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IMPORTANT INFORMATION gn!mﬂ

Promote.Prevent. Protect.

® The slides will progress s at their own pace.
®» Do not attempt to speed up the video.

® [he Post Test will only unlock after the entire video has
been viewed.

® [he video can be paused and resumed later.
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PROGRAM OBJECTIVES DOH
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After you finish the program, you will be able to:

List characteristics of Phase 1, Phase 2, Phase 3 and Phase 4 drug
trials.

[dentify several historically significant legislation affecting drug
regulation.

Discuss several patent-extension strategies.
Differentiate between novel and me-too drugs.

|dentify several factors that make a pharmaceutical advertisement
misleading.
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WHAT |S THE ooooooooooooooooooooooooooooooooo
FOOD AND DRUG ADMINISTRATION (Fpa)? DOH
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FILY/Q

A federal agency established in 1906.

Part of the Public Health Service (PHS),
which is part of the U.S. Department of
Health and Human Services (HHS).

Separate centers within the FDA regulate
drugs, biologics, devices, veterinary drugs,
food and tobacco.
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THE FDA CENTER FOR D‘H
DRUG EVALUATION AND RESEARCH (CDER)
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Approves drugs based on safety and effectiveness.
Determines over-the-counter vs. prescription status.

Monitors possible medication side effects through
voluntary adverse event reporting.
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THE FDA'S RESPONSIBILITIES DOH
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The FDA does not: ,

f4
AR
. . (AL AT
Regulate the practice of medicine ,;',;‘,’ﬂi’t'i: e :"*!'ﬂ!::':"’ﬁj::’*ﬂ':"ﬂﬂ'
. . . 1
Determine optimal therapy for a condition ;g"ﬂ';':ﬁ’:" W \ t'H’g'
. . . )]
Test drugs—it relies on data submitted by the ’,’;:,:*:,'*1 ',:,!
| }
drug sponsor . ' AV AT ’“*’11
Refuse approval for a drug just because there 3*!"' X e i,g!',
are similar drugs on the market ﬁ,:ﬂ* ' I
?

Make approval decisions based on the
economic impact of a drug for patients or
INsurers
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CFFECTIVE DRUG REGULATION DOH
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INn the U.S., safety testing of drugs has only
been required since 1938.

Evaluation of efficacy has only been
required since 1962.
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OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS g&ﬂ

Promote.Prevent. Protect.

1848

The Drug Importation Act
requires U.S. Customs
Service inspection to stop
entry of adulterated drugs
from overseas.

The U.S. Pharmacopeia, the

first compendium of
standard drugs for the
United States, is established.

) )
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HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS g&ﬂ
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®»Dr. Harvey W. Wiley becomes chief chemist, expanding the
Bureau of Chemistry'’s studies on food adulteration.

®»Dr. Wiley, who campaigned for a federal law, is called the
"Crusading Chemist” and "Father of the Pure Food and Drugs
Act.”

*
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HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS D‘H
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The Biologics Control Act is passed to ensure

ourity and safety of serums, vaccines, and similar

oroducts used to prevent or treat diseases in
humans.
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HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS g&ﬂ
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»"The Great American Fraud” A series of articles by Samuel/
Hopkins Adams, published in Colliers, exposes the patent

medicine industry.

»The American Medical Association’s Council on Pharmacy
and Chemistry initiates a voluntary program of drug approval.

*
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HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS g&ﬂ
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The original Food and Drugs Act is passed by Congress and

sighed by President Theodore Roosevelt. The Food and Drugs
Act prohibits interstate commerce in misbranded and
adulterated foods, drinks, and drugs.

*
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HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS D‘H
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The Supreme Court rules, in U.S. v. Johnson, that
the 1906 Food and Drugs Act does not prohibit
false therapeutic claims, but only false and
misleading statements about the ingredients or

identity of a drug.
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HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS D‘H
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A tragedy stimulates regulation:
More than 100 people die after taking

Elixir Sulfanilamide, an antibiotic formulation that
contained diethylene glycol. The formula had been
tested for flavor but not toxicity.

*
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HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS g&ﬂ

Promote.Prevent. Protect.

» The Federal Food, Drug, and Cosmetic (FDC) Act is

passed.

®»The 1938 FDC act specifies that new drugs must be shown
to be safe before marketing.

*
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HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS g&ﬂ
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THE 1938 FDC ACT’S DEFICIENCIES

®» Manufacturers could sell a drug if the FDA didn’'t act within
60 days to prevent its marketing.

®» DA had no authority to enforce good manufacturing
orocesses.

*
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HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS g&ﬂ

Promote.Prevent. Protect.

Another tragedy spurs regulation:

®» 10,000 thalidomide-exposed infants in Europe are
born with deformed Iimbs.

»Dye to efforts of FDA Medical Director Frances
Kelsey, thalidomide is not approved in the U.S.

*
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HISTORY OF DRUG REGULATION IN THE U.S..
THE EARLY YEARS g&ﬂ
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THALIDOMIDE

®Drug samples of thalidomide are sent to 1200
ohysicians before the FDA rejects the drug in 1961.

» At [east 1/ deformed babies are born in the U.S.
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HISTORY OF DRUG REGULATION IN THE U.S5::
THE EARLY YEARS D‘H

®» President Kennedy signs the Kefauver-Harris Amendments

to the Food, Drug, and Cosmetics Act into law.

®» [or the first time, drug manufacturers must prove to the FDA
that a product is effective before marketing it.

