by giving them
access to affordable medications where and when they need them.
And T also believe it is just as important that the medications on
the market are safe and that patients and providers are aware of
any possible threat to their health. In this Mensing case we have
been talking about, were you aware that there was a friend-of-the-
court brief filed by 43 state attorneys general talking about the
cost-shifting result of not providing this remedy?
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Mr. NEaS. I do know that the state attorneys general took a cer-
tain decision, sure, as they do.

Mr. BRALEY. In their brief they noted, “Costs should not be shift-
ed to taxpayer-funded healthcare programs. This implied preemp-
tion would put added pressure on state and federal budgets. Not
only would it be a significant incentive for ensuring the safe use
of prescription drugs be eliminated, but injuries to consumers
would go uncompensated by the wrongdoer, and much of the result-
ing increase in healthcare costs would be borne by state-funded
programs.”

And, Mr. Chairman, I would ask unanimous consent for recogni-
tion that the brief was filed by the attorneys general from the
States have Minnesota, Louisiana, Alabama, Alaska, Arizona, Ar-
kansas, California, Colorado, Connecticut, Delaware, Hawaii,
Idaho, Illinois, Indiana, Iowa, Kentucky, Maine, Maryland, Massa-
chusetts, Mississippi, Missouri, Montana, Nebraska, Nevada, New
Hampshire, New Mexico, New York, North Carolina, North Dakota,
Ohio, Oklahoma, Pennsylvania, Rhode Island, South Carolina,
South Dakota, Tennessee, Utah, Vermont, Washington, West Vir-
ginia, Wisconsin, Wyoming, and the District of Columbia.

Mr. PrrTs. Without objection, so ordered.

Mr. BRALEY. Ms. Zieve, when we are talking about this cost-shift-
ing, are you aware that the same companies that are generic drug
manufacturers were held accountable before the Mensing decision
either through settlements or through claims in court for failure-
to-warn claims?

Ms. ZIEVE. Yes, I am aware that there were hundreds of suits
and at least in a few years leading up to Mensing that there were
a large number of settlements that are confidential at the manufac-
turer’s request.

Mr. BRALEY. After the Mensing decision, are you aware of any
instance where an insurer for one of those generic drug manufac-
turers rebated portions of premiums that had been paid based on
a potential assumption of liability for failure-to-warn claims among
generic manufacturers?

Ms. Z1IEVE. I am not aware of that. I am also not aware of any
decrease in the cost of generics to consumers because of the elimi-
nation of liability.

Mr. BRALEY. Thank you, Mr. Chairman. I yield back.

Mr. Prrrs. The chair thanks the gentleman. That concludes the
questions of the Members.

The ranking member has a unanimous consent request. He will
be recognized for that purpose.

Mr. PALLONE. Thank you, Mr. Chairman.

I ask unanimous consent that the Committee include in the
record the following: a comment letter to the FDA on the rule by
41 Members of Congress, including myself and Mr. Waxman; New
York Times editorial in support of the FDA rule; comment letters
to FDA on the rule, well, three, one including the patient and con-
sumer groups and the Consumer Union; the state attorneys general
from 30 States, and from an attorney, Brandon Bogle.

Mr. PrrTs. Without objection, so ordered.

[The information appears at the conclusion of the hearing.]
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Mr. PrrTs. That concludes the questions from the Members who
are present. We have another hearing going on and I am sure other
Members will have questions. We will send those to you in writing.
We ask that you please respond promptly.

I remind Members that they have 10 business days to submit
questions for the record and I ask the witnesses to respond prompt-
ly. Members should submit their questions by the close of business
on Tuesday, April 15.

Thank you very much for your testimony today. It has been a
very informative hearing.

And without objection, the subcommittee is adjourned.

[Whereupon, at 5:13 p.m., the subcommittee was adjourned.]

[Material submitted for inclusion in the record follows:]
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March 13, 2014

Margaret A. Hamburg, M.D. Commissioner
Food and Drug Administration

Health and Human Services Department
Rockville, MD 20852

Submitted via regulations.gov

Re: Supplemental Applications Proposing Labeling Changes for Approved Drugs
and Biological Products FDA Docket No. FDA-2013-N-0500 and RIN 0910-AG%4

Dear Commissioner Hamburg:

Thank you for the opportunity to comment on the proposed rule on Supplemental
Applications Proposing Labeling Changes for Approved Drugs and Biological Products.
AARP is a nonprofit, nonpartisan organization, with a membership of nearly 38 million, that
helps people turn their goals and dreams into real possibilities, strengthens communities
and fights for the issues that matter most to families such as healthcare, employment and
income security, retirement planning, affordable utilities and protection from financial
abuse.

AARP believes that it is critically important that all prescription drugs carry current and
adequate safety warnings. AARP also believes that consumers who are injured by generic
drugs should have the same legal rights as consumers who are injured by brand name
drugs. We commend the Food and Drug Administration (FDA) for its efforts to enable
generic drug manufacturers to make labeling changes so that consumers and prescribers
have the most up-to-date and accurate safety information for their prescription drugs.

AARP was extremely concerned by the Supreme Court's ruling that generic drug
manufacturers could not be held liable for patient injuries due to inadequate safety
information on product labeling because current FDA regulations do not allow generic drug
manufacturers to unilaterally update their warning labels (PLIVA, Inc. v. Mensing, 131 S.
Ct. 2567 (2011)). As noted in AARP's amicus brief in PLIVA v. Mensing’, “Generic drug
companies are often in the best position to discover, assess, and take early action to
address risks that come to light after the name-brand drug's period of patent exclusivity
has ended because, once generic drugs are available, they often have the majority market
share for the drug. ... Generic drug manufacturers are already subject to the same
requirements as name-brand drugs regarding the “reporting and recordkeeping of adverse
drug experiences.” 21 C.F.R. § 314.98(a). They should not be immune from liability under

' Brief of Public Citizen and AARP as Amici Curiae Supporting Respondents, PLIVA, Inc. v. Mensing, 131 S.
Ct. 2567 (2011) (Nos. 09-993, 09-1039, and 09-1501)
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state law It they fail to take reasonable steps to ensure that consumers are properly
warned about risks from their products.”

The current lack of parity in brand name and generic drug manufacturers’ ability to update
labeling raises serious safety concerns in the current marketplace, where approximately 80
percent of drugs dispensed are generic and, in some instances, the brand name
manufacturer exits the market entirely after generic entry. It is essential for generic drug
manufacturers to be able to make appropriate updates to their labeling without having to
wait for changes to be initiated by a brand name drug manufacturer.

We have reviewed the process FDA laid out in its proposed rule that would allow generic
manufacturers to make updates to their labeling when new safety information becomes
available. Under the proposed rule, Abbreviated New Drug Application (ANDA) holders
would be able to immediately change their labeling when they get new safety information
after submitting a “Changes Being Effected” (CBE) supplement to FDA for review and to
brand name manufacturer. The new labeling information would be posted to an FDA web
page so that it is available to other manufacturers, providers, and consumers. Once the
agency approves the change it would also be cleared for the brand name drug, and any
other ANDA holders for the same drug product would have to make conforming labeling
changes within 30 days.

While AARP wholeheartedly supports the goal of ensuring new drug safety information is
available to consumers as quickly as possible, we do have some concerns that the
proposed rule could lead to inconsistent labeling information on muitiple versions of
equivalent drugs for a substantial period of time. The resulting confusion could affect
confidence in generic drugs and complicate decision-making conversations between
providers and consumers about appropriate drug therapies based on their safety, efficacy
and quality.

In addition, while we acknowledge that the new CBE process could speed up the time it
takes for generic drug labels to be updated following the approval of a brand name drug's
labeling change, it remains unclear how many of these new CBE supplements will be
submitted and whether FDA will have the necessary resources to process them
expeditiously. Therefore, we believe it will be critical for FDA to closely monitor how
generic drug manufacturers and other stakeholders react to the new process and
reevaluate how it is working to determine whether any adjustments or improvements are
needed.

Thank you for the opportunity to comment on this important proposed rule. If you have any
questions, please do not hesitate to contact KJ Hertz on our Government Affairs staff at
khertz@aarp.org or 202-434-3770.

Sincerely,

O it

David Certner
Legislative Counsel and Legislative Policy Director
Government Affairs
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EXECUTIVE SUMMARY

On November 13, 2013, the Food and Drug Administration (FDA) released a Proposed Rule that would
permit generic drug manufacturers to make changes to their products’ labels. Lawmakers and policy experts
have raised a number of concerns about the Proposed Rule, including its legality, cost, and impact on patient
safety. This study investigates the cost of the Proposed Rule and estimates the impact on public and private
generic drug spending should the rule be finalized.

The Proposed Rule would drastically alter the existing legal landscape by eliminating preemption and
exposing generic manufacturers, who supply 84 percent of all prescriptions, to product liability lawsuits.
This, in turn, would have substantial negative consequences for national health care spending due to the
increase in generic drug prices that product liability would induce. Because the FDA fails to consider liability
costs for generic manufacturers, the agency reaches the erroneous conclusion that the Proposed Rule would
“generate little cost.”

in the highly competitive generic pharmaceutical market, additional costs can be expected to result in
higher prices. A policy that eliminates preemption and introduces product fiability for generic
manufacturers would increase manufacturer costs—and generic prices-for the following reasons:

e Generic manufacturers would face higher insurance premiums, self-insurance costs, and
reserve spending on product liability.

« Generic manufacturers may exit or decline to enter the market for certain products for which
they perceive greater liability risk or uninsurable liability risks.

« Insurance companies offering product liability insurance to generic manufacturers may leave
the market when faced with insuring against increased risk, resulting in higher premiums for
generic manufacturers.,

« Generic manufacturers would bear the cost of duplicating brand companies’ efforts to monitor
for safety-related issues.

Other negative consequences of exposing generic manufacturers to product liability include the
incentive it creates for generic manufacturers to “overwarn.” The FDA has previously expressed concern
about creating this dynamic because the agency is aware that overwarning dilutes the effectiveness of
safety labeling and creates confusion for prescribers and patients.

This study offers a conservative estimaté of one of the Proposed Rule’s negative effects on generic drug
manufacturers—and thus patients and payors—by modeling its impact on generic product liability
spending. In brief, the Proposed Rule could be expected to increase spending on generic drugs by $4
billion per year {or 5.4 percent of generic retail prescription drug spending in 2012}, Of this,
government health programs would pay $1.5 billion, and private health insurance, $2.5 billion.

