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Reducing the Threat of Counterfeit and Unapproved Drugs in Clinical Settings

Background

Counterfeit and unapproved drugs pose a serious threat to patients in the United States (U.S.) and
abroad. Efforts to combat the use of counterfeit and unapproved drugs have become increasingly
challenging, as supply chains have become more complex and global. Foreign sourcing and
manufacturing of medical products has increased, and advanced counterfeiting techniques pose new
challenges for regulators, providers, payers, and patients. Recent high-profile cases, such as the incident
involving the sale of a counterfeit version of the oncology drug, Avastin, indicate that there are
significant incentives — including demand, ease, high payoff, and low risk of consequences or penalties —
for illegitimate entities to sell unapproved and counterfeit drugs.’ As such, it appears that the threat
from counterfeit drugs continues to grow; according to the European Commission, the number of
counterfeit drugs seized by European Union Customs tripled between 2006 and 2009.

Counterfeit and unapproved drugs pose unique hazards to patients. Unapproved drugs are drug
products which are sold without regulatory or market approval from health authorities. These products
can include those which are illegally diverted from foreign countries and sold within the U.S.
Unapproved drugs may be counterfeit, contaminated, improperly stored and transported, ineffective,
and/or unsafe. Unapproved drugs may also lack the required labeling to ensure safe and appropriate
use. Recent examples of unapproved drugs include cosmetic injectables sold from foreign and
unlicensed suppliers, which were illegally marketed and distributed in the U.S.?

Counterfeit drugs falsely represent a product’s identity through unauthorized representation of a
legitimate trademark, trade name, or other likenesses.* Counterfeiting can apply to both branded and
generic products. Counterfeit products may fail to meet the quality and safety standards established by
national regulatory authorities, and may contain dangerous substances, incorrect dosages, or no active
ingredient. It is common for a counterfeit drugs to be substandard, unapproved, or both.
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Emerging Trends of Counterfeit and Unapproved Drugs

Although data associated with counterfeit and unapproved drugs are limited due to the clandestine
nature of counterfeiting, certain trends have emerged which may indicate that a wide spectrum of
counterfeit drugs are being manufactured and distributed. While reports of counterfeit and unapproved
drugs were initially associated with “lifestyle drugs” (e.g., those for erectile dysfunction, weight loss),
counterfeiters have expanded into more profitable and specialty markets, including drugs for chronic
and life threatening diseases. Investigations and seizures have revealed counterfeit and unapproved
versions of HIV/AIDS drugs, pain drugs, antibiotics, insulin, cholesterol drugs, hormone replacement
therapy, flu drugs, cancer drugs, anti-arthritic drugs, cardiac drugs, anti-parasitic drugs, and
antihistamines.” Research has indicated that in 2011, cancer drugs represented the eighth most
commonly counterfeited medical product worldwide.®

Threat of Counterfeit and Unapproved Drugs within Clinical Settings

In recent years, unscrupulous distributors have expanded their tactics to target clinical settings for the
sale of counterfeit and unapproved drugs. Medical offices are often contacted through mass advertising
campaigns via “blast faxes”, phone calls, direct email, and online marketing. These distributors often
target clinics and hospitals for sale of physician-administered drugs, including a variety of injectable
drugs.’

In 2012, the U.S. Food and Drug Administration (FDA) issued public alerts in several instances warning
that unapproved and potentially counterfeit versions of cancer drugs had infiltrated the U.S. supply
chain. In one such case, an investigation revealed that counterfeit versions of Avastin, an injectable
oncology drug which is administered in clinics, hospitals, and physician’s offices, lacked the active
ingredient found in the genuine version.® Counterfeit versions of Altuzan, a product approved for sale
within Turkey but unapproved for market within the U.S., similarly contained no active ingredient.’
Further investigations have suggested that the unapproved versions of Avastin and Altuzan were routed
through numerous countries and secondary distributers, obscuring their location of origin.’® FDA issued
notification letters to medical practices alerting them that they may have received unapproved or
counterfeit drug products from a particular unlicensed distributor, and advising of the public health
risks.

Health care professionals who purchase and administer counterfeit and unapproved drugs in a clinical
setting can face severe penalties. State boards of medicine have taken action against health
professionals who have knowingly purchased and administered counterfeit and unapproved drugs.
Penalties associated with purchasing and administering counterfeit products can include a suspension of
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medical licensure and medical malpractice suits.'>*? Health care professionals who falsely bill public and

private payers for reimbursement of counterfeit and unapproved drugs may face prosecution and
fines.">' However, there has been inconsistent and sparse enforcement of professional sanctions
against health care professionals who purchase or use counterfeit or unapproved drugs beyond the few
cases that are initially investigated and prosecuted by law enforcement agencies.

Efforts to Combat Counterfeit and Unapproved Drugs

Federal agencies have undertaken extensive efforts to combat the manufacture and distribution of
counterfeit and unapproved drugs within the U.S. These efforts span inter-agency working groups and
cooperative activities, as well as numerous initiatives within individual departments, agencies, and
offices.”

The FDA plays a critical role in the investigation and enforcement of violations involving FDA-regulated
products. FDA’s Office of Criminal Investigations (OCI) conducts and coordinates criminal investigations
regarding the manufacture and sale of counterfeit or unapproved drugs, as well as the illegal diversion
of pharmaceuticals and other regulated products. Other agency components, such as FDA's Office of
Drug Security, Integrity, and Recalls (ODSIR), works to ensure the quality, integrity, and security of drugs
for U.S. patients. Among the activities conducted by the office, ODSIR ensures the integrity of the
pharmaceutical supply chain, enforces legal requirements to promote the quality and integrity of
imported products, and raises public awareness of drug security threats.™ In addition, FDA manages a
counterfeit alert network to inform health professionals and patient groups about counterfeit drug
incidents and measures to take to minimize exposure. FDA’s MedWatch Program solicits information
from patients and health care professionals regarding potential unapproved or counterfeit products.
This voluntary reporting system captures information on suspect counterfeit drugs and other product
quality issues from patients, health care professionals, and other stakeholders, in addition to adverse
events that patients may experience.

