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Kefauver “Efficacy” FDAAA “Drug Safety” Act,
Amendments, August 1962 September 2007

sSubstantial evidence =Post-marketing risk
standard management
=Advent of well-controlled =Advent of the well-
clinical trial as the key to identified patient
FDA approval population

Thalidomide Prevention Act Thalidomide Control Act
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Introductory message to FDA staff
(May 2009)
= Praised FDA as the protector of

public safety

= The agency that kept
thalidomide off the market in

1962

= Should have said:

= FDA is the agency that
figured out a way to keep
thalidomide on the market for

11 years
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FDA Commissioner Margaret Hamburg



Janus Effect

New NDA/BLA priorities

IND NDA REMS Phase IV
Y | 7Y
é FDA Approval
i -
=Better designed NDAs/BLAsS *Mandatory Label Changes
=Redefines objective of =L ook-back safety reviews

clinical trials: find and
identify responders and
patient populations FDA sees its new mandate as
the “detection of safety
problems...and rapid response”

=Post-market surveillance

*FDA will look for post-market
control plans early in the
development cycle
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Not “YES” or “NO”

Entereg, Fentora,

How and To Whom

Onsolis

Cimzia, Banzel,
Vimpat

Mandatory Phase IV Trials

28 of 41 drugs approved in first 18 months of REMS era

Tysabri, Thalomid,
NPlate

Xenazine, Remoxy,
Embeda , Botox
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Patient-specific-monitoring, lab
tests, registries

Specialties, limited pharmacies,
hospitals only

MedGuides, Follow-up messages
for docs, DTC rules

Timelines for re-review; Safety
labeling authority

Mandatory Trials

Control is
“necessary to
ensure that the
benefits of the
drug outweigh the
risks.”

(1) “known serious risk; (2)
“signals of serious risk™; (3)
“identify an unexpected serious
risk.”
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How Big Are The Changes?

FDA

v The Search for Responders:

Even if a drug has only a 10% effect, “it
might have a rather large effectin a
fraction of the population.” There are
plenty of opportunities in early studies
to identify the responders and
incorporate that information into the
design of later-phase trials.

-- FDA CDER Deputy Director Robert
Temple

v FDA’s Role In Health Delivery

FDA plans to be "a much more active
player as part of the health care
delivery system." The agency will be
involved in "assuring that drugs are not
only safe and effective if they're used
as labeled, but that they are safe and
effective in real use and in the real
world...”

-- CDER Director of Executive Programs
Deborah Henderson
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Industry

v" A New REMS Process

BIO is already asking FDA for a schedule of
REMS topics and meetings during IND/NDA
phases: e.g. discuss patient inclusion and
exclusion in relation to REMS at time of IND
submission.

-- Comments on FDA REMS Guidance
PDUFA V warm-up

Free Speech Challenge

Allergan is challenging the authority of FDA
to require warnings about off-label uses of
Botox. FDA'’s warnings “do not give
physicians using Botox for spasticity specific
guidance about how to further minimize that
risk.”

-- Allergan comments on October 1, 2009
suit filed in DC federal court



The B2

Far-reaching REMSifications Rep

1. FDA and health economics data

One of six mandatory post-market studies for Prevnar-13 calls for Pfizer to conduct an “ecologic
study to assess national trends in health care visits for otitis media in children younger than five
years of age.” FDA requiring sponsors to collect general data about the impact of their products
on health care system.

2. Follow-on Biologics

Class REMS for botulinum products requires the three sponsors of the different brandname
products to describe each product as different and difficult to switch -- substitutable-with-caution.

3. Counter-detailing

Long a process of interest and debate on Capitol Hill — a way to get a more balanced message
about new products/old products to the marketplace: REMS help address that objective.

4. Comparative Effectiveness

Not happening now but FDA could require sponsors to inform the medical community about new
comparative trial results. The new information would change the safety and risk/benefit profiles
for existing products.
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Marketing License Liability Shield

Negotiating Leverage

Savior of Drug Development?
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http://www.money-rx.com/blog/uploaded_images/leverage-793719.gif�

Speaker’s Bureaus

Scripted Medical Science
Liaisons

Aggressive Sales Force Goals
Prescriber Data Tracking
Targeted Journal Ads
“Seeding Studies”
Anti-Substitution Campaigns
Direct-to-Consumer Marketing
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“Sanofi-Aventis will issue REMS

Print Advertisements in the following
professional society journals, monthly for
24 months, following approval of the
REMS:

Journal of the ACC
Circulation
Annals of Internal Medicine”
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Sanofi aventis

Important Information on the Use of
MULTAQ® (dronedarone)

Do not prescribe MULTAQ for patients with NYHA Class IV heart
failure (HF} or NYHA Class Il HF with recent decompensation

requiring hospital ization or referral to a specialized HF clinic

WHARHNING: HEART FALURE
MULTARs conirnindicated in patients with NYHA Class IV baart failura, or HYHA Cless I haart frilirewith s
rooant daoompaneation raquiring hospit lzation or refarrsl to 1 spacializad hoart failirs olinic.