Contrary to the FDA's assertion, this study finds that the Proposed Rule would result in an increase in
expenditures far in excess of the $141 million threshold for economic significance defined by the
Unfunded Mandates Act of 1995, With pharmaceutical spending expected to rise substantially in the
coming decade, the economic impact of the Proposed Rule will only increase over time.
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INTRODUCTION

On November 13, 2013, the Food and Drug Administration (FDA) released a Proposed Rule titled
“Supplemental Applications Proposing Labeling Changes for Approved Drugs and Biological Products.” If
finalized, the rule would permit generic drug manufacturers to make changes to their products’ labels,
which they currently are prohibited from doing unless the manufacturer of the reference listed drug (RLD)
first changes its label. This rule would drastically alter the legal landscape that generic manufacturers face by
exposing them to product liability lawsuits. Product liability exposure would in turn have substantial
negative consequences for national health care spending. Both public {Medicare, Medicaid, and other
programs) and private health insurance spending on generic drugs would increase due to the increase in
prices that product liability would induce—a development that the FDA does not take into account in its
ecohomic impact assessment.

Lawmakers and policy experts have raised a number of concerns about the Proposed Rule, including its
legality, cost, and impact on patient safety. To address the FDA’s failure to properly consider cost, this study
investigates the economic impact of the Proposed Rule with regard to liability exposure and identifies a
muititude of channels—direct and indirect—through which the cost of generic drugs could be affected if the
Proposed Rule were finalized. The study then explores in greater detail one such channel and conservatively
estimates the increased health care costs that could be expected.

The study is structured as follows. We begin in Section | by contrasting the FDA's stated purpose for the
Proposed Rule with the agency’s implicit purpose. In Section Ii, we contrast the FDA’s assessment of the
Proposed Rule’s economic impact with an assessment that incorporates product liability exposure for
generic drug manufacturers and the higher prices that would result. In Section lil, we provide an
overview of total drug spending and generic drug spending and savings in the United States to
demonstrate the magnitude of even a small change in generic prices. Having laid this groundwork, we
set forth in Section IV the data and methodology we use in our analysis before presenting the results.

In brief, we find that generic product liability would increase spending on generic drugs by $4 billion per
year {or 5.4 percent of generic retail prescription drug spending in 2012}, Of this, government health
programs would pay $1.5 billion, and private health insurance would cover $2.5 billion.

. PURPOSE OF PROPOSED RULE

According to the FDA, as laid forth in the Federal Register, the stated purpose of the Proposed Rule is to
“create parity among application holders with respect to these [CBE-0] safety-related labeiing changes by
permitting ANDA holders to distribute revised generic drug labeling.”*

However, in the “Preliminary Regulatory Impact Analysis” accompanying the Proposed Rule, the FDA reveals
its underlying motivation of addressing a perceived inequity in the ability of consumers to bring suit against
drug manufacturers:

B. Need for Regulation

Two recent Supreme Court cases {Wyeth v. Levine and Pliva v. Mensing) held that the difference
between the NDA [new drug application] and ANDA [abbreviated new drug application] holders’
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abilities to independently change their product labeling leads to different outcomes on whether
federal labeling requirements preempt state law tort claims against drug manufacturers for “failure
to warn.” As a result of these Supreme Court decisions, an individual can bring a product liability
action for failure to warn against an NDA holder, but generally not an ANDA holder, and thus access
to the courts is dependent on whether an individual is dispensed a “brand name” or generic drug.’

The legal authority and regulatory appropriateness of the agency’s using rulemaking to create access to the
courts are beyond the scope of this study. However, as the next section details, the FDA’s own cost-benefit
analysis would have differed greatly had the agency considered the economic impact of the true objective of
this regulatory change and the associated consequences of the tort claims that would ensue against generic
drug manufacturers,

i, IMPACT OF PROPOSED RULE

We assert that the FDA's assumptions about the Proposed Rule are incomplete and inaccurate, rendering
their economic analysis moot. In this section, we identify and discuss the primary failings in the FDA’s
assumptions before offering our own view of the Proposed Rule’s likely economic impact. Beyond the fact
that the FDA does not consider the increased fiability costs resulting from the Proposed Rule, the agency’s
logic is riddled with inconsistencies and omissions.

FDA’s Assumptions about Proposed Rule’s Impact

FDA estimates that the annual net social cost of the Proposed Rule is between $4,237 and $25,852 and
further determines that the present discounted value over a 20-year horizon would be between $44,890
and $384,616.% This is based on the FDA's estimate that the agency would receive 20 CBE-0 supplements
each year from generic manufacturers.* More specifically, the FDA estimates a net social cost to ANDA
holders between $128 per year and $6,683 per year and a net social cost to NDA hoiders between $4,109
and $19,169 annually.® As a result of the agency’s findings, the FDA concludes that the Proposed Rule 1)
would not be an economically significant regulatory action, as defined by Executive Order 12866; 2}
would not have a significant economic impact on small entities, as defined by the Regulatory Flexibility
Act; and 3) would not result in an increase in expenditures of $141 million or more, as set forth by
Section 202(a) of the Unfunded Mandates Act of 1995, adjusted by the 2012 Implicit Price Deflator for
the Gross Domestic Product.®

Among the FDA's flawed and inconsistent assumptions about the Proposed Rule, the following are key to
understanding why the agency’s economic impact assessment is grossly inadequate and generally incorrect:

1. FDA fails to consider liability costs

As the FDA acknowledges in both the background section of the Proposed Rule and the Preliminary
Regulatory Impact Analysis, generic manufacturers are currently protected from product liability suits
because they are not allowed to make changes to their product labels. The FDA also acknowledges that the
Proposed Rule “may eliminate the preemption of certain failure-to-warn claims with respect to generic
drugs.”” However, the agency fails to consider that eliminating preemption of product liability claims would
greatly increase liability risk for generic drug manufacturers, which in turn would lead to substantial price
increases for generic drugs. Higher generic drug prices would have a measurable impact on states, the

3
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federal government, private insurance, and consumers. Yet, according to the FDA, “The proposed rule is
expected to generate little cost.”®

The FDA reaches this conclusion because it estimates the annual net social cost of the Proposed Rule based
only on the paperwork and administrative burdens on ANDA and NDA holders and assumes “there will be no
CBE-0 supplements in addition to the current level submitted by NDA holders each year as a result of the
proposed rule.”® The agency does not estimate any impact from generic product iability and the
accompanying price increases on physicians, pharmacists, hospitals, insurers, patients, or public payors such
as Medicare or Medicaid. This is a gross oversight on the FDA’s part, as the Proposed Rule would, by the
agency’s own admission, provide patients using generic drugs “access to the courts” to bring failure-to-warn
suits against generic manufacturers, And, as explained in greater detail below, such tort liability will impose
great cost—direct and indirect—on the generic drug industry, which will result in higher costs, greater risks,
and reduced competition among generic drug manufacturers,

In its Preliminary Regulatory Impact Analysis, the FDA acknowledges that there are additional potential costs
but excludes them because of “the large amount of uncertainty about how the proposed rule will alter
consumer and industry behavior.”*® However, the fact that a cost is uncertain does not justify excluding it or
assuming it is zero. To the contrary, uncertainty is itself a burden, and the FDA’s inability to quantify certain
consequences arising from the Proposed Rule should be considered a cost to stakeholders.

2. FDA believes NDA holders would have more incentive than ANDA holders to initiate label changes

The FDA asserts that “in our base case we expect the NDA holder to desire to be the firm on record for
leading a safety-related labeling change.”"* The FDA's reason for this appears to be twofold. First, the
agency thinks “the NDA holder [will perceive] its reputation as sufficiently important for it to be in its
interest to maintain a reputation for dealing promptly and effectively with safety-related information.”*
Second, the agency assumes that submitting a CBE-O supplement will be costly enough to discourage ANDA
holders from initiating a label change in most instances.

The FDA does note several instances in which an ANDA holder would initiate a label change, including “if,
due to a larger market share, the expected economic benefit of moving first is larger [for the ANDA holder]
than the expected cost of moving first, or if the expected economic risk of not moving first is larger than the
expected cost savings of not moving first.” * tn our opinion, this exception to the FDA’s base case should in
fact be the base case, as the NDA holder on average has only 5 percent market share of any given
multisource product.

The FDA is correct in assuming that every firm can be expected to operate in its own interest. However, the
agency fundamentally misrepresents the interests at stake. Drug manufacturers will be driven by their legal
obligations and desire to minimize the risk of litigation arising from product liability suits. Potential failure-
to-warn suits would provide a strong incentive for every generic manufacturer to be the first to submit a
CBE-0 supplement. Therefore, the FDA's assumption that “there will be no CBE-0 supplements in addition to
the current level submitted by NDA holders” is implausible, and we should anticipate a far greater impact
than the agency’s estimate of a shift of 20 CBE-0 supplements from NDA holders to ANDA holders. ™

In the Preliminary Regulatory Impact Analysis, the FDA mentions in passing that the “likelihood of legal
action against the firm for not updating product labeling” could “influence a firm’s decision to submit a

4
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CBE-0 supplement,” but the agency offers no quantitative analysis.™ In our opinion, this will be the
dominant determining factor in a firm’s decision to submit a CBE-0 supplement.

3. FDA asserts that generic insurance premiums will not increase and competition will not decline

At the conclusion of the agency’s Preliminary Regulatory impact Analysis, the FDA simply declares that
“generic drug companies purchase insurance to cover a wide range of liabilities, and the cost of covering
failure to warn claims will be, as it was in the past, part of an overall insurance cost. Accordingly, we do not
anticipate that the proposed rule would result in higher costs to generic drug manufacturers.”” Because the
FDA assumes that generic insurance costs will not increase, the agency aiso dismisses concerns that the
Proposed Rule will induce generic manufacturers to leave or never enter the market.

However, it is illogical for the FDA to acknowledge that ANDA holders are currently exempt from failure-to-
warn suits and in the same analysis insist that insurance premiums would not increase if preemption were
removed. In addition, the FDA does not acknowledge the variety of ways generic manufacturers approach
product liability, including self-insuring and purchasing insurance with very high deductibles. Not only are
insurance premiums bound to increase should the Proposed Rule be finalized, but generic manufacturers’
direct spending on product liability, through reserve funds and self-insurance, would rise as well,

4. FDA fails to estimate any social benefit from the Proposed Ruie

While the mere fact that a Proposed Rule imposes societal casts does not render the rule inappropriate, the
premise of cost-benefit analysis for regulatory matters is to demonstrate that the expected benefits of a
regulatory action exceed the expected costs. The FDA’s analysis fails even to attempt to quantify any
expected benefit and instead makes only qualified, qualitative assertions while emphasizing the uncertainty
of its predictions.

Specifically, the FDA states, “The public health benefits from adoption of the proposed rule are not
quantified. By allowing all application holders to update fabeling based on newly acquired information that
meets the criteria for a CBE-0 supplement, communication of important drug safety information to
prescribing health care providers and the public could be improved.”

However, Executive Order 13563 expressly directs agencies “to use the best available techniques to quantify
anticipated present and future benefits and costs as accurately as possible,” ™ and Executive Order 12866
indicates that an agency should “propose or adopt a regulation only upon a reasoned determination that the
benefits of the intended regulation justify its costs.”*° Given that the FDA does not attempt to quantify any
public health benefit and does not even express confidence that such a benefit exists, the agency appears
not to be acting in accordance with either governing Executive Orders.