Expansion of the nation’s regulatory capacity to combat counterfeit and unapproved drugs and ensure a
safe drug supply has also been a legislative priority. In 2012, Congress passed the Food and Drug
Administration Safety and Innovation Act (FDASIA), which provides FDA additional measures for seizing
counterfeit and unapproved drugs, inspecting foreign factories abroad, and protecting the safety and
quality of the supply chain.'” Currently, Congress is considering national “Track and Trace” legislation
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which would aid in securing the movement of drugs through the supply chain by creating a system for
tracing products.'® A more secure supply chain will significantly reduce the prevalence of counterfeit and
unapproved products on the U.S. market, but there will remain substantial incentives for the
production, sale, and purchase of counterfeit and unapproved products.

Strategies for Reducing Counterfeit and Unapproved Drugs in Clinical Settings

Generally, efforts taken by FDA to combat counterfeit and unapproved products have focused on key
players in the drug supply chain, such as drug manufacturers and distributors. While these efforts have
helped to ensure the security and integrity of the drug supply chain, gaps remain in the knowledge and
enforcement on the “demand side” of counterfeit drug purchasing. The purchase of counterfeit and
unapproved drugs by patients and health care professionals has become an increasing problem that is
neither well understood, nor within the traditional scope of the FDA’s investigation and enforcement
practices. Countering the purchase of counterfeit and unapproved drugs will require substantial
commitment and effort across multiple health care stakeholders, including health care professional
licensing boards, professional societies, malpractice insurers, and payers. By capitalizing on each
stakeholder’s distinct knowledge and regulatory capacities, FDA, in partnership with stakeholders, can
further reduce the demand for counterfeit and unapproved drugs.

The Engelberg Center for Health Care Reform at the Brookings Institution is collaborating with FDA's
Office of Drug Security, Integrity, and Recalls to convene an expert workshop exploring strategies for
reducing the purchase and distribution of counterfeit drugs, with a particular emphasis on medical
professionals within clinical settings. The workshop will delve into how stakeholders can leverage
institutional influence or authority to increase awareness and improve compliance and professional
behavior. Specific solutions for a range of issues will be addressed, including improved education and
engagement of stakeholders within the healthcare delivery system; development and implementation
of a more effective reporting system that aggregates and disseminates information on incidents
involving counterfeit or unapproved drugs; strategies to incentivize good purchasing practices and
reporting of improper conduct; and development of a collaborative framework that facilitates
enforcement of deterrents for the purchase of counterfeit and unapproved drugs that involve not only
criminal investigation and prosecution, but also potentially the loss of licensure, reimbursement
privileges, or malpractice insurance.

Meeting Objective and Discussion Questions

This workshop will explore strategies to address remaining gaps in the knowledge and enforcement of
counterfeit and unapproved drugs within clinical settings. During the workshop, focused sessions will
examine current approaches to limit the use of counterfeit and unapproved drugs, strategies to improve
communication and awareness between stakeholders, and innovative methods for deterring the use of
counterfeit drugs and unapproved drugs. Questions relating to those areas have been posed to help
guide discussion.

Session I: Current Approaches to Controlling Counterfeit and Unapproved Drugs, and Remaining Gaps in
Knowledge and Enforcement

e What efforts have been undertaken to secure the drug supply chain?
e What is the scope of FDA’s ability to ensure drugs are safe, effective, and high quality?
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e How are counterfeit and unapproved drugs an unresolved problem on the “demand side?”
What is known about this problem?

e What are potential legal and regulatory liabilities associated with the purchase of counterfeit or
unapproved drugs (e.g., fraud)?

e How have other enforcement mechanisms played a role in combating this issue (e.g., criminal
prosecution, loss of professional licensure, reimbursement policies)? How effective are these
mechanisms?

Session II: Identifying Strategies to Improve Communication and Awareness between Stakeholders

e Who are the relevant stakeholders? What are the informational needs of stakeholders?

e Are there mechanisms in place for communicating the public health risks of counterfeit and
unapproved drugs to the public?

e Are there mechanisms in place for communicating the professional and legal liability for
purchase and use of counterfeit drugs?

e How can communication and education reduce the purchase and use of counterfeits?

e How can communication between stakeholders be improved?

e How have communication initiatives influenced medical practice and purchasing practices?

0 Examples of successful communication campaigns

Session IlI: Identifying Solutions to Improve Compliance and Professional Behavior

e How can stakeholders collaborate to deter purchasing and dispensing of counterfeit and
unapproved drugs in clinical settings?

e How can stakeholders incentivize proper purchasing practices and reporting of improper
practices?

e What role can medical boards, professional societies, malpractice insurers, and payers play in
reducing the threat of counterfeit and unapproved drugs? How can these stakeholders be
supported and engaged by FDA?

e What are the issues and consequences related to reimbursement for counterfeit and
unapproved drugs used in clinical settings?

Session IV: Next Steps for Reducing the Threat of Counterfeit and Unapproved Drugs in Clinical Settings

e What practical steps can stakeholders take to implement the solutions or strategies that have
been identified?

e What are specific ways stakeholders can begin to collaborate to share information about the
purchase and use of counterfeit and unapproved drugs by healthcare providers?