*
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THE KEFAUVER-HARRIS AMENDMENTS D‘H
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®» Require manufacturers to report serious side effects

®» Require adequate and well-controlled clinical studies conducted by
qualified experts

®» Require FDA approval before a drug could be marketead
» Allow FDA to set good manufacturing practices for industry
» Give FDA control of prescription drug advertising

www.doh.dc.gov
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BRINGING
A DRUG TO MARKET

X
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GOVERNMENT OF THE DISTRICT OF COLUMBIA

SRINGING A DRUG TO MARKET DOH

Promote.Prevent. Protect.

Drug Approval Requires:

Clinical
Pre-clinical Evaluation .
evaluation Phase 1, 2, and hDAReVIEW
3 studies
IND NDA (New
(Investigational Drug

New Drug) Application)
submissions submission

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

DRUG-TO-MARKET TIMEFRAME D‘H
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It takes approximately 8-9 years to bring
a drug to market, from the first
experimental animal tests to the final
approved product.
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Studies D‘H
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Computer simulations, experimental ‘
animal studies, or in vitro studies are

performed to:

ldentify a promising drug
Test for promising biologic effects
Test for adverse effects

www.doh.dc.gov
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PRECLINICAL Responsibilities D©OH

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

= A drug company may test many relatead

compounds to identify one or two to take

further in development. ¢
= The FDA is not involved in this aspect of drug

development, but will review the study results

for any compounds that are planned for '
clinical (human) testing.

:
M
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THE INVESTIGATIONAL ALK
NEW DRUG APPLICATION (/IND) gn?mﬂ
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The IND is the formal process by which a sponsor requests
approval for testing of a drug in humans. It includes:

® [nformation developed during preclinical testing regarding safety
and effectiveness.

®» An “investigator brochure” that ensures that institutional review

boards (IRBs) are adeqguately informed about possible effects of
the drug.

Clinical studies can begin afterthe FDA approves an IND.

www.doh.dc.gov
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@ CLINICAL TESTING
20

O
'O
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Phase #1 DOH

PHASE 1 STUDIES ARE USUALLY CONDUCTED IN Promote prevent. Protect.
HEALTHY VOLUNTEERS, AND ARE NOT CONTROLLED.

The goal of a Phase 1 study is:

®» [0 determine what the drug’'s most frequent side effects are.

®» (Often, to determine how the drug is absorbed, distributed,
broken down, and excreted.

The number of subjectsin Phase1studies ranges from 20 to about 80.

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

°0 PHASE 2 STUDIES BEGIN IF THE DRUG’S Promote prevent. Protect.
b TOXICITY IS ACCEPTABLE IN PHASE 1.

i The goal of a Phase 2 study is:

® o obtain preliminary data on whether the drug works in
people who have a specific disease or condition.

= [or controlled trials, patients receiving the drug are compared
with similar patients receiving a placebo or a different drug.

®» Safety continues to be evaluated.

The number of subjectsin Phase 2 studies ranges from a few dozen to about 300.

www.doh.dc.gov
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At the end of Phase 2, the FDA and sponsors
negotiate how the large-scale studies in Phase 3
should be done.
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oo  Phase#3 DOH

o PHASE 3 STUDIES BEGIN IF EVIDENCE OF Promote prevent. Protect.

EFFECTIVENESS IS SHOWN IN PHASE 2

H Phase 3 studies:

®» Are usually placebo-controlled

Gather more information about safety and effectiveness
May test different dosages

May test the drug in different populations

Are often multi-center trials

Usually, Phase 3 studies include several hundred to about 3000 subjects.

www.doh.dc.gov
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Phase#3 DOH

DEPARTMENT OF HEALTH
STUDIES ARE CONTROLLED
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= Controlled clinical trials compare the new drug to a
olacebo or to an existing therapy.

= The standard for effectiveness may be statistical
superiority to the placebo or “non-inferiority” to an
existing therapy.

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

NDA Submission DOH

DEPARTMENT OF HEALTH
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Submission of an NDA is the formal step the
sponsor takes to have FDA consider a drug
for marketing approval.

The NDA, which can be hundreds of
thousands of pages, includes the results of
oreclinical and clinical study results,
manufacturing information, and labeling.

www.doh.dc.gov
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After an NDA IS RECEIVED DOH
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The FDA has 60 days to decide whether to file
(accept) it so it can be reviewed.

If the FDA files the NDA, an FDA review team is
assigned to evaluate the sponsor’s research on
the drug’s safety and effectiveness.

After deciding that it will review an NDA, the FDA
has 10 months to make a determination (6
months for priority drugs).

www.doh.dc.gov
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FDA Review D‘H

Promote.Prevent. Protect.

The FDA reviews information that goes on both
the drug’s professional and patient labeling.

The FDA inspects the facilities where the drug will
be manufactured as part of the approval process.

Evaluation of manufacturing is part of the NDA
Orocess.

o0 The sponsor must show that the product entering
to market is the same as the product tested in trials.

www.doh.dc.gov
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NDA decisiorns
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Drug Approval Requires:

© X

Approved Not approvable

Thedrugcanbemarketed. Someissues need tobe Indicates significant deficiencies-

resolved prior to approval -itisunclear thatapproval canbe
obtainedinthefuture atleast

without substantial additional
data.
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The PRODUCT LABEL DOH

Promote.Prevent. Protect.

The product label is written and owned by the
mMmanufacturer, but approved by the FDA.

