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Or…



Dr. StrangeREMS
How to Learn to Stop Worrying and Love REMS



Conventional Wisdom

REMS are full of oppressively burdensome 
requirements that will scare away doctors and 
patients and make it impossible for me to sell 
my drug.



How to Avoid a REMS?

Sorry, you can’t…but even so, REMS can 
provide:

A product development catalyst
Closer ties to HCPs through required marketing     
strategies and multiple marketing tactics
Lifecycle Management options
Immunity from prosecution?
Immunity from liability claims?



REMS Marketing Strategies and Tactics



REMS Marketing Requirements:
The Br’er Rabbit Phenomenon??



The REMS Marketing Briar Patch
Direct Mail to HCPs



Direct Mailings to HCPs

Direct Mailings are a 
perennial target of 
DDMAC 



Direct mail

Forteo: 
A Dear HCP (DHCP) Letter will be mailed at the time 
of launch of the GIOP indication. The intended 
audience for this DHCP letter will be all healthcare 
professionals who are likely to prescribe FORTEO.



Forteo Dear HCP Letter

Forteo direct mail piece has FDA seal of approval and 
highlights the new indication.



The REMS Marketing Briar Patch
Journal Advertising



Journal Advertisements – Multaq

Multaq (dronedarone) indicated for heart rhythm 
disorders, but poses risks for patients with severe heart 
failure or liver problems.
REMS requirement:
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 American College of Cardiology 
• Circulation 
• Annals of Internal Medicine 



Journal Advertisements – Multaq



Journal Advertisements – Multaq



The REMS Marketing Briar Patch
Targeting and Using Key Opinion Leaders



Key Opinion Leaders/Speaker Bureaus



Opinion Leaders – Cimzia REMS



Opinion Leaders – Xenazine

Ongoing Healthcare Professional Education - The 
Sponsor will also use several educational vehicles to 
continue educating and updating Healthcare 
Professionals about tetrabenazine and the REMS. These 
include a trained Speaker’s Bureau which will schedule 
local and regional thought leader symposia. 



The REMS Marketing Briar Patch
Collaboration of Marketing With 

Medical Science Liaisons



Collaboration of Marketing With 
Medical Science Liaisons

“Thou shalt clearly separate
the functions of your Marketing
and Medical Affairs departments.”



Marketing/MSL Collaboration –
Xenazine REMS



Marketing/MSL Collaboration –
Cimzia REMS



Marketing/MSL Collaboration –
Samsca REMS



The REMS Marketing Briar Patch
Medical Conferences



Attendance at Medical Conferences

FDA Guidance: 
“The communication plan may include…disseminating 
information about REMS elements to health care 
providers through professional societies….”

Xenazine REMS:



The REMS Marketing Briar Patch
Targeting and Tracking Prescribers



Targeting and Tracking Prescribers

Tasigna:  

Within 3 months of approval of the REMS and quarterly 
thereafter, Novartis will hand deliver and discuss 
educational materials with likely Tasigna prescribers; 
that is, the approximately 6,000 US prescribers who 
treat patients for chronic myelogenous leukemia (CML).



Targeting and Tracking Prescribers

Exalgo: 
Covidien will ensure that training will be provided to 
healthcare providers who prescribe EXALGO. To 
become trained, each prescriber will be provided with 
the materials in the EXALGO REMS Healthcare 
Professional Education Program Kit. 
Prescribers will be re-trained…every two years or 
following substantial changes to the EXALGO REMS. 
Substantial changes may include, changes in the 
EXALGO Full Prescribing Information, EXALGO 
Medication Guide, or EXALGO REMS that require 
substantial modification of the educational materials. 



Targeting and Tracking Prescribers

Forteo: 
A Dear HCP (DHCP) Letter will be mailed at the time 
of launch of the GIOP indication. The intended 
audience for this DHCP letter will be all healthcare 
professionals who are likely to prescribe FORTEO. 
Lilly has identified these providers as any HCP who has 
prescribed FORTEO in the last 12 months. These 
include physicians, nurse practitioners, and physicians’
assistants, predominantly in the specialties of 
Rheumatology, Endocrinology, Internal Medicine, and 
Family Practice.



Targeting and Tracking Prescribers

Multaq required print advertisements to target:
Key stakeholders: Health care professionals, including 
cardiologists, electrophysiologists, hospitalists, internal 
medicine and family practice physicians who regularly 
prescribe antiarrhythmic agents will be targeted. 
Members of relevant professional societies will also be 
targeted. 
Secondary stakeholders: Nurse practitioners and 
physician assistants who work in offices of the above-
mentioned physicians will also be targeted as secondary 
stakeholders for education. 



The Big Picture Marketing Perspective

REMS are a burden and an opportunity –
Accentuating the negative vs. deeper HCP relationships
Key is how will HCPs come to view the barrage of 
REMS requirements and how their behavior changes:

• Retention through repetition, or information overload? 
• Will the “right” behavior follow the “right” information?
• Discounting/dilution/paternalistic bias effects?
• Common enemy effect?
• Complacency effect?

Assessment requirements reflect fundamental 
uncertainty about REMS writ large. 