Likely impact of Proposed Rule Considering Generic Drug Liobility Exposure

Contrary to the FDA's assertions, we believe that the primary impact of the Proposed Rule would be the
elimination of preemption for generic manufacturers and the introduction of the type of product liability
that brand drug manufacturers currently face. This policy change would create a drastically altered
fandscape for generic drug manufacturers—one that would have significant consequences for both private
and public U.S. health spending by increasing the prices of generic drugs.
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Product Liability and Prices

In any competitive market, producers set their price equal to marginal cost. Therefore, the full burden of an
additional cost must be passed forward in the price because the producer price cannot fall below marginal
cost, The generic drug industry exhibits many characteristics indicative of a competitive marketplace.
Bioequivalence, identical names, lack of advertising or branding, and relatively low cost of entry all indicate
a commodity-type marketplace for generic drugs.”* The FDA’s Preliminary Regulatory Impact Analysis
affirms the competitiveness of the generic market—the analysis finds that among CBE-0 supplements for
NDAs with an ANDA, the average number of approved generic competitors is 8.4.2

Given the nature of the generic industry, a policy that eliminates preemption and introduces product
liability exposure would increase costs—and therefore generic prices—for the following reasons:

» Generic manufacturers’ costs would rise due to higher insurance premiums, self-insurance costs,
and reserve spending on product liability,

* Generic manufacturers may exit the market for certain products for which they perceive greater
liability risk or uninsurable liability risks. This can be expected to result in generic price increases.
As the FDA’s own research concludes, “The appearance of a second generic manufacturer
reduces the average generic price to nearly half the brand name price. As additional generic
manufacturers market the product, the prices continue to fall, but more slowly. For products
that attract a large number of generic manufacturers, the average generic price falls to 20% of
the branded price and lower."”

e Insurance companies offering product liability insurance to generic manufacturers may leave the
market when faced with insuring against increased risk, resuiting in higher premiums for generic
manufacturers, which will in turn be passed on to payors.

* Generic manufacturers would also bear the cost of duplicating brand companies’ efforts to
monitor for safety-related issues.

Other Effects of Proposed Rule

This study ultimately focuses on the Proposed Rule’s price impact, but it is worth noting two other
negative consequences of product liability exposure for generic manufacturers. First, generic
manufacturers would abstain from entering the market or entirely leave the market for certain products
because of liability risk, leaving high-priced brand drugs as the only option. Second, the anticipation of
liability claims could induce manufacturers to “overwarn,” an inclination that has previously concerned
the FDA:

FDA noted that liability concerns were creating pressure on manufacturers to expand labeling
warnings to include speculative risks and, thus, to limit physician appreciation of potentially far
more significant contraindications and side effects. . . . Overwarning, just like underwarning, can
similarly have a negative effect on patient safety and public health.”

in the case of one manufacturer’s incentive to overwarn, the primary effect would be to dilute the
effectiveness of labeling warnings, However, with multiple manufacturers’ responding to this incentive,
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the ensuing flurry of label changes for the same product would create confusion among providers and
patients, to say the least.

Because the FDA does not incorporate the price effect or any of the other factors identified here inits
assessment of the Proposed Rule, the agency does not attempt to quantify their impact. This study is
intended to rectify that omission. Our analysis focuses on only one consequence of the Proposed Rule—the
impact on generic prices as a direct result of increased liability costs—with the recognition that it is by no
means the only negative impact. Indeed, the potential patient safety consequences are a very critical impact
of the Proposed Rule, albeit outside the scope of this paper. Before we present our analysis, we offer an
overview of current U.S. spending on generic drugs to establish a foundation for understanding the
implications of the Proposed Rule’s price impact.

. U.5. PHARMACEUTICAL SPENDING AND GENERIC DRUGS

Generic drugs represent enormous savings for the U.S. health care system. in the last decade, generic drugs
have reduced pharmaceutical spending by $1.2 trillion in the United States.” In 2012 alone, generics were
responsible for $217 billion of savings. Retail prescription drug spending in the United States totaled $263.3
billion in 2012,%° meaning that without generics, retail prescription drug spending would have been over 82
percent higher.

Generic drugs provide this kind of savings because they constitute a huge share of total prescriptions but at
a fraction of the cost of single-source brand products. In 2012, 84 percent of all retail prescriptions were
filled with generics, accounting for only 28 percent of total drug spending.”’

In 2012, government health insurance programs covered 36.8 percent (or $96.9 billion) of all U.S. retail
prescription drug spending.® Of this, more than 70 percent was borne by Medicare.” Because generics
account for 28 percent of retail drug spending, government spending on retail prescription generic drugs can
be assumed to total $27.1 billion in 2012 alone.

Pharmaceutical spending is expected to increase significantly in the coming decade, as will the government’s
share of spending. Retail prescription drug spending is projected to rise 73 percent to $455 billion in 2022.%°
During this same period, Medicare spending on retail prescription drugs is projected to rise 115 percent;
Medicaid spending, 86 percent; and total government spending, 107 percent. Given this forecast,
government health insurance programs will cover 44 percent {or $200.7 billion) of all U.S. retail prescription
drug spending in 2022.* Assuming that the generic share of pharmaceutical spending remains constant {at
28 percent), total government spending on generics will exceed $56 billion in 2022.

Given the level of government spending on generic drugs, even a small increase in generic prices would have
a measurable impact on federal and state spending and thus be detrimental to the fong-run viability of
Medicare, Medicaid, and other government health care programs, As the preceding section established,
liability costs in a competitive marketplace are passed on in the form of higher prices. Therefore, we can be
sure that if the Proposed Rule is finalized, we will see an increase in public and private generic drug spending
as generic manufacturers pass on new liability costs, in the next section, we estimate the spending increase
that the Proposed Rule would induce as a result of this single factor.
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IV.  ANALYSIS

As we have established, should the FDA Proposed Rule become final, it would expose generic manufacturers
to product liability risks and associated legal costs, and these costs would be passed on to consumers and
payors in the form of higher prices. In this section, we quantify the impact of increased generic prices on
public, private, and out-of-pocket spending as a direct result of increased expected liability costs. To
estimate the amount by which generic prices—and thus spending—could be expected to increase due to
this new liability exposure, we use the following data and methodology.

in approaching our analysis, we first determine the degree to which the Proposed Rule would expose
generic manufacturers to product fiability to establish the validity of our hypothesis that it will resultin
higher costs. Having established this, we then construct a model to estimate the increase in generic
spending on product liability.

Generic Product Liability Exposure

To estimate the degree to which generics would face exposure to product liabifity under the Proposed Rule,
we use as a proxy the share of all safety-related label changes that occur after generic entry. The Proposed
Rule would expose generic manufacturers to product liability more broadly, but this proxy serves as a
conservative measure of exposure.

In the Preliminary Regulatory impact Analysis, the FDA analyzes CBE-O supplements from 2009 and 2010 for
boxed warnings and contraindications and finds that 39 of the 114 approved changes occurred for products
that were available as generics at the time of the label change.® In a subsample of CBE-0 supplements
including all types of label changes, not just boxed warnings and contraindications, the FDA finds that 27 out
of 56 changes occurred for multisource products.® Using the following methodology, we conducted an
analysis similar to the FDA’s but incorporating more recent data and looking at all CBE-0 supplements,

The FDA makes publicly available all safety-related label changes for drugs.® We analyzed the most recently
available twelve-month period {November 2012 to October 2013). Safety-related label changes are made
either with a CBE-O supplement or a prior approval supplement. Since CBE-0 supplements allow
manufacturers to make unilateral changes to their labels and, as such, are the subject of the Proposed Rule,
we analyzed only those supplements.

To distinguish between CBE-0 supplements and prior approval supplements, we located the corresponding
approval letter, which states what type of supplement the manufacturer submitted, through the FDA's
“Drugs@FDA” database.®® Of the 541 safety-related label changes in the twelve-month period analyzed, 94
were CBE-0 supplements.*®

To determine which products were available as generics when the label change was made, we cross-
referenced the CBE-0 supplements with the Drugs@FDA database, which identifies whether a product has
approved therapeutic equivalents. For those drugs with approved therapeutic equivalents, we determined
whether a generic version had entered the market using the market date for the first generic manufacturer’s
participation in Medicaid.” An additional step in the analysis was to verify generic market entry with a
secondary source, such as a manufacturer press release for the generic launch.
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Of the 94 CBE-O supplements, 40 products were multisource at the time the label change was made. Based
on this proxy, we conclude that generic and brand manufacturers would face exposure to product Hability to
a similar degree,

Modeling Linbility-induced Costs for Generic Manufacturers

Should the proposed FDA rule become final, the product liability and litigation costs to which it would
expose generic manufacturers would result in dynamics in the generic drug industry similar to those already
observed in the brand drug industry, To estimate the amount that generic manufacturer costs—and thus
generic prices—could be expected to increase due to this new liability exposure, we construct a model
based on the brand industry.

In a study on medical liability costs for physicians and hospitals, the Government Accountability Office
outlines the various types of costs associated with pharmaceutical manufacturer liability and affirms that
these costs are refiected in higher prices:

Manufacturers pass on their liability costs . . . in their products’ prices. Their liability costs include
insurance and liability-related production and marketing costs. Manufacturer insurance costs . . . can
include periodic self-insurance payments, payments made for purchased insurance, and payments
made from general revenues to cover uninsured losses. Liability-related production and marketing
costs include expenses associated with actions taken primarily to protect the manufacturer from
liability, such as multiple layers of packaging and repeated safety warnings.*®

We conducted an extensive literature review in an effort to determine total product liability spending
specific to the brand pharmaceutical industry but found no conclusive estimates. This is in keeping with the
Office of Technology Assessment’s (OTA) conclusion in 1993 that “the best source of information on the
costs and implications of product lability law in this industry are drug companies themselves. The [OTA]
found no published data summarizing industry experience.”*® Based on the OTA’s direction, we analyzed
brand pharmaceutical manufacturer financial statements but did not find consistent reports of product
liability spending or product liability insurance premiums.‘w

Given the unfeasibility of quantifying brand drug manufacturers’ total spending on product liability, we use
average product lability insurance premiums across industries as a proxy. A study published in the Journal of
Political Economy on the impact of product liability on innovation estimates that product liability insurance
premiums for bodily injury represent 0.67 percent of firms’ sales.