Categories of information that are required in the label are
set forth in the Code of Federal Regulations.

Exact label language is often negotiated between the
sponsor and the FDA.

Once approved by the FDA, the label governs the
iInformation that can be distributed by the sponsor,
including materials distributed by industry
representatives.

www.doh.dc.gov
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POST-MARKETING (phose 4) sStudies D©OH
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Phase 4 trials are any trials that are done after the drug is on the
market.

Usually, Phase 4 trials are not required, but sometimes the FDA may
require the sponsor to do additional Phase 4 studies after marketing
to examine a safety concern.

A manufacturer may do a Phase 4 trial of a drug in a population or
for a condition that wasn’t assessed prior to approval.

www.doh.dc.gov
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“ON-LABEL” and “OFF-LABEL” DOH
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All information distributed by drug manufacturers
must be “on-label” - consistent with the drug label.

it is illegal for pharmaceutical companies to
oromote a drug “off-label” - conditions for which
the FDA has not determined that the benefits
outweigh the risks.

Prescribers are allowed to prescribe a drug “off-
label.”

www.doh.dc.gov
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Whopays for DRUG EVALUATION? D’H

Promote.Prevent. Protect.

The FDA is mostly funded by Congress, but
about half the budget for drug evaluations is
paid by the pharmaceutical industry.

The Prescription Drug User Fee Act (PDUFA),
passed in 1992, provides funding of FDA

regulatory activities by those being regulated.
PDUFA also limits the time within which the FDA -
Mmust complete its review of an NDA. '
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EEEEEEEEEEEEEEEEEE

STUDYING A
DRUG ON THE MARKET

Post-Marketing Surveillance

AT

o
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Advantages of
POST-MARKETING SURVEILLANCE

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO
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Adverse events are assessed before marketing, but

premarketing studies can’t pick up all adverse events.

Why?

Study populations are relatively small, so only the
Most common adverse events may be discovered.

Short-term trials can’t pick up long-term events.

Clinical trial populations are usually healthier than
real-world populations.

D
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rood and Drag Administration /\ eeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee
DEPARTMENT OF HEALTH
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Medwatch is the FDA’s safety information and adverse event reporting
orogram for drugs, devices, biologics, and dietary supplements.

The U.S. has a voluntary adverse event reporting system:; healthcare
poroviders are encouraged, but not required, to report adverse events.

Although adverse event reporting is voluntary for healthcare
providers, it is mandatory for drug manufacturers.

www.doh.dc.gov
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Food and Drug Administration ‘ \
N
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DEPARTMENT OF HEALTH
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The FDA monitors adverse event reports, and looks for signals
(groups of similar events).

Less than 1% of adverse events are reported, which hampers early
detection of problems.

Anyone can report adverse events related to an FDA-regulated
oroduct.

www.doh.dc.gov




Food and Drug Administration A OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO
=MEDWATCH REPORTING IS EASY DOH
DEPARTMENT OF HEALTH

\ , Promote.Prevent. Protect.

An adverse event should be reported even if you are not sure it is
related to a therapy.

Reports can be made online, or on paper. The FDA provides
orepaid postage for paper forms.

www.FDA.gov/Safety/MedWatch

www.doh.dc.gov
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and D‘H

MITIGATION STRATEGY (REMS) Boote-rovent Protoes

®» The FDA Amendments Act of 2007 gave the
FDA authority to require a Risk Evaluation and
Mitigation Strategy (REMS), which are
mMmanagement plans to ensure that the benefits
of certain prescription drugs outweigh their
risks.

» DA can reguire a REMS before or after a drug
IS approved. B

® Drug sponsors develop REMS programs, and the
FDA reviews and approves them.

www.doh.dc.gov
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mmplﬁ DEPARTMENT OF HEALTH

Promote.Prevent. Protect.

Use of a drug that can cause liver failure may require liver function
test monitoring.

Use of a drug that can cause a serious allergic reaction may require
that providers are certified before they can prescribe it.

Use of a drug that can cause birth defects may require a negative
oregnancy test before using it.

www.doh.dc.gov
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DEPARTMENT OF HEALTH
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PHARMACEUTICAL
ADVERTISING and

Regulating Promotion
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Ads are not PRE-APPROVED DOH
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The FDA does not pre-approve advertisements
or other promotional material, but drug
companies must send all ads and promotional
mMaterial to the FDA.

www.doh.dc.gov
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PRE-LAUNCH promotion DOH

Promote.Prevent. Protect.

Promotion of a drug starts years before regulatory approval is
expected.

Companies cannot legally promote a drug “pre-launch” before
approval, but indirect marketing is allowed.

More money Is spent on promoting a drug in the three years
orior to launch than in the first year after the drug arrives on

the market.

www.doh.dc.gov
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Pre-launch: “COMING SOON?” DOH

DEPARTMENT OF HEALTH
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Pre-launch Ads:
Pigue interest in a new product
Introduce logos and color schemes

Introduce the brand name

www.doh.dc.gov




Coming soon

Coming soon
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Januvia

(sitagliptin phosphate)
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SHARE THE\

NEWS

THE COFORMULATION OF

DARUNAVIR (899 mg)
AND COBICISTAT (150 mg) IS

COMING SOON.