Competitive Impacts of REMS



Competitive Impacts – Generics’ Views

REMS “is on the fast track of becoming another powerful 
lifecycle management tool.”
– GPhA Comments on FDA REMS Guidance, Dec. 23, 2009.



Competitive Impacts – Generics’ Views

“[U]nless FDA takes swift action now…to prevent REMS 
gaming, consumers will be prevented from having timely 
access to generic versions of an increasing number of 
important drugs.”
– Dr. Reddy’s Citizen Petition (June 10, 2009).



Competitive Impacts – Generics’ Views

“the REMS mechanism could conceivably create 
economic incentives for brand companies to increase 
distribution costs in order to protect market position. This 
is certainly not the result that Congress intended…and it is 
bad public policy.”
– Roxane Labs Citizen Petition (Feb. 3, 2010)



Competitive Impacts – FDAAA

FDAAA:

“No holder of an approved covered application shall use 
any element to assure safe use…to block or delay 
approval of an application under section 505(b)(2) or (j) 
or to prevent application of such [ETASU] …to a drug 
that is the subject of an [ANDA].” 21 U.S.C. § 355-1(f)(8)

What does this mean?
Who does it apply to?
How can it be enforced?
What are the generics’ concerns?



Competitive Impacts – Revlimid

Revlimid subject to closed distribution REMS.
Generics cannot purchase the brand product on the 
market for bioequivalence testing necessary for ANDA 
filing and approval
Dr. Reddy’s requested that Celgene sell it samples 
directly, but Celgene refused.
Dr. Reddy’s requests mechanisms for FDA to allow 
generics to buy samples and/or to require NDA holders 
to provide samples for purposes of bioequivalence 
testing.  



Competitive Impacts – 505-1(f)(8)

“No holder of an approved covered application shall 
use any element to assure safe use…to block or delay 
approval of an application under section 505(b)(2) or (j) 
or to prevent application of such [ETASU] …to a drug 
that is the subject of an [ANDA].” 21 U.S.C. § 355-1(f)(8)

• If sponsor proposes a blocking REMS, is that a prohibited 
“use” even if FDA approves it?

• If the ETASU requires third parties to act in a way that blocks 
generics, is the NDA “holder” unlawfully “using” the ETASU?

• Only potential enforcement mechanism is to prohibit the 
branded drug from being sold (21 U.S.C. 355-1(p)). FDA unlikely to 
use this nuclear option



Competitive Impacts – Conundrum

“A person may not introduce or deliver for introduction into 
interstate commerce a new drug if…the person fails to 
maintain compliance with the requirements of the approved 
[REMS] or with other requirements of section 505-1.” 21 
U.S.C. § 355(p).
Thus, if the approved REMS requires that only registered 
entities and persons receive the drug, the innovator cannot 
lawfully provide the drug to non-registrants.
But, what about the “other requirement” of 505-1 that a 
company cannot “use” an ETASU to block generics?



Competitive Impacts – Conundrum

If an approved closed distribution REMS had a carve-
out allowing sales of samples for testing, would refusal 
to sell be a “use” of the REMS to delay generics?

• Historically, generics obtain samples from the supply 
chain, not directly from manufacturer.  Would refusal to 
sell now, or contractual restrictions on pharmacy resale for 
testing, violate 355-1(f)(8)?  I.e., does FDAAA, sub 
silentio, create a new obligation to engage in a commercial 
transaction?



Cost-Sharing for ETASUs – CellCept

Roxane Citizen Petition (Feb. 2010).
Roche/FDA developed REMS without input from 
already-approved generics.
Roche demands cost sharing based on market share and 
number of companies.
Roxane argues that generic price structure creates unfair 
burden – generic market share 57% by volume, but only 
16% by sales $$.



Cost-Sharing for ETASUs – CellCept

Roxane requests FDA allow existing approved generic 
competitors to participate in development of a new 
REMS or not have to share in the costs of implementing 
the ETASUs.
FDAAA allows generic opt-out if

• Burden of shared system outweighs benefit, considering 
impact of HCPs, patients, and applicants, or

• ETASU is patented and generic was unable to obtain a 
license to use the system.

Roxane not likely interested in running its own system 
– just a better bargaining position via FDA intervention.



Competitive Issues – Patents

FDAAA acknowledges the right to patent REMS 
elements 21 U.S.C. § 355-1(i)(1)(B)(ii):

• Single shared (innovator/generic) ETASU required, unless 
“an aspect of the [ETASU] for the applicable listed drug is 
claimed by a patent…and the [ANDA] applicant…certifies 
that it has sought a license…and that it was unable to 
obtain a license.”

Thus, FDAAA recognizes that patented ETASUs do not 
need to be licensed, even though this could delay a 
generic entrant.



Competitive Impacts – FOBs 

REMS involving change to established name (e.g., 
botulinum toxin)
Interchangeability requires that a follow-on biologic 
have the same or highly similar active ingredient
On top of the challenges for FOB interchangeability 
generally, if safety requires differentiating established 
names the barrier gets higher.



The Big Picture

REMS are a burden and an opportunity…
• Cost and delay vs. new opportunities
• Accentuating the negative vs. deeper HCP relationships
• Greater safety vs. less savings from generics

…but where will the balance points settle?

Stay Tuned!