It should be noted that for the purposes of our analysis, this is a conservative estimate for two reasons: 1} it
does not include firms’ self-insurance or spending on uninsured losses, and 2} the pharmaceutical industry
bears a disproportionate liability burden relative to other industries.* Because brand manufacturers
typically self-insure,* this is not a perfect proxy, but it does approximate product liability spending—and at
a leve! lower than what brand drug companies likely spend on product liability.*

To relate drug company sales to drug spending, we use a report from the Bureau of Labor Statistics {BLS) to
convert production value to consumption value.” According to BLS, U.S. pharmaceutical sales were $300
billion in 2009 {the year reported in the BLS analysis}, while U.S, production totaled $177 billion {including
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imports and excluding exports). The ratio of production value to consumption value is thus 0.59 ($177
billion/$300 billion). Drug companies’ spending on product liability costs {0.67 percent of their revenue) is
thus the equivalent of 0.4 percent of consumer spending {0.59 * 0.0067).

Results

In 2012, U.S. retail prescription drug spending totaled $263.3 billion,*® of which brand drugs represented 72
percent, or $189.6 bitlion.* 1f the cost of product liability for brand companies equals 0.4 percent of
consumer spending, product liability costs in 2012 totaled $758.3 million. Prescriptions in 2012 totaled 4.1
billion, and brand drugs accounted for 16 percent of these, or 652.5 million prescriptions.” Therefore, brand
product liability spending was roughly $1.16 per prescription in 2012,

Since generics account for 84 percent of all
prescriptions {or roughly 3.4 billion prescriptions),

Results in Brief
generic product liability spending could be

expected to total 54 billion {or 5.4 percent of s Total increase in generic drug
generic retail prescription drug spending in 2012), spending by consumers due to
based on our model. it is worth noting again that product liability:

our model estimates just one negative economic $4 hillion (5.4 percent)

impact of the Proposed Rule.
o Increase in government spending:

Increase in government spending $1.5 billion (5.4 percent)

As mentioned above, government spending on

retail prescription generic drugs was $27.1 billion in o Increase in private and
2012, With the introduction of product liability, we out-of-pocket spending:
could expect government spending to increase $1.5 $2.5 billion (5.4 percent)

billion {or 5.4 percent), given that government
spending accounts for 36.8 percent of all retail
prescription drug spending. The impact on government spending would be higher with the inclusion of
Medicare Part B spending {which is excluded here because of the data lag for Part B).

increase in private and out-of-pocket spending

Private and out-of-pocket spending on generic drugs totaled $46.6 billion in 2012. With the introduction of
product liability, we could expect generic spending to increase $2.5 billion, or 5.4 percent, given that private
and out-of-pocket spending represents 63.2 percent of all retail prescription drug spending.

As mentioned above, these estimates should be considered conservative given that we use a proxy for
product liability insurance premiums that is likely low, do not account for self-insurance and reserve
spending, exclude certain drug spending, and do not modet the effect of fewer or no generics in a given
market. Therefore, while it is difficult to quantify future product liability because of the unpredictability of
this type of lawsuit, our results are certainly an underestimate of product liability costs. To depict a far larger
but perfectly plausible economic impact on the generic drug industry, we present before concluding a case
study of the well-known product liability lawsuits over the brand drug Vioxx.

10
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Case Study: Vioxx

Vioxx was an anti-inflammatory drug that entered the market in mid-1999 and was pulled by Merck &
Co., Inc. in September 2004 because of the health risks it posed. During its time on the market, Vioxx
recorded more than $11 billion in sales and was used by roughly 20 million Americans.

By 2007, Merck was facing 28,000 Vioxx-related lawsuits and set up a settlement fund of $4.85 billion
for qualifying product liability claims. The Vioxx settlement fund was concluded in 2010, with 33,075
plaintiffs receiving compensation.

Had generic versions of Vioxx been available, they could have been expected to comprise 95 percent of
the market—and thus 95 percent of the liability. it could thus be assumed that generic manufacturers
would have been responsible for $4.6 billion of the 54.85 billion in settlements. Given that generic
drugs on average are 80 percent cheaper than brands, settlement costs would have dwarfed sales,

While Vioxx was on the market, it generated annual sales of $2.5 billion, but annual generic sales
would have been 20 percent of that, or about $500 million. Over the period that Vioxx was marketed,
generic manufacturers’ revenue would have been roughly $2 billion, versus Merck’s $11 billion.

Since settlement payments depended on the severity of injuries and length of time consumers took
Vioxx, a similar settlement agreement would have been necessary for generic manufacturers to settle
the same number of claims. Although the revenue generated by brands and generics differs
substantially, personal injury claims would have been the same. Thus, generics would have been
responsible for $4.6 billion in settiements for a product that generated only $2 billion in revenue.

V. CONCLUSION

In this study, we provide a conservative estimate of just one of many negative economic impacts that the
FDA’s Proposed Rule would have on generic drug manufacturers and thus patients and payors. According to
our analysis, we estimate that imposing liability risk on generic manufacturers would increase generic drug
spending by 5.4 percent. For the government, this means an increase in annual generic drug spending of
$1.5 billion, and for private payors an increase of $2.5 billion.

Contrary to the FDA’s assertion, we find that the Proposed Rule would both be an economically significant

regulatory action as defined by Executive Order 12866 and would result in an increase in expenditures far in

excess of the $141 million threshold set forth by Section 202(a) of the Unfunded Mandates Act of 1995.
Given that pharmaceutical spending is expected to rise, the economic impact of the Proposed Rule will only
increase in significance.

11
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{ ,,/(ﬁ DEPARTMENT OF HEALTH AND HUMAN SERVICES
o,

Y

Food and Drug Administration
Stiver Spring MD 20893

The Honorable Kevin Yoder JAN 2 9 708
House of Representatives
Washington, DC 20515

Dear Representative Yoder:

Thank you for your letter of September 20, 2013, cosigned by Representatives Valadao and
Nunnelee, requesting information on the Food and Drug Administration’s (FDA or the Agency)
proposed regulatory changes being considered regarding the labeling of generic drugs. In your
letter you expressed concern that the proposed changes might undermine a uniform Federal
standard for drug labeling and ultimately affect public safety. We share your concern for public
safety.

You specifically requested information related to:

e FDA's notice of proposed rulemaking (NPRM), which would "create parity between"
generic and branded drugs (See RIN: 0910-AG94)

® A 2011 citizen petition (Docket Number FDA -2011-P-0675), which was filed with FDA
seeking such a change

e FDA's recommendation to the Solicitor General related to the recently filed briefin the
United States Supreme Court, (Mual Pharmaceutical Co. v. Bartlett, 133 8.Ct. 2466
(2013)), which stated that "FDA is considering a regulatory change that would allow
generic manufacturers, like brand-name manufacturers, to change their labeling in
appropriate circumstances."”

FDA issued the proposed rule Supplemental Applications Proposing Labeling Changes for
Approved Drugs and Biological Products,’ If finalized, the rule would allow generic drug
manufacturers, like brand name manufacturers, to independently update product labeling to
reflect certain newly acquired safety information as part of the drug manufacturer’s independent
responsibility to ensure that its product labeling is accurate and up-to-date. We have attached the
proposed rule for your further review.

FDA also issued a response to a citizen petition submitted by Public Citizen on generic drug
labeling changes. The petition requested, among other things, that FDA amend its regulations to
authorize generic drug manufacturers to revise their product labeling in a manner that differs
from the corresponding brand drug through submission of a changes being effected supplement
or a prior approval supplement. FDA granted the petition in part and denied the petition in part
because the proposed rule, if finalized, would address some (but not all) of the petitioner’s
requests. The petition also requested that FDA amend the regulations to clarify that all generic

! See the Federal Register, Vol. 78 p. 67985, November 13,2013,
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drug manufacturers are required to report safety concerns to FDA as soon as they become aware
of a clinically significant hazard. FDA denied this request because the current regulations
already require such reporting and clearly apply to generic drug manufacturers.

The U.S. Supreme Court decided in Pliva, Inc. v. Mensing, 131 8.Ct. 2567 (2011) (Mensing) that
state law tort claims against a generic drug manufacturer for failure to provide an adequate
warning in product labeling were preempted by Federal labeling requirements for generic drugs.
The Supreme Court did not adopt the position that the Federal government advocated in
Mensing. At the request of the Supreme Court, the government filed an amicus brief in that case,
addressing the issue of generic preemption. In that brief, the government stated its view that
failure-to-warn claims against generic drug manufacturers were not categorically preempted
because—although generic manufacturers currently may not make unilateral changes to the
labeling—generic manufacturers can and must bring safety labeling information to FDA’s
attention and seck a labeling change when appropriate. However, the Supreme Court held that it
was impossible for generic manufacturers to comply with both state and Federal law because
they could not independently change their labeling under Federal law to accomplish what the
Court found that state law required.

The Supreme Court’s decision in Mensing prompted FDA to evaluate its current regulations.
This decision, as well as the recent decision in Mutual v. Bartlert, may alter the incentives for
generic drug manufacturers to comply with current statutory and regulatory requirements to
conduct robust postmarket surveillance, evaluation, and reporting and to ensure that their product
labeling is accurate and up-to-date. In the current marketplace, approximately 80 percent of
dispensed drugs are generic drugs, and brand name drug manufacturers may discontinue
marketing after generic drug entry. FDA believes it is time to provide generic drug
manufacturers with the means to independently update their product labeling to reflect data
obtained through postmarket surveillance, even though this will result in temporary labeling
differences among products.

All drug and biologics manufacturers—generic as well as brand name—have an ongoing
obligation to ensure their product labeling is accurate and up-to-date. The proposed rule would
amend FDA’s regulations to revise and clarify procedures for application holders to change the
labeling of an approved drug or biologic to reflect certain types of newly acquired safety-related
information in advance of FDA’s review of the change. If this proposed rule is finalized, it
would help ensure that health care professionals and the public have access to the most current
safety information on the medications they use.

With respect to your request for a description of the resources expended on the proposed rule,
this issue, and the proposed rule, involved complex legal and policy issues that required the
active engagement of the Center for Drug Evaluation and the Center for Biologics Evaluation
and Research as well as the Office of Chief Counsel and offices within the Office of
Commissioner. As with other proposed rules, Executive Order 12866 required an analysis of
impacts. Processing of the Federal Register document also involved staff time and resources.

‘With respect to your request for “a detailed listing of any non-government parties the FDA has
met with regarding the proposal referenced in the Supreme Court brief and in the NPRM,” FDA
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generally declined requests for meetings related to this issue pending publication of the proposed
rule. Other than through review of the petition described above and of the comments on the
petition and of correspondence from members of Congress and the public, FDA did not consult
with outside parties. While FDA generally does not participate in a dialogue during the
development of proposed rules, there are occasions when FDA staff will participate in a listen-
only session with interested parties. FDA’s Chief Counsel and others met with Ms. Rooney
{American Association for Justice), Mr. Forscey, and Mr. Blizzard on February 15, 2013, This
information is publicly available at

http://www.fda gov/NewsEvents/MeetingsConferencesWorkshops/PastMeetingsWithFDAOffici
als/ucm340246.htm

The proposed rule issued on November 13, 2013, provides an opportunity for the public to
submit comments on FDA’s proposal to the public docket established for this rulemaking, and
the comment period is being extended until March 13, 2014, We encourage you and other
interested parties to review the proposed rule and submit comments to the public docket at
www.regulations.gov established for this rulemaking (Docket No. FDA-2013-N-0500).