For additional important announc aments,
either taxt DRVCOBI to 85716 or visit drvcobi.com.
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Indirect marketing: PROMOTION
WITHOUT MENTIONING THE PRODUCT

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

DEPARTMENT OF HEALTH
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Indirect marketing includes:

“Disease awareness” (also called “Disease
Mongering”)

Promoting a condition that a targeted therapy
treats

Mitigating negative perceptions of a product

Disparaging competing products

1. W

o
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Cholesterol
never sleeps

_ -"‘,;‘
. -’
A substantial number of patients at the highest risk

receiving therapy are unable to achieve LDL-C goal.
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Launch: “NOW AVAILABLE?” DOH

DEPARTMENT OF HEALTH
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Announcement of the
Availability of a New Drug
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Available...
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ACTIVE MARKETING DSOH
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Promoting
a drug in the market

www.doh.dc.gov




THE POWER TO
HELP THEM QUIT
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a Approximately 305 of subjects who received Zyban 150 mg bid
s Approximately 175% of subjacts who received placobo
-':f WELL-STUDIED TOLERABRILITY AND SAFETY PROFILE
£ L0 _- ! = The meast cormiman sdverse reactions included navaes, sleap disturbange, consbipaton,

fiatulence, and wamiling. Nausea ocourred in 30% of subjects whilte 3% discontinuad
i dua to nauses

COMNMVERMIENT PAM DOSING
= PAKs are designed to simplify prescribing and 15 help improva pafient adhorenie

GEr_!huﬂ'_.;' SUPPORT PLAN _
- =] £ ; - : x - = iithes |
ized bahaviora suppost B %ﬁ%f’ al. lahewiara

i
o A iz

15 shauld be croouraged 1o _ ‘ the
Dosage adjustrment with CHANTIX is recommierdad in patients with
patients undangoing hemadialys:s,
Srmicking cessatien, with o withaut ireatment with CHANTIX. mey alter the pharmocssinetics ar

pharmacodyman of anma drugs, such as theaphydline, warfarin, and irsulin, Dosage adjustmant
for these drugs may e Nnecessany.

e S e CHANTIX

coanbination veilth atia E dirugy thers frﬂfﬂﬂff!fﬂﬂ,’ JF.#FI f,r.r

TURN MORE SMOHKERS INTO QMUITTERS
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wWhen 1st-line laxative therapy isn't
gnough for patients with advanced illness,

OPIOID-INDUCED
CONSTIPATION MAY NEED
RELISTOR-INDUCED RELIEF.

il

= In & singhe dase shady, mast pabents
| BM wilhin 4 hours of the fiest dose amd =3 weskly Bhs
when gosed esary other day in a miti-goss shchy™=

For mare Informalion, go o BEL

Important Safety
abouwd RELISTOR
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DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

PATENT EXTENSION
EVERGREENING

www.doh.dc.gov




GOVERNMENT OF THE DISTRICT OF COLUMBIA

STRATEGIES
for PATENT EXTENSION gn?mﬁ

Promote.Prevent. Protect.

Evergreening is an industry strategy for maintaining a market
for a drug and variations on that drug. Tactics include:
Prolonged-action preparations Metabolites, prodrugs, analogs
Minor changes in dosing Renaming
Fixed-dose combinations

Enantiomers

www.doh.dc.gov
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PROLONGED D‘H

ACTION PREPARATIONS DEPARTMENT OF HEALTH

Promote.Prevent. Protect.

Controlled-release (CR) 0O
Sustained-release (SR)

Extended-release (XL)

Long-acting (LA)

www.doh.dc.gov
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.G-_mm is oorlrandicanes n patients wit

w % : “R
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Ambien CR
(Controlled-
Release)
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AMBIEN CH ey

HAS 2 LAYERS TO
HELP YOU FALL ASLEEP
AND STAY ASLEES

Amblen CR is the only 2-layer sleep ald with a controlled-reloase formulac
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Grantinga newpaftent:
MINOR CHANGES IN DOSING D©OH

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

LR e e T W PRy Fae e |

Examples: s

Yasmin
(ethiny! estradiol 30 mcg/ drospirenone 3 mag)

Yaz
(ethiny! estradiol 20 mcg/ drospirenone 3 mag)

Androgel
(topical testosterone 1% vs. 1.62%)

www.doh.dc.gov




Tor learn abowt a 30 day

FREE Triad Offer wisil
aricepl.com

*] want to give to the woman who
taught me to savor every moment.”

tor about giving
RICEPT 23 mao.

ARICEPT 23 myg. For moderate to severe Alzheimer's disease.

Weni'vr sbarad ses iimt winth ot Ll o £lan mH;h B WEEY While :.-1-:'“- realistic alwase the naruse of A libeamed’s,
s N i/ S e BANE T .0 "

ihhe doceor B A

ARINCEFT 23 mg was comparcd to ARNCEFT 10 oy in a lerge clinicald study of paticnes with modenste bo sovere

A el disease. ARICEPT 23 g e | bmypeussement over ARCEPT II'l.-:g L OO EETpaTE, |I~:m3h.
o died ot show npeoverness oo oversl]l patient fusetboning,. In the snady, meore people who sook ARFCEPFT 25 ;g

experienced increased sale effeces.

= N
1 remmzln n the brais

It"s important to rermemnbaer that sdhillapA B HC EFT may treat the sympgoms of Aldhcimer’s diseasc, it is not a cone,
AN paticnes with Alebiomer™s Sisssse Wil gFt worse over time, oven 6 they take ARBFCEPT 23 g

Ack e doctor todey abaa? gaving Wour lowed ane AR ERT 17 mg.