In & planche-controlled study in patiants with savara haan feilure recant hospitalization or reformal 1om

uirin,
spaoializad hasrt feilure olinic for worsaning sympoms I]hn.I.HDII]ﬂ udyi, patiniz given dronedarone hid
a grentar then tave-fold inorease in mertality. Such patienis thoul not be given dronedarone,

Prescribers should also be aware of other important contraindications, including:

» Coadministration of srong CYF384 inhbitors, medicingl o OTc Bazatt 2500 me or PR imerval 2780 me
products inducing Torsade de Poinbes, or Qass | or 1l Gayere b patic impairment
antiantythmic agens " ® hepari Imimen

= Segond- or third-degres atrioveendricular blodk, sick
sinus syndrome (=zept when used in conunction with
a funfioning pacemaker), or bradycardia of <50 bpn

* Pragnancy ar rursing mathers

MULTAL i an :nhuirhmiqicﬂn
o Padhica th=risk of candi enks with o persisient atrial fbrilation (ARbior arial
Plﬂhln’ﬂ.l.wﬁurmﬂq:mduﬂuﬁ#ﬂm Inuntdllﬁmllrdhrlmﬁ.c ageadil, hyperbensian,
diabertes, pricr cmsbrovasoy by secidemt, beht atrial diameter 250 mrm or ledk veniio bar e jaction fraction |IWEF 300
Mnnn:rlsmﬁmwunulbeadmmd

Sancfi-avents is commied to appropriste patient care and trestment

The mPACT Frogran has been developed for beslth tans professionals whe wil pressribs MULTAL, inan effort bo help enzure
apoprizbe patient sbection.

Wisitwener. MULTA Loom for mars ifformation

Please see sccanpanying Brisf Surimany befors preserbing MUTAL
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FDA Orders A Speakers Bureau
Stepping Into Marketing Management

Xenazine (tetrabenazine): 40-year-old tranquilizer, approved by
FDA last August for Huntington’s Disease —

= Prolonged and difficult three-year FDA review
= Suicidality concerns

= REMS for product includes “several educational vehicles”

= “Atrained Speaker’s Bureau which will include local and regional
thought leaders”

= Speaker materials must be cleared through FDA-DDMAC
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Who Controls The Drug?

New Law Gives FDA The Upper Hand

Future Swings Will Never Return to
Pre-2007 Center Point

&"La
FDA

Sponsor

The Pendulum Swing

Copyright © 2007 Windhover. All rights reserved.



Copyright © 2007 Windhover. All rights reserved.



“REMS with elements to assure safe use essentially create a whole
new class of drugs from the delivery system and cost
perspectives.”

i

KAISER PERMAMENTEs

“ASCO has noted with growing concern the process by
which REMS are imposed without input from the physician
community.”

ASCE
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= Opioid REMS Will Be Largest Opioid REMS: By The Numbers
U n d ertakl n g TO Date 28 Million: Long-acting opioid prescriptions

per year

= Wake Up Ca" For Health Care System 4 Million: Patients treated each year

. . 5.2 Million: rlfstimated_ nun;db-_er_ of
= 76 Speakers During 2009 Meeting “non-medically” each month
1 Million: Mumber of physicians registered

= Patients, Providers, Pharma Too by the Drug Enforcement Agency

680,000: Estimated number of active
prescribers registered by DEA

167,000: Estimated number of Emergency
Department visits for non-medical use of of
opioids.

13,800: Opioid drug poisoning deaths in
2006

9,179: Reports of inadvertent use by
children to Poison Control (2003-2006)

1,274: Comments submitted to FDA on
docket on class-wide REMS (as of Feb. 1)

24: Companies with products covered by
the proposed REMS

5: Public Meetings held by FDA so far on
opioid REMS. (A sixth will take place this
Spring).

SOURCE: FDA, Industry Waorking Group on Opioid REMS
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PDUFA V Comes Up In 2012
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Questions?

Michael.McCaughan@PrevisionPolicy.com
202-747-9477
Cole.Werble@PrevisionPolicy.com

202-747-9478
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