Thank you, again, for contacting us concerning this important matter. Please let us know if you
have further questions. This letter also has been sent to your cosigners.

Sificedely,

Walter S. Harris, MBA, PMP
Deputy Commissioner of Operations and
Chief Operating Officer
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Margaret A. Hamburg, MD
Commissioner of Food and Drugs
U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993

March 12, 2014

Dear Dr. Hamburg,

Generic medicines are the backbone of America’s pharmaceutical market, bringing trillions of dollars in savings
for patients and the health care system, and fueling competition and innovation. Patient, physician, pharmacist
and payor access to generic medicines rests on the foundation of the Food and Drug Administration’s (FDA's)
approval of generic medicines as scientifically equal to the brand medicine in drug safety, efficacy and quality.
However, the FDA's Proposed Rule on generic labeling could result in multiple versions of labels for the same
medicines, which in turn may create uncertainty throughout the drug supply chain,

We fully support a streamiined, efficient process for updating safety information regarding the use of
pharmaceutical products for health care practitioners and the general public. However, the Proposed Rule
includes revisions to regulations governing generic drugs with respect to both when and how a labeling change
would be required that could have unintended negative consequences. For example, the proposed rule creates
the regulatory framework whereby multiple, different labeling, including different warnings, can simultaneously
exist in the marketplace for multiple generic versions of a drug. This would be inconsistent with FDA's
longstanding, unwavering emphasis on consistency in drug labeling and potentially confusing for heaith care
professionals.

As drafted, this Rule also would burden consumers, taxpayers, large and small businesses, and state and federal
governments with billions of dollars in increased costs for generic medicines,

A new report by Matrix Global Advisors highlights the significant economic repercussions of this Proposed Rule:
s The Proposed Rule could be expected to increase spending on generic drugs by $4 billion per year (or
5.4 percent of generic retail prescription drug spending in 2012},
e Of this, government health programs could pay an additional $1.5 billion, and private health insurance,
$2.5 biflion for generic drugs.

The Proposed Rule also may expose pharmacists, physicians, generic drug manufacturers and others in the
health care system to substantial new tort liability costs; these, in turn, would require generic manufacturers to
adjust prices to stay in business, withdraw products, or decline to launch new affordable versions of brand
medicines. This would have a chilling effect on the ability of generic manufacturers and others in the
pharmaceutical supply chain to provide affordable medicines to millions of Americans and people across the
globe. This is the opposite effect that was intended with the advent of generic medications.
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As principals in the health care system, manufacturers must make certain that life-saving medicines include
accurate, up-to-date labels for providers, prescribers, caregivers and patients. As a matter of public policy, any
proposal to significantly change prescription drug labeling impacts an array of healthcare stakeholders beyond
manufacturers ~ including patients, pharmacists, providers, distributors, group purchasing organizations, and
employers.

The FDA and others need to fully explore the potential unintended consequences that the Rule may have on
patient access and national health care costs. Permitting labeling changes for generic drugs without FDA
approval counters 30 years of law requiring generic and brand medicines to have the same labels.

We believe that simple changes to the proposed rule can achieve all of FDA’s objectives related to efficient
communication of important safety information. At this critical juncture, we look forward to working with you,
and all stakeholders to identify a course of action that does not put patient safety or patient savings at risk,

Sincerely,

Academy of Managed Care Pharmacy (AMCP)
American Association of Colleges of Pharmacy {AACP}
American Pharmacists Association {APhA)

American Society of Health-System Pharmacists (ASHP}
Amerinet

Amerisource Bergen

Cardinal Health

Cardiovascular Research Foundation (CRF)

CVS Caremark

Express Scripts

H, D. Smith

Healthcare Distribution Management Association {(HDMA)
Healthcare Supply Chain Association (HSCA)

Innovatix

McKesson Corp.

MedAssets

National Association of Chain Drug Stores {NACDS}
National Coalition on Health Care (NCHC)

Novation

Pharmaceutical Care Management Association (PCMA)
Premier Healthcare Alliance

Rite Aid

Walgreens

Waimart
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The labels on generic drugs

Editorial
The FDA should take the lead on making drug-warning labels consistent.
March 12, 2014By The Times editorial board

When Congress gave generic drugmakers a shortcut onto the market 30 years ago, it required them to provide
the same warnings as the brand-name medicines they were copying. Two recent Supreme Court rulings applied
that stricture in an unexpected way: Even if generic drugmakers learned of a new side effect, they could not be
expected to warn about it unless and until the brand-name drug did. In response, the Food and Drug
Administration has proposed a rule to let generic makers add new warnings unilaterally — and allow them to
be sued if they don't. One problem with the rule, though, is that it runs counter to the law, which still requires
uniform labeling.

When drug manufacturers learn about a bad reaction to one of their products, they have to report it to the FDA
— within 15 days if it's serious, less rapidly if it's not — so the agency can decide whether to change the drug’s
warning label. Brand-name drugmakers have the power to add new wamings temporarily while waiting for the
FDA to approve a new label, and to alert physicians about the risk. But the FDA had previously barred generic
manufaciurers from taking such steps, and the Supreme Court held in 2011 and 2013 that injured patients
couldn't sue them for selling unreasonably dangerous products as long as their labels were the same as those on
the branded versions.

Fearing that the rulings left generic manufacturers with little incentive to monitor the safety of their products,
the FDA has proposed to reverse its stance and allow all drug makers to add temporary warnings without the
FDA's approval. The goal is the right one: to make sure doctors and patients are adequately warned about
newly discovered risks as soon as possible.

The agency's good intentions, however, don't outweigh the fact that the law doesn't allow generic drugs’ labels
to vary from the brand-name equivalents'. Allowing each manufacturer of a generic drug to alter its label
unilaterally would result in supposedly identical drugs carrying different warnings. That's not only confusing,
it would be counterproductive if consumers gravitated away from the generics that carried more daunting —
but more up-to-date — warnings.

The FDA is in an awkward position, having relied on manufacturers to take the lead in monitoring drugs after
they're approved. But the agency doesn't have the authority to rewrite the 1984 law to give generic
manufacturers the same labeling responsibilities that brand-name manufacturers have. Besides, only the FDA
has access to all the data that the competing manufacturers compile about drug safety. It should take advantage
of its unique vantage point and find a way to update the warning labels for all versions of a drug as needed,
simultaneously.

Accessed March 31, 2014
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Congress of the Hnited States
Washington, DY 20315

January 22, 2014

Margaret A. Hamburg, M.D.
Commissioner

Food and Drug Administration
10903 New Hampshire Avenue
White Oak 32

Silver Spring, MI> 20993

Dear Commissioner Hamburg:

We write to express grave concerns regarding a regulation proposed' by the Food and Drug
Administration (FDA) that would change longstanding policy regarding the 1984 Hatch-
Waxman Act (P.L. 98-417). The proposed regulation would allow generic manufacturers to alter
an abbreviated new drug application (ANDA) label without the FDA’s prior approval. We
strongly believe that such a rule would conflict directly with the statute, thwart the law’s
purposes and objectives, and impose significant costs on the drug industry and healthcare
consumers. We respectiully request the Agency explain and reconsider this departure from
decades of settled practice.

The Hatch-Waxman Act opened the drug market to competition for the first time and effectively
created the modern generie drug industry. Over the course of the past 30 years, the generie drug
industry has gencrated trillions of dollars in heaithcare savings. The key to the success of the
Hatch-Waxman Act is the requirement for “sameness™ with the brand name drug counterpart in
all respects—including labeling.® By requiring generic drug products to be materially identical
to their brand-name counterparts, generic drugs can forego the years of costly tests and clinical
trials the branded drug already underwent, and thus offer the same drug at a lower price o
patients. For two decades FDA itself has determined that it would violate the statute if generic
manufacturers were allowed to deviate from the FDA-approved labeling of the branded drug.
Congress has also embraced this settled rule, as we have declined to change it in every food and
drug law we have passed since 1992,

'FDA, Supplementai Applicarions Proposing Labeling Changes for Approved Drugs and Biological Products-
Praposed Rule, 78 Fed. Reg, 67985 (Nov. 13, 2008).

¥ The Act requires a generic drug to have the same label, the same active ingredient, the same route of
administration, dosage, and strength, and to be bioequivalent to its brand name counterpart. Regarding the generic
drug’s labeling, the statute requires “the same as the labeling approved for the listed drug referred 10 in" the
sponsor's ANDA. FDCA §§ S0 2MAXI-(v).

YFDA, Abbreviated New Drug Application Regulations--Final Rule, 37 Fed, Reg. 17950, 17961 (Apr. 28, 1992},
FDA, Guidance for Industry: Changes o an Approved NDA or ANDA, at 24 (Apr. 2004). See also 21 C.F.R. §
314.150(b)(10) (stating that FDA approval of an ANDA will be withdrawn if the agency finds that "the labeling for
the drug product that is the subject of the abbreviated new drug application is no longer consistent with that for the
listed drug,”™).
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The proposed rule undermines this sameness requirement by allowing generic drug
manufacturers to unilaterally revise their safety-related labeling upon submission to the FDA of a
“changes being effected” (CBE-0) supplement including the newly acquired information the
company belicves warranted the changes.” After the CBE-0 supplement is submitted, the FDA
will evaluate the underlying information submitted, along with other relevant safety data the
agency has compiled, and decide whether to officially approve the same labeling changes for the
branded product. If approved, all other generics on the market would have 30 days to revise
their labeling accordingly. Therefore, muitiple FDA-approved, therapeutically equivalent
products wil} at least temporarily be permitted to have different safety-related labeling prior to
the FDA determining whether such changes are adequately tailored or warranted at all.

FDA’s proposed rule is not only inconsistent with the sameness requirement in the text of the
Hatch-Waxman Act, it also threatens to undermine the law’s purpose. As the FDA itself has
recognized, “Consistent labeling will assure physicians, health professionals, and consumers that
a generic drug is as safe and effective as its brand-name coumcrpauft"’S Allowing generic
manufacturers to unilaterally change their labeling means potentially dozens of drugs that are
chemically and biologically identical might nonetheless bear different safety information,
confusing patients and prescribers alike. The labeling on the generic products should be
identical to the labeling on the branded product so providers and patients are comfortable with
the risks and benefits of the product they are using regardless of the name of the company on the
bottle or vial,

The Hatch-Waxman law strikes a very important balance between protecting valuable incentives
for research and innovation while also encouraging competition in the market. The proposed
rule could change that balance and increase the cost of generic and branded drugs. The proposed
rule would require generic manufacturers to comply with the new labeling rules without access
to the innovator’s clinical trial data or the FDA’s files, and thus manufacturers cannot possibly
know whether the FDA has considered or rejected prior labeling changes. This could result in
costly, duplicative testing. Moreover, FDA acknowledges that the proposed rule could increase
manufacturer exposure 1o state tort lawsuits. These costs could be in the billions, and surcly will
be passed on to the consumer in the form of higher prices. However, the proposed rule estimates
the annual cost to be between $4,237 to $25,852. No cxplanation is given as to how the FDA
derived such a low estimate.