NDICATION AND DOSING

ARICEFPT® {doncpexil HECIHS & preseription meodicin
on Tt mild, meslerare ami sewese Al ner's o seeass
Before starting on AR EFE 3 mafdey, paticoms shouald
be on ARICEFT HF g’ o at least 3+ muwmhs. The
starting dose of ARICEFT S meilay and cun be
increascd po 10 g day oSSR Sl weeks. Pleasc take
ARICEFT as prescribod Bt el dests .

PAPORTANT SAFETY DN OHM

ARICEFT is not for
all.rr}:n.' =0 1 |r||.."r|l:d or 8o medicines
thar comraimn |'u|.'\-rn-.1.|

Tedl nbe doctor if ¥ kes moprTscription
O PrescTi e mae gz thesse nsed o

Hreat Abeheimer’s o i aritmhalinengi:
s i s, sucls a el e,

medicines 1o tres el spasms; or cermin
asthma medicine

ARICEFT rmay arthest and fximting

This happens o opde with heart problems
Call the do hee patient faknte whils
takirge ARICH ay adse hmve pcizares while
trakivg ARIC) e alleo have difficulty passeng
mpbne, Lisng g ling ssahims, may worsen
with the use Tell the dociver that the
patient fore they have any procedare
that 5 ¥ &, including derstal snd meedical

e

Learn moee at ancopt.comm

Feople st risk for stomach alooms or whe take corgain
ather eedicines, sach as aspirin or nossresoidal
anti-nflammatory deogs {MSA L), should cell their
o por broaase serimes stomach prethloms, such e
bleeding, may get worse,

In & oy, moee side effects were seen with
ARMCEMT 23 mg chan with ARICEPT 10 mg.

Adany mare people taking ARICEPT 23 mg
experienond massca and vomating than those sakimg
ARKCEPT 11 g These shde efocts mmay get berres
afver the iewt raloes ARINCEFT fir a while

Orther side effects thar were seen mmore often with
ARMCEFT 23 mg were stomach uboems, gastroénbestinal
bleoding. wnd weighs ko, Prople of lower weagha (loss
tham 121 Ths) may have increasod masscs, vamideieg, aed
weigphe hass when raking ARNCEFT 23 mg.

Dither side effects of ARICEPT may irehade diarrhea,
dulﬁ.-ull:.. |.1|.-|.-|_--ug. verm i, of stk cramgs. Sorme

people may feel thred or may have loss of sppetiee

You are encowraged to roport negative side effects to the
FIIA, Visie filla gov/mcdwanc hos call 1-800-FDA- 0SE.

Poaye seer impparsamt Parienr Infarmation sn wexs page.
Far mere dnfrasarsan, DUl @rivohe oo

oo 1RGSR NPT ‘* ‘
Aricept

LAl P P b b vt e ARG e

“Aricept 23 mg... did not show improvement on overall patient functioning. In the
study, more people who took Aricept 23 mg experienced increased side effects.”




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

FIXED-DOSE COMBINATIONS D’ H

Promote.Prevent. Protect.

Fixed-dose combinations are two or more drugs in one pill Even if both drugs are off
patent, a new patent can be obtained for the combination.

Fixed-dose combinations:
Are often more expensive than their components.

Provide less flexibility in dosing options.

www.doh.dc.gov




Empartant Informa
FOSAMAX" PLUSD ECIIE iviion o
(okr O sodurcholook el haties

e, FOSAMAX LJUIEY)

APl back strip (alendronate sodium/ B 7gms
cholecalciferol) tablets i

N N N
Dispense the enclosed Each tablet contains
Medication Guide to 91.37 myg alendronate
each patient. sodium (70 mg free acid
equivalent) and 140 mcg
cholecalciferol
eguivalent to 5600 IU
vitamin D.

prion Label Here " 4 Tablets

pdﬂ Duobsme Conp.. MNo. 6746

¥

& CO., INC. Rx only

tation, NJ 05839, USA

USUAL ADULT [ AGE:
ONE 70 mg/Si 1L
TABLET ONCE WEEKLY

jijesparinipas sl g §01d eXYWYSOd

WEEK 4
e s G
e Peel back strip

(Time to refill) See accompanying circular

for dosage informat

9525 IN—0| 00556 0/ 139

IR — g,

NDC 0173-0695-00

propionate 100 meg and salmeterol™50 mes inhalation powger) - 006-0575 61

7

R ORA ‘ INHALATION ONLY

h blister|contains 100 mcg of fluticasone propionate and 72.5 mcg
Imeterol xinafoate, equivalent to 50 mcg of salmeterol base, with lactose

Janumet-
(sitagliptin and
metformin HCl) tablets

50 mg /500mg

Dispense the accompanying Medication
Guide to each patient.

Each tablet contains 64.25 mg sitagliptin phosphate
{equivalent to 50 mg sitagliptin) and 500 mg
metformin hydrochloride.

Rx only | ne 7 2
60 Tablets \g

Merck Sharp & Dohme Corp., a sutsidiary of
INC

0006-D575-61

3
USUAL DOSAGE: See Package Insert

Containing 1 Foil Strip of 60 Blisters




GOVERNMENT OF THE DISTRICT OF COLUMBIA

ENANTIOMERS D’H

Promote.Prevent. Protect.

| - i
Enantiomers are molecules that are mirror images of each = \ W\ )
other with only one usually being biologically active. \ |

It has become common practice to introduce a drug as a
racemic mixture, which is a mixture of enantiomers.

Then, when the patent is close to expiring the company
releases the active enantiomer as a “new, improved” product.

A product that begins with “ar” is a right-handed enantiomer.

A product that that begins with “es” is a left-handed
enantiomer.

www.doh.dc.gov
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PROVIGIL
(MODAFINIL)

For patients struggling with excessive sleepiness (ES)...

What a difference wakefulness makes

PROVIGIL

* A unigue wake-promoting agent that is
structurally distinct from amphetamines'

= Improves ability to sustain attention’
= Improves ability to participate in
daily activities

PROVIGIL is indicated to improve wakefulness
in patients with excessive sleepiness. (ES)
assoriated with narcolepsy, obstructive sleep
gﬂ"edfwormeu syndrome (OSAHS), and

ift work sleep disorder (SWSD).
In OSAHS, PROVIGIL is indicated as an
adjunct 16 standard treatment(s) for the
underlying obstruction,
Patients with abrormal levels of sleepiness who
take PROVIGIL shoud be acised that their level af
weakefulness may not relum Lo nomnal. Patients with
excessive sleepiness, inchiding those taking PROVIGIL,
shauld be fraquenty reassessed for thelr degree of
sleepiness and, if appropriate, advised to avoid
potentially dangerous activties

In chnical wiaks, PROVIGIL was genesally well tlerated
The mest frequenty reported aterse events (26%)
were headache, nausea, nenousness, rhinitis, dianhea,
 pain, aniety, imomnia, cizziness, and dyspesnia.
Most adverse everis were mikd to maderate, PROVIGIL
may interact with drugs that inhibit, induce, or are
metatiolized by cytachrome P50 oenzymes.

For more information, visit w PROVIGIL.com or
«call 1-800-896-5855.

Please see brief summary of prescribing information
for PROVIGIL on nest page.

e s AR DI
ol Soet SRS S bere Secs, 2005 28 464 4

(o} Cophalom  © 0% Cophatan, ine sz
5 Al ighas reverved. Frinted in USA

NUVIGIL
(ARMODAFANIL)

ikl 2 1 5568

MNUWVIGIL

RELACIDARTMIL] Tad lets




METABOLITES,
PRODRUGS and ANALOGS

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

Although there are exceptions, many
enantiomers, metabolites, analogs, and
orodrugs have no advantages over the
originator drug.

www.doh.dc.gov




ExampleVYVANSE (for ADHD)

GOVERNMENT OF THE DISTRICT OF COLUMBIA

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

Vyvanse (lisdexamfetamine) is
dextroamphetamine linked to a lysine
molecule, allowing for it to be cleaved to its
components upon ingestion.

While this peak doses to be reached earlier,
there is no advantage to this and could
theoretically increase rates of adverse effects.

disdexamiestaming dimesylata) dimeoaylate

Thest g tlomily
Inoctive molsscules

Vyvanse s T Eserrh e |

Enzyme activation
In tha body

Tallowing Ingestion, Vyvanas TN
I rapddly abadrbed Tiom the Gl

tract and o tesd o 1-Faling

mrvd pectives ok mimp bk somvines l

(

Dalivery of a-am phataming
to thie receptor

nmphetamine s thought
to directly tnrget both
dopamine and
notepinephrines recoptors

I Racepior

0y

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

RENAMING DOH

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

A new indication can extend the patent
life of a drug.

Some drugs are renamed upon approval for
a new indication, allowing for a new
trademark. Although this does not affect
patent life, a new name prevents
substitution of a generic equivalent.

4
/A1 A\

www.doh.dc.gov



FLUOXETINE

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

Fluoxetine is the generic version of both Prozac
and Sarafem.

After Prozac lost patent exclusivity, Sarafem
orovided new life to the patent, because a
pharmacist could substitute generic fluoxetine for
Prozac, but not for Sarafem because the indications
for which the drugs were approved were different.

(Now that Sarafem has lost patent exclusivity, both
drugs are available as generics.)

PROZAC

fluoxetine hydrochloride

»

SGrGfem

I Ll

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

RENAMED DRUGS DOH

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

PROZAC SQ?GFW Fluoxetine

fluoxetine hydrochloride fluoxetine hydrochloride

Bupropion

L12fizor) HEVATIQ"‘

------ -cesitid Satilsin

Sildenafil

www.doh.dc.gov




GOVERNMENT OF THE DISTRICT OF COLUMBIA

COMBINING
PROLONGED ACTION WITH RENAMING o s

Far appropriate adult patients with type 2
disbetes uncantrolled on 1 or mare antidisbetic
oral agents in addition te diet and exercise

Once-meklé
BYDUREON ¢
powerful ATC

Powerful AC reductions of 165 BYLAR® de extended- Less than half the incidence

Bydureonis an extended-release
form of Byetta. Both are exanatide. e

’ BYETTA [sxenatide] injection

s S U IS EOTHOR JIVLESE MEACTin.

Indication and Important Limitations of Use for BYDUREON

VTR

s,
95 16 hamans, prescribe ey to patients foe whom potertis

ek ontral an diet and exeecise.
T diabebes cf disbotic ketecidoss, anc canat be recommende

: caaatide, v o sed togeiter:
o s, busedt ooy
ity of Pérrcreants vhile ys

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

FIRST-IN-CLASS 1= ME-TOO DRUGS DOH

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

First-in-class drugs are novel drugs.
Me-too drugs are similar, related drugs to first-in-class drugs.

Marketing may exaggerate the benefits of a me-too drug versus
the original first-in-class drug.