To assist the Committee(s) in better understanding the decision making process that led to this
proposed rule and to determine whether there are better ways of ensuring patients and providers
have timely access to consistent drug safety information, please provide answers to the following
questions by no later than February 5, 2014:

1. For the period of time after a generic drug has submitted a CBE-0-supplement, please
explain how the generic drug’s label will be “the same as the labeling approved for the

4 Currently, a generic drug manufacturer can only use the CBE-0 supplement process to make changes to its fabeling
in conformance with the FDA-approved labeling of the branded product.
*57 Fed. Reg, at 17961,
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6.

requirements included in sections S0S()2XAXi)-(v) of the Hatch-Waxman Act extend
beyond the date of approval?

Please explain the benefit of having proposed label changes published on a public
website before FDA consideration, undermining FDA's current role as the gatekeeper
and deciding authority for changes (o a drug’s label.

Pleasc provide the names of any executive branch employees outside the FDA who were
involved in the decision to proceed with this proposed rule or who participated in drafling
or reviewing it.

What is FDA's policy on when an adverse event needs to be listed on the label? Are there
standards around the prevalence or severity of the adverse cvent that are necessary before
it rises to a labeling change?

What is the expected cost to the FDA to review the CBE-0 submissions in a timely
manner and establish and update the website, and from where does the FDA propose
drawing resources to meet these costs? How will the agency prioritize submissions and
what is the estimated time of review?

Please describe in detail how FDA arrived at the estimated cost of the rule of $4,237 to
$25.852 per year and estimates it will receive 20 CBE-0 supplements annually from
approximately 15 ANDA holders. Please explain how the agency derived these
estimates. Did FDA conduct any analysis of how long it takes a manufacturer to prepare
a CBE supplement and how much it costs? Did FDA conduct any analysis of what it will
cost manufacturers (o institute new procedures for monitoring safety and effectiveness of
drugs? Did FDA conduct any analysis of the effect the proposed rule will have on drug
prices? Please provide all documents and communications regarding the cost-benefit
analysis.

Generie drug manufacturers can currently proposc labeling changes with FDA as a result
of newly acquired safety information. Please provide statistics for how many times this
is done in comparison to brand name manufacturers and the current causes of any delay
when using that process. Please provide any evidence that would indicate generic drug
manufacturers are not submitting required adverse event reports or otherwise not meeting
their post-market surveillance requirements

The proposed rule notes a 2010 study of FDA safety-related drug labeling changes that
found the median time from initial approval of the drug produet to label change was 11
years. Pleasc provide this study and all supporting documentation to the Committee(s).
Please also provide statistics showing how long it takes FIDA to make a decision once a
label change is suggested,

Please explain why the prior approval supplement process alone cannot be used
effectively to change generic and brand drug labels, and the current causes of any delay
when using that process. Pleasc provide any cvidence that would indicate generic drug
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manufacturers are not updating their Jabel upon FDA approval of a change to the label of
the reference brand drug.

10. As an alternative approdch, did the FDA consider permitting generic drug manufacturers
to use a modified CBE process by which the agency has an opportunity to assess a
proposed labeling change before introducing it into the market? What does the agency
believe would be the pros and cons of using this approach as opposed to the CBE-07 Did
the agency conduct a cost benefit analysis of such an approach?

11. Did the agency consider the impact the proposed rule would have on over-the-counter
(OTC) drugs? If so, please submit any such analysis and explain how FDA envisions the
proposed regulation applying to OTC drugs.

A number of processes already exist through which generic drug manufacturers can share new
safety information and propose a label change to FDA without disrupting the market. If the
agency believes those methods are inadequate, it cannot simply ignore written statute. FDA has
an obligation to share those concerns with Congress and work together on a legislative solution,

Thank you for your prompt consideration of this important matter. If you have any questions,
please have your staff contact Stacy Cline or Grace Stuntz with the Health, Education, Labor,
and Pensions Committee at (202) 224-6770 and John Stone, Paul Edatte! or Carly McWilliams
with the Encrgy & Commerce Committee at (202) 225-2927.

Sincerely,
Lamar Alexander Fred Upton )
Ranking Member Chairman
Health, Education, Labor Energy and Commerce Committee

and Pensions Committee

Heet & 4 (Vs Db —

Michael B. Enzi L Marsha Blackburn
United States Senator Member of Congress
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD 20893

The Honorable Joseph R. Pitts FEB 26 201
House of Representatives
Washington, D.C. 20515-3816

Dear Mr. Pitts:

Thank you for your letter of January 22, 2014, cosigned by several of your colleagues, to
the Food and Drug Administration (FDA or the Agency), expressing concern with the
proposed rule, “Supplemental Applications Proposing Labeling Changes for Approved
Drugs and Biological Products,” published in the Federal Register on November 13,
2013, and available online at htp:/ifederalregister.gov/a/20113-26799. 1 should
emphasize at the outset that this is a proposed rule and that FDA will be receiving
comments on the proposal until March 13 of this year. We will consider those comments
carefully and, as with any proposed rule, it is of course possible that FDA might adopt an
alternative regulatory approach or that the final rule may differ in some respects from the
proposal to reflect points made in the comments. We appreciate your interest in this
matter.

We have restated each of your questions below in bold, followed by FDA's responses.
Because we have a pending proposed rule concerning these issues, our responses are
limited, reflecting statements made publicly in the preamble to the proposed rule.

L For the period of time after a generic drug has submitted a CBE-0
supplement, please explain how the generic drug’s label will be “the same as
the labeling approved for the [brand name] drug” as required by the Hatch

Waxman Act? Do the requir ts included in secti
SO5(H2HA)H-(v) of the Hatch Waxman Act extend beyond the date of
approval?

At the time of FDA's adoption of the generic drug regulations in 1992, which included
the current rules relating to generic drug labeling, FDDA believed it was important that
product labeling for the reference listed drug (RLD or brand drug) and any generic drugs
be the same to assure physicians and patients that generic drugs were, indeed, equivalent
to their RLD. However, as the generic drug industry has matured and captured an
increasing share of the market, tension has grown between FDA’s requirement that a
generic drug have the same labeling as its RLD, which facilitates substitution of a generic
drug for the prescribed product, and the need for an abbreviated new drug application
{ANDA) holder to be able to independently update its labeling as part of its independent
responsibility to ensure that the labeling is accurate and up to date.
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In the current marketplace, approximately 80 percent of drugs dispensed are generic and,
as we have leamed, brand drug manufacturers may discontinue marketing after generic
drug entry. FDA believes it is time to provide ANDA holders with the means to update
product labeling to reflect data obtained through post-market surveillance, even though
this may result in temporary labeling differences among products while FDA reviews the
proposed labeling change. During its review of a generic drug manufacturer’s changes
being effected (CBE-0) supplement, FDA would consider submissions by the brand drug
manufacturer and other generic drug manufacturers related to the safety issue and
determine whether the labeling update is justified and whether modifications are needed.
FDA would make an approval decision on proposed labeling changes for the generic drug
and the corresponding brand drug at the same time, so that brand and generic drug
products have the same FDA-approved labeling.

The proposed rule would likely reduce the variation between brand and generic drug
labeling that currently takes place. Under current regulations, only brand drug
manufacturers can independently update product labeling with certain newly acquired
safety information and distribute revised labeling, before FDA reviews or approves the
labeling change, by submitting a CBE-0 supplement. Under the current regulation, FDA
generally has advised that a generic drug manufacturer may use the CBE-0 supplement
process only to update its product labeling to conform to the FDA-approved labeling for
the corresponding brand drug or to respond to FDA’s specific request to submit a labeling
change through the CBE-0 process. Accordingly, while FDA reviews a brand drug
manufacturer’s CBE-0 supplement, there currently is a difference between the brand drug
labeling and generic drug labeling. Once FDA approves a change to the brand drug
labeling, the generic drug manufacturer is required to revise its product labeling to
conform to the approved labeling of the corresponding brand drug. FDA advises that this
update should occur at the very earliest time possible; however, FDA has determined that
there is often a delay, of varying lengths, between the date ont which revised brand drug
labeling is approved and the date on which the generic drug manufacturer submits such
labeling updates.

The proposed rule, if finalized, generally would reduce the time in which all generic drug
manufacturers make safety-related labeling changes by requiring generic drug
manufacturers to submit conforming labeling changes within a 30-day time frame. Please
see response to Question 9, for additional information on FDA’s examination of the time
between approval of an NDA holder’s labeling change to include a new boxed warning
and submission of the ANDA holder’s labeling supplement for conforming changes.

2. Please explain the benefit of having proposed label changes published on a
public website before FDA consideration, undermining FDA’s current role as
the gatekeeper and deciding authority for changes to a drug’s label.

If finalized, this rule would help ensure that health care practitioners and the public have
access to the most current drug safety information, which may be used to inform
treatment decisions based on the balance of potential benefits and risks of the drug
product for each patient. The need to promptly communicate certain safety-related
labeling changes based on newly acquired information is the basis for the “changes being



116

Page 3 — The Honorable Joseph Pitts

effected” exception to the general requirement for FDA approval of revised labeling prior
to distribution. Allowing generic drug manufacturers 1o update product labeling through
CBE-0 supplements in the same manner as brand drug manufacturers supports FDA's
public health mandate and, as discussed below, does not undermine FDA’s authority to
decide on whether a labeling change proposed in the CBE-0 supplement should be
approved.

The proposed FDA Web page would provide information about pending CBE-0
supplements for safety-related labeling changes, including but not limited to: the active
ingredient, the trade name (if any), the application holder, the date on which the
supplement was submitted, a description of the proposed labeling change and source of
the information supporting the proposed labeling change (e.g., spontaneous adverse event
reports, published literature, clinical trial, epiderniclogic study), a link to the current
labeling for the drug product containing the changes being effected, and the status of the
pending CBE-0 supplement {e.g., whether FDA is reviewing the proposed labeling
change, has taken an action on the CBE-0 supplement, or has determined that the
supplement does not meet the criteria for a CBE-0 supplement).