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

SIMVASTATIN 2:/BAYCOL DOH

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

Simvastatin, a me-too drug, is a more
effective statin than lovastatin, a first-in-
class drug.

On the other hand, Baycol (cerivastatin)
was withdrawn from the market due to a HARMS
disproportionate number of cases of

rhabdomyolysis. BENEFITS

www.doh.dc.gov



NEJ M, January 1999

™

/@iBaycol =
provenjperformance®

Baycol 0.3 mg defivers clinically proven results across key lipid paramelers'...

Important Sately Information

“Rare cases of rhabdomyolysis have

been reported with cerivastatin”

NEJ M, January 2001

I priveital trial uh BAYCDL. 0.8 mg, 54% of padients oversh rmached MGEP gosi fae LG

WHO EVER THOUGHT BAYCOL

"Il ettt A
i (e -.-.r o i . o DTSRRI OF DVescTiiig N EDeTLR N I B et o
iy wtL EATHL
Thuin ¥ T i i The use af - -
casrFaastrn s G2 PAbrazd s oo zisdicaied due bo 2 risk Sor \. - .
ihahfomg ol ymes F, I
vt
¥ 1 4

Ifl 1o s b or chiwad sk an BOYC0E |6 certvaskalin
TR e s e 0 4 a1 1L . sodivm loblet:
e [T LT ] G . T/

e e L K i oy FPREMIEM PINYER NOT PREMIUM PRICE
THE RECOMMEMDED STARTING DESE FOR BATCOL IS 0.4 ME

“Cases of rhabdomyolysis have been
reported with cerivastatin”




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

me-too drugs:
MARKETING MESSAGES D‘H

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

INncreased potency or longer duration of effect
Faster onset of action
Fewer unwanted effects

Improved receptor selectivity

Conversely, first-in-class drugs may market their longer history and larger
body of research.

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

INCREASED POTENCY
LONGER DURATION ofEFFECT gn?mﬂ

Promote.Prevent. Protect.

May add no clinical benefit
May increase the risk of adverse events

May increase flexibility in dosing options

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

FASTER ONSET OF ACTION D’H

Promote.Prevent. Protect.

In chronically used drugs, such
as statins, faster onset of action
would only affect the first dose.

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

FEWER UNWANTED EFFECTS D’H

Promote.Prevent. Protect.

Unwanted effects take time to be discovered and reported.

Pre-market studies cannot pick up long-term adverse effects,
drug interactions, or effects that occur only in elders, diabetics,
or other subpopulations.

Claims of increased safety for new drugs are not trustworthy
without long-term data.

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

IMPROVED RECEPTOR SELECTIVITY gn?mﬂ

Promote.Prevent. Protect.

Molecular stories, such as improved receptor
selectivity, may not necessarily have a clinical
benefit.

www.doh.dc.gov




The j[]]poﬂa nceof @200 N
ADS IN MEDICAL JOURNALS gn?mﬂ

Promote.Prevent. Protect.

Ads in medical journals:

Are an important part of promotional campaigns.

Reinforce marketing messages conveyed by drug reps, direct
mMail, and speaker programs.

Provide reminders that retain drug names in our subCcoONSCIOUS.

Reinforce direct-to-consumer-advertising (DTCA) via
coordination of product logos, colors, and symbols.

www.doh.dc.gov



CONSUMER MEDICAL JOURNAL

Peaceful, restful sleep.

- LUMNESTA paetreiosas mpocl-i_:\:-_up_i:_-'laul'
- LLINESTA, peowiches sl full rIlgN‘i ot e
(7T to B hours)" i

e o

Any night or aweary nigivt

Leave the rast to...

Sty
Esopiciondks

LR L ETE

wartant Safety Inforrmation

* the rest to Lunesta

oo Lunesta  wvs lunesbog




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

INFORMATION D‘H

IN ADS IS NOT ACCURATE DEPARTMENT OF HEALTH

Promote.Prevent. Protect.

One-third of pharmaceutical ads are scientifically inaccurate.
(Wilkes, 1992)

Graphs can be misleading. (Cooper, 2003)
26% of graphs had numeric distortion.
One-third contained design features that distorted the data depicted.

Only 58% presented an outcome relevant to the drug’s indication.

Only 4% contained confidence intervals.

www.doh.dc.gov



Combination therapy with NAMENDA XR 28 mg+AChEIl' demonstrated greater improvement in cognition
vs placebo+AChEI treatment at 24 weeks, using an LOCF' analysis’

NUMERIC
DISTORTION
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s

il

Decling «:p Improvemant

-0~ NAMENDA R 28 mg+ACREl O Placebo+AChE]

4 8 12
Weeks

Study Description: Results of a randomized, multicenter, double-blind, placebo-controlled, parallel-group, multinational study
investigating the efficacy of NAMENDA XR in outpatients with moderate to severe Alzheimer's disease (AD). The study involved
677 patients with probable AD, =50 years of age, with a Mini-Mental State Examination (MMSE) score of 23 to <14 points, who were
on a stable dose of an AChEI {donepezil, rivastigmine, or galantamine) for a minimum of 3 months prior to study entry and should

*Note the range Of the y—aX]_S have remained on the same dose throughout the study. Patients were randomized (1:1) to receive NAMENDA XR (n=342;

28 mg 0D) or placebo (n=335) for 24 weeks; 545 patients (273 NAMENDA XR, 272 placebo) completed the study. Primary efficacy
{0_5} on a 100_p Ol].']t SC al e measures were changes from baseline on the Severe Impairment Battery (SIB) and the Clinician's Interview-Based Impression of
o Change Plus Caregiver Input (CIBIC-Flus). Primary data analyses were performed using the LOCF approach for missing data;
results were also analyzed using the observed cases (OC) approach. The figure above shows the time course of the change from
baseline in 5B score for patients completing 24 weeks of treatment. The SIB examines selected aspects of cognitive performance,
\ including elements of attention. orientation. lanouane. memorv. visuosoatial abilitv. construction. oraxis, and social interaction. The
SIB scoring range is from 0 to 100, with lower scores indicating greater cognitive impairment.23
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ADS andOTHER PROMOTION must: DOH

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

Be consistent with the FDA-approved label
Contain truthful information

Not contain assertions that can’t be proven
Not overstate effectiveness

Not minimize or omit risks

Not promote off-label uses (uses that are not in accordance with
FDA - approved labeling)

www.doh.dc.gov




OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

MISLEADING PROMOTION

<O

www.doh.dc.gov
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OVERSTATEMENT OF EFFICACY D’H

Promote.Prevent. Protect.

The Exhibit Panel states: ‘20 years of proven safety.”

FDA Comments:

Long term... safety and efficacy... has not been demonstrated by
substantial evidence or substantial clinical experience. The
CLINICAL STUDIES section of the Pl only includes data for up to

three years in duration.

www.doh.dc.gov




OMISSION OF RISK INFORMATION

-

COPANONE® is NOT associated with
<F Tmmunosuppressionfserious infections™ >
— Pneumonia
— Other serious infections __=>
— Qther apportunistic infections

» Progressive multifocal leukcencephalopathy
(PME)*

= Cardiac events (bradycardia and AY hlocks)*

Wa*
= Decrease in pulmonary function® >

* Severe nepatic mnjury™

= Treatment-related aepression™
» Neuotralizing antibodias (MABs)}
= |FMA-refated flu-like symptoms

&= Anaphylaxis* >

» Treatment-related fatigue

SLOPAXONE® has no warnings or precautons for
thess serous adverse avents.
—

COPAXONE®™ IS associated with

= Immediate postinjection
reactions ([PIRs)

= injection site reactions
= Lipoatrophy




OMISSION OF INFORMATION D’H

Promote.Prevent. Protect.

The Exhibit Panel states "“Copaxoneis NOT associated with
iImmunosuppression/seriousinfections,decrease in pulmonary function, or
anaphylaxis.”

FDA Comments:

The table suggests that Copaxone is not associated with
immunosuppression/infections, pulmonary function, and
anaphylaxis/hypersensitivity, when this is not the case.

The table fails to present the Warnings for chest pain, skin
necrosis and... effects... on immune response.

www.doh.dc.gov
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(nesiritide)

The image seeirns to
Imply that Natrecor
can prevert death.




Indication

NATRECCR® (nesiritide) is indicated for
the infravenous treatment of patients with
acutely decompensated congestive heart
failure who have dyspnea at rest or with
minimal activity. In this population, the
use of NATRECOR® reduced pulmonary
capillary wedge pressure and
improved dyspnea.

Natrecor is ONLY indicated for
the symptornatic relief of
dyspnea in patients with acutely
decompensated CHF.
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THE FDA OFFICE OF PRESCRIPTION
DRUG PROMOTION (OPDP) gn?mﬂ

Promote.Prevent. Protect.

The FDA’s Office of Prescription Drug Promotion

(OPDP) regulates prescription drug advertising and
other forms of marketing.

However, ads are not pre-approved and the FDA
lacks personnel to assess all of the marketing
mMaterial it receives.

www.doh.dc.gov
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FDA’S “BAD AD” PROGRAM BEFARTMEOF pEATY

Launched in 2010 to educate healthcare providers

BadAd@fda.gov
about the role they can play in helping make sure that b d@d

orescription drug advertising is truthful and not Food and Drug Administration FDY/A
misleading.

Provides an easy way to report misleading information
to the agency:

E-mail BadAd@FDA.gov or call 855-RX-BADAD.

To learn more, go to www.FDA.gov/BadAd.

www.doh.dc.gov
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FDA’S “BAD AD” PROGRAM D’H

Promote.Prevent. Protect.

Although prescription drug advertisements must be
sent to the FDA, they are not cleared by the FDA
before being disseminated. The FDA cannot examine
every ad.

beiges.

Food and Drug Administration

The FDA cannot monitor sales representatives,
iIndustry-sponsored dinner and speaker presentations.

Healthcare providers should report any misleading
information that is provided in advertisements, by
drug reps, or in presentations.

www.doh.dc.gov



OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

your RESPONSIBILITY DOH

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

Once a drug is approved, the FDA has limited
resources to monitor adverse events and
oromotion.

The FDA depends on healthcare providers to
report adverse events and misleading promotion.

Healthcare professionals consider it part of their
orofessional responsibility to report adverse events
to MedWatch and report misleading promotion (in
the form of ads, sales presentations, or industry-

sponsored events) to BadAds. ‘

www.doh.dc.gov




GOVERNMENT OF THE DISTRICT OF COLUMBIA

DEPARTMENT OF HEALTH
Promote.Prevent. Protect.

MORE RESOURCES

Please visit DCRx for more information on
these and other treatment-related subjects.

doh.dc.gov/dcrx

www.doh.dc.gov
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