1t is expected that a valid safety concern regarding a generic drug product also would
generally warrant submission of a supplement for a change to the labeling by the
corresponding brand drug manufacturer, as well as other generic drug manufacturers.
The CBE-0 supplements would remain posted on FDA's Web page until FDA has
completed its review and issued an action letter. If the CBE-0 supplement is approved,
the final approved labeling will be made available on the proposed FDA Web page
through a link to FDA's online labeling repository at htrp:/labels fda.gov. After an
adequate time period to communicate FDA's decision regarding approval of the CBE-0
labeling supplements and to facilitate submission of conforming CBE-0 supplements by
other application holders, as appropriate, the original entry on FDA's Web page would be
archived. Approved labeling would continue to be available at Attp:/labels fda.gov.

The proposed FDA Web page is expected to enhance transparency and facilitate public
access to new safety-related information for all products—biological products licensed
under the Public Health Service Act as well as drug products approved under the Federal
Food, Drug, and Cosmetic Act {FD&C Act). The public may subscribe to FDA’s free e-
mail subscription service to receive an e-mail message each time there is an update to this
proposed FDA Web page.

3. Please provide the names of any executive branch employees outside the FDA
who were involved in the decision to proceed with this proposed rule or who
participated in drafting or reviewing it.

In the course of developing and reviewing FDA proposed regulations, the documents go
through a standard clearance review with the Department of Health and Human Services
and the Office of Management and Budget, as was the case here.
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4. What is FDA’s policy on when an adverse event needs to be listed on the
label? Are there standards around the prevalence or severity of the adverse
event that are necessary before it rises to a labeling change?

The requirements for the content and format of labeling for human prescription drug and
biological products are described in FDA’s regulations (see 21 CFR 201.56, 201.57, and
201.80; see also the final rule “Requirements on Content and Format of Labeling for
Human Prescription Drug and Biological Products” (71 FR 3922, January 24, 2006)
commonly referred to as the “Physician Labeling Rule” (PLR)). FDA’s considerations
and criteria for inclusion of adverse reactions in the labeling are outlined in two of FDA’s
guidances for industry: Warnings and Precautions, Contraindications, and Boxed
Warning Sections of Labeling for Human Prescription Drugs and Biological Products ~
Content and Format; and Adverse Reactions sections of Labeling for Human
Prescription Drugs and Biological Products —~ Content and Format.

As described in FDA guidance, the WARNINGS AND PRECAUTIONS section is
intended to identify and describe a discrete set of adverse reactions and other potential
safety hazards (e.g., clinically significant drug interference with laboratory tests with
subsequent inaccurate test results) that are serious or are otherwise clinically significant
because they have implications for prescribing decisions or for patient management. To
include an adverse event in this section, there should be reasonable evidence of a causal
association between the drug and the adverse event, but a causal relationship need not
have been definitively established. The BOXED WARNING is ordinarily used to
highlight for prescribers those adverse reactions that are so serious in proportion to the
potential benefit from the drug that it is essential that they be considered in assessing the
risks and benefits of using the drug; or those adverse reactions that can be prevented or
reduced in frequency or severity by appropriate use of the drug. Boxed warnings are
most likely based on observed serious adverse reactions, but there are instances when a
boxed warning based on an anticipated adverse reaction would be appropriate.

Adverse reactions that occur with the drug and with drugs in the same pharmacologically
active and chemically related class, if applicable, are listed in the ADVERSE
REACTIONS section of labeling. FDA’s regulations require a separate list for adverse
reactions identified from clinical trials and those identified from spontaneous reports after
a drug has been marketed. Various factors such as seriousness, severity, frequency, and
strength of causal association are used in determining which adverse reactions to include
in the ADVERSE REACTIONS section and in characterizing those reactions. Typically,
adverse reactions for a given drug will have varying clinical significance (ranging from
serious to minor) and certain adverse reactions that have relatively serious clinical
implications will be discussed, often in greater detail, in other sections of labeling (e.g.,
WARNINGS AND PRECAUTIONS).

The PLR and guidances are available at
http:/rwvew fda. gov Drugs/GuidanceCompliance Regulatorylnformation/LawsActsandRul

es/uem084159.him

Htpiwww fida. govidownloads/ Drugs/Guidances/uem075096.pdf
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http./twww, fda, gov/downloads/Drugs/Guidance Compliance Regulatorylnformation/G
widunces/uemQ75037. pdf.

5. What is the expected cost to the FDA to review the CBE-0 submissions in a
timely manner and establish and update the website, and from where does
the FDA propose drawing resources to meet these costs? How will the
agency prioritize submissions and what is the estimated time of review?

In the Preliminary Regulatory Impact Analysis, the Agency made assumptions regarding
the number of safety-related labeling changes that will be submitted in CBE-0
supplements. These assumnptions were necessary due to the uncertainty about how the
proposed rule will alter industry behavior. We assumed that FDA would receive all
reports of adverse events required to be submitted and that all drug labeling is eventually
updated to reflect important drug safety information, either through a CBE-0 supplement
or a prior-approval supplement. We did not estimate the cost to FDA to review a CBE-0
submission, because we view any labeling change initiated by an ANDA holder fora
generic drug (rather than a new drug application (NDA) holder for a brand drug) asa
transfer across time instead of a change in net cost. Thus, it is a resource-neutral transfer
within FDA,

In the Preliminary Regulatory Impact Analysis, we conclude, based on consultations with
IT and Communication specialists within FDA, that the creation and maintenance of the
Web page devoted to providing information on the CBE-0 supplements for safety-related
labeling changes for ANDAs, NDAs, or biologics license applications (BL.As) that are
pending FDA action would be routine for FDA staff and would use already established
resources. Therefore, we did not include costs to FDA to create or maintain the Web
page in the analysis. We acknowledge, however, that if additional resources are needed,
the burden to FDA could be between $5,000 and $10,000 to create the page in the first
year. We estimate the maintenance burden to be an additional $6,500 to $13,000 per
year.

The Agency intends to assess and enhance current procedures for coordinating review of
submitted CBE-0 supplements by the relevant review offices to ensure that the proposed
labeling changes are acted on in a timely manner, as resources allow. In general, with
regard to drug safety issues, FDA prioritizes among these based on factors that include,
but are not limited to, the seriousness of the risk; the estimated size of the population
exposed to the risk of the drug; the suspected frequency of harm to patients exposed to
the drug; the context of the drug’s use; the quality of the data suggesting the risk; and the
plausibility of a causal relationship between the drug and the risk. FDA anticipates that
these and/or similar factors will be considered when prioritizing among the CBE-0
supplement submissions.

6. Please describe in detail how FDA arrived at the estimated cost of the rule of
$4,237 to $25,852 per year and estimates it will receive 20 CBE-0
supplements annually from approximately 15 ANDA holders. Please explain



119

Page 6 ~ The Honorable Joseph Pitts

how the agency derived these estimates. Did FDA conduct any analysis of
how long it takes a manufacturer to prepare a CBE supplement and how
much it costs? Did FDA conduct any analysis of what it will cost
manufacturers to institute new procedures for monitoring safety and
effectiveness of drugs? Did FDA conduct any analysis of the effect the
proposed rule will have on drug prices? Please provide all documents and
communications regarding the cost-benefit analysis.

The estimates are fully explained in the Preliminary Regulatory Impact Analysis
htup:ifeww fda.govidownloads/abowtfda/reportsmanualsforms/reports/economicanalyses/
uein3 75128 pdf and in the Paperwork Reduction Act of 1995 section of the proposed rule,
hitp:ivww. gpo. govifdsysipkg/FR-2013-11-13/pdf/2013-26799.pdf, at pp. 67996-97.

7. Generic drug manufacturers can currently propose labeling changes with
FDA as a result of newly acquired safety information. Please provide
statistics for how many times this is done in comparison to brand name
manufacturers and the current causes of any delay when using that process.
Please provide any evidence that would indicate generic drug manufacturers
are not submitting required adverse event reports or otherwise not meeting
their post-market surveillance requirements.

FDA cannot readily identify recent examples in which a generic drug manufacturer
contacted FDA to propose labeling changes as a result of newly acquired safety
information related to the active ingredient. Accordingly, we cannot provide the
requested statistics.

We do wish to clarify that the proposed rule focuses on the obligation to update labeling
to reflect newly acquired information, not on the legal duties to report adverse drug
events to FDA or more generally to meet post-market surveillance requirements
associated with adverse event reporting obligations. The proposed rule neither cites nor
is based on evidence that generic drug manufacturers are not submitting to FDA required
reports of spontaneous adverse event reports that they receive.

Brand and generic drug manufacturers currently have the same requirements for
developing written procedures for the surveillance, receipt, evaluation, and reporting of
post-marketing adverse drug experiences to FDA. All drug manufacturers (both brand
and generic) must promptly review all adverse drug experience information obtained or
otherwise received from any source, including published literature, and comply with
applicable reporting and recordkeeping requirements. Reporting requirements include
submission of 15-day alert reports for serious and unexpected adverse drug experiences,
periodic reports, an annual report (including a brief summary of significant new
information from the previous year that might affect the safety, effectiveness, or labeling
of the drug product, and a description of actions the applicant has taken or intends to take
as a result of this new information) and, if appropriate, proposed revisions to product
labeling.

8. The proposed rule notes a 2010 study of FDA safety-related drug labeling
changes that found the median time from initial approval of the drug
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product to label change was 11 years. Please provide this study and all
supporting documentation to the Committee(s). Please also provide statistics
showing how long it takes FDA to make a decision once a label change is
suggested.

The 2010 FDA study, “Evaluation of FDA Safety-Related Drug Label Changes,” was
reported in Pharmacoepidemiology Drug Safety {vol. 22, pp. 302-302, 2013) and is
enclosed for your reference,

The Agency relied on the publicly available FDA MedWatch website to obtain a
comprehensive list of approved safety-related labeling changes, including drug name,
safety issue, and sections of the drug label that were modified between January 1, 2010,
and December 31, 2010.

The data to calculate median time to a label change relative to product approval was
obtained by retrieving the product approval date and the date of the labeling change for
each drug from FDA databases.

The published manuscript of the study contains the basic data and the analyses. Our
finding that the median time from approval to a safety-related labeling change in 2010 of
11 years is consistent with that of independent researchers (see Moore TJ, Singh S,
Furberg CD. The FDA and New Safety Warnings. Arch Intern Med 2012; 172: 78-80).
As we note in the manuscript:

A recent paper by Moore et al. on 2009 FDA safety warnings found (i)
adverse event reports were the most frequent evidence source that
supported new regulatory actions and boxed warnings and (ii) the median
time from approval to major safety-related regulatory action was 11
years.[] Although Moore et al. reviewed only boxed warnings, warnings,
and contraindications for 2009 data and excluded some safety-related
regulatory actions and OTC drugs, their findings regarding evidence
sources were consistent with our more comprehensive anatysis of the data
in 2010,

It is important to note that the focus of the FDA study was to characterize the types of
drug safety data sources that give rise to post-market safety-related label changes
(adverse event reports, clinical trials, observational studies, etc.). It was not to find out
the median time from initial approval of a drug product to a label change for all drug
products, or a first-time label change for the products reviewed. The 11 years was
applicable only to the drug products reviewed in this study.

Because this was a cross-sectional study (i.e., it examined all label changes in calendar
year 2010) and not a longitudinal study, the median time to a label change presented in
the manuscript is not the median time to the first safety-related labeling change, which
may have occurred earlier than the year 2010; this study was just looking at the label
changes occurring in 2010. Similarly, it is not a measure of how long it took the
company to implement the labeling change. We did not collect information that would
allow us to make these measurements.
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At this time, we do not have readily available statistics showing how long it takes FDA to
make an approval decision on a labeling change proposed in a supplement. In general,
FDA aims to review and take action on a supplement submitted by the application holder
{or a proposed labeling change within 180 days of receipt of the supplement (see
regulatory review goals described in 21 CFR 314.100). In certain circumstances, FDA
may require certain drug and biological product application holders to make safety-
related labeling changes based on new safety information that becomes available after
approval (see section 505(0)(4) of the FD&C Act). Section 505(0)(4) of the FD&C Act
imposes time frames for application holders to submit and for FDA staff to review such
changes. and gives FDA new enforcement tools to bring about timely and appropriate
safety labeling changes.

9. Please explain why the prior approval supplement process alone cannot be
used effectively to change generic and brand drug labels, and the current
causes of any delay when using that process. Please provide any evidence
that would indicate generic drug manufacturers are not updating their label
upon FDA approval of a change to the label of the reference brand drug,

The need to promptly communicate certain safety-related labeling changes based on
newly acquired information is the basis for the “changes being effected” exception to the
general requirement for FDA approval of revised labeling prior to distribution.

Currently, if a generic drug manufacturer believes that newly acquired safety information
should be added to drug product labeling, it must provide supporting information to FDA,
and FDA determines whether labeling for both the brand and generic drugs should be
revised, which results in a delay in updating generic drug labeling and getting new
information to prescribers and patients, FDA’s proposed revisions to its regulations, if
finalized, would enable generic drug manufacturers to update product labeling promptly
to reflect certain types of newly acquired information related to drug safety.

FDA examined new boxed warnings approved during the 2009-2010 time period and
found that the time between approval of the NDA holder’s labeling change and
submission of the ANDA holder’s labeling supplement for conforming changes varies,
and the majority of ANDA supplement submissions occur after 30 days. ! Roughly half
(30 of 61)* of the ANDA supplement submissions for a boxed warning labeling change
occurred over 100 days after the NDA’s labeling change FDA had approved. ANDA
holders currently are advised to submit a CBE-0 supplement to revise product labeling to
conform to an approved revision to the reference listed drug’s labeling “at the very

' Boxed warning labeling changes were the only labeling changes in this review because they represent the
strongest labeling changes and we would expect to see the guickest changes to labeling by ANDA holders

once the NDA holder’s labeling has been changed to reflect the new boxed warning. This is the same time

period from which the baseline conditions in the Preliminary Regulatory Impact Analysis are drawn.

2 Qur sample includes 61 approved CBE-0 supplements for changes to the boxed warning of brand drugs
for which there was a marketed generic drug at the time of the approved labeling change. Of the 61, there
were only seven times where an ANDA holder submitted a labeling supplement to FDA for conforming
labeling revisions to the boxed warning within 30 days of the approval of the labeling change supplement
submitted by the NDA holder.
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earliest time possible” (see guidance for industry on “Revising ANDA Labeling
Following Revision of the RLD Labeling” (2000)). The proposed rule would require
ANDA holders to submit their revised labeling within 30 days of FDA’s posting of the
approval letter for the RLD’s labeling change on its website.

10.  As an alternative approach, did the FDA consider permitting generic drug
manufacturers to use a modified CBE process by which the agency has an
opportunity to assess a proposed labeling change before introducing it into
the market? What does the agency believe would be the pros and cons of
using this approach as opposed to the CBE-0? Did the agency conduct a cost
benefit analysis of such an appreach?

FDA considered several alternatives that would allow certain requirements of the
proposed rule to vary, such as proposing a new category of supplements for certain
labeling changes being effected in 30 days. However, FDA proposed the regulatory
change that it believes would most likely benefit the public health by improving
communication of important drug safety information to health care professionals and
consumers. Allowing generic drug manufacturers to update product labeling through
CBE-0 supplements in the same manner as brand drug manufacturers may improve
communication of important, newly acquired drug safety information to prescribing
health care professionals and the public. FDA has noted that the U.S. Supreme Court’s
decision in Pliva v. Mensing alters the incentives for generic drug manufacturers to
comply with current requirements to conduct robust post-marketing surveillance,
evaluation, and reporting, and to ensure that the labeling for their drugs is accurate and up
to date.

11.  Did the agency consider the impact the proposed rule would have on over-
the-counter (OTC) drugs? If so, please submit any such analysis and explain
how FDA envisions the proposed regualation applying to OTC drugs.

The proposed rule applies to over-the-counter (OTC) drug products that are approved in
NDAs and ANDAs, but does not apply to OTC drug products marketed under an OTC
monograph. The Agency considered the impact that the proposed rule would have on
both prescription and OTC drug products approved in NDAs and ANDAs and on
biological products licensed in BLAs. FDA’s analysis is described in the Preliminary
Regulatory Impact Analysis, available at

http:thwww, fdu, gov/Abow FDA/Reports ManualsForms/Reports/EconomicAnalyses/defaul
thtm
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Thank you, again, for contacting us concerning this important matter. Please let us know
if you have further questions. The same letter has been sent to your cosigners.

e
Sally Howard

Deputy Commissioner
Policy, Planning, and Legislation

Sincerely,

Enclosure
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Margaret A. Hamburg, MD
Commissioner of Food and Drugs
U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993

March 14, 2014

Dear Dr. Hamburg,

The American health care system has a long history of underserving patients of color. While great strides have
been made around improving the health of racial and ethnic minority populations through the development of
health policies and programs that will help eliminate health disparities, much remains to be done. Generic
medicines are a critical part of addressing the access and economic factors which often act as barriers to health
care for these populations.

Patient, physician, pharmacist and payor access to generic medicines rests on the foundation of the
Food and Drug Administration’s (FDA's) approval of generic medicines as scientifically equal to the brand
medicine in drug safety, efficacy and quality. Disappointingly, the FDA’s Proposed Rule on Generic
Labeling, as drafted, would create substantial confusion for pharmacists, doctors, nurses, patients and
others in the health care system by allowing for multiple, different drug labels in the market for the very
same product, upending 30 years of law and regulation.

This would not only jeopardize patient safety, but as a recent economic study has shown, would also
create billions of dollars in annual increased costs for consumers, taxpayers, large and smalf businesses,
and state and federal governments. The rule would decrease patient access, impede healthcare
decisions and delivery, and make fewer generic drugs available for patients who need them most.

Recent studies have continued to raise serious concerns about the level of generic utilization among lower-
income patients about generic drugs. | The research suggests that there are cultural barriers to understanding of
generic efficacy that can lead patients to miss out on the cost-savings generic medications offer. Even more
worrying, this research shows it can lead to dangerous non-compliance. The FDA’s Proposed Rule will only add
to these challenges.

A new report by Matrix Global Advisors shows that the Proposed Rule would cause spending on generic drugs to
increase by $4 billion per year. Of this, government health programs would pay $1.5 billion, and private health
insurance, $2.5 billion. These increases would ultimately result in higher patient costs for generic medicines,
putting life-saving therapies out of reach for the most vulnerable patients.

The Proposed Rule also may expose pharmacists, physicians, generic drug manufacturers and others in the
health care system to substantial new tort liability costs; these, in turn, would require generic manufacturers to
adjust prices to stay in business, withdraw products, or decline to launch new affordable versions of brand
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medicines. This would have a chilling effect on the ability of generic manufacturers and others in the
pharmaceutical supply chain to provide affordable medicines to millions of Americans and people across the
globe. This is the opposite effect that was intended with the advent of generic medications.

The FDA and others need to fully explore the potential unintended and harmful consequences that the Rule may
have on patient access -- particularly those patient populations currently underserved by our nation’s health
care system -- and national health care costs. Inclusiveness has to be the operating principle. The FDA should
hear from providers who serve racial and ethnic minority populations who could offer expertise, experience, and
perspective.

We believe that simple changes to the proposed rule can achieve all of FDA's objectives related to efficient
communication of important safety information. At this critical juncture, we look forward to working with you,
and all stakeholders to identify a course of action that does not put patient safety or patient savings at risk.

Sincerely,

International Association of Black Professional Fire Fighters

National Alaska Native American Indian Nurses Association (NANAINA)
National Association of Hispanic Nurses

National Black Chamber of Commerce

National Black Nurses Foundation

National Coalition on Black Civic Participation

National Coalition of Ethnic Minority Nurse Associations

National Dental Association

National Minority Quality Forum

Philippine Nurses Association of America

Student National Dental Association

! Perceptions of and Barriers to Use of Generic Medications in a Rural African American Population, Alabamo, 2011 Kerl Sewell, MPH,
Susan Andreae, MPH, Elizabeth Luke, BS, Monika M. Safford, MD Preventing Chronic Disease, 2012;9
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Margaret A. Hamburg, MD
Commissioner of Food and Drugs
U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993

March 13, 2014

Dear Dr. Hamburg,

Generic medicines provide affordable, fife-saving medicines to millions of patients, and save trillions of doflars
for consumers and the health care system. Patient, physician, pharmacist and payor access to generic medicines
rests on the foundation of the Food and Drug Administration’s (FDA's} approval of generic medicines as
scientifically equal to the brand medicine in drug safety, efficacy and quality, However, the FDA’s Proposed Rule
on generic labeling could result in multiple versions of labels for the same medicines, which in turn may create
dangerous uncertainty.

As patient advocacy organizations, patient safety is our foremost concern. When it comes to labels for
prescription medicines, we have one bedrock principle: drug labels must be FDA-approved and grounded on
scientific evidence.

The FDA’s Proposed Rule on Labeling differs from current law, because for the first time since the passage of the
Hatch-Waxman Act, generic drugs could have different labeling from each other and the reference product.
Uniform safety information provides certainty for patients, doctors, pharmacists and nurses and assures all
healthcare practitioners that they can rely on consistent information to inform their decisicns and patient
conversations. Identical, FDA-approved labels underscore a critical point — once generic medicines pass through
extensive FDA review, they are proven scientifically equal to the brand medicine in terms of safety, efficacy and
quality.

By creating a framework under which one drug could have multiple different warning labels, the proposed rule
would compromise patient safety. Multiple versions of critical safety information would lead to unnecessary
confusion and uncertainty for prescribers and other healthcare professionals, with harmful consequences for
patients. Requiring generic manufacturers to make unilateral changes prior to FDA approval will lead to a flood
of unnecessary labeling changes. The exa