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FDA Draft Guidance on Drug Anti-Counterfeiting

By Aimee Hummel, CIS Compliance Manager FDA Draft Guidance on Drug
Anti-Counterfeiting

aimeehummel@cis-partners.com By: Aimee Hummel

On July 13, 2009 the FDA issued a Draft Guidance for industry, Incorporation of Physical-Chemical
Identifiers into Solid Oral Dosage Form Drug Products for Anti-counterfeiting." This Draft Guidance is

intended to provide guidance on the use of physical chemical identifiers, also known as PCIDs. PCIDs FDA Continues to Strive for
are substances used to identify drugs with the use of inks, pigments, and flavors. The use of PCIDs by Transarenc

drug manufacturers makes it more difficult to duplicate a drug substance and also makes it easier to

o . . 2 By: John Avicolli
identify the genuine version of a drug.

PCIDs are among the solutions intended to protect consumers from fraudulent, adulterated, and
counterfeit medications. Drug counterfeiting is a multi-billion dollar industry and accounts for 10 percent
of the global pharmaceutical market.> While the extent of pharmaceutical counterfeiting varies among
different regions in the world, there is a consensus among regulatory bodies that the problem is a
dangerous threat to the safety of consumers. The draft guidance will help ensure that consumers are
not exposed to products containing unknown, ineffective, or harmful ingredients.

The Quality by Design Initiative
By: Gary Miller

Follow Up on FDA Draft Guidance

Regarding Advertising Practices
By: Justin Will, Esq.

Although the FDA anticipates that many of the potential PCID ingredients are already used and have
established safety profiles, the guidance recommends using the lowest level of PCID possible. This
would minimize the adverse affects. The FDA also recommends that the PCID be a substance with no
medical effect, and placed within the dosage form so that it does not interact with the drug’s active
ingredient(s).?

CIS Launches the Sales & Marketing
PCX
PCIDs are just one of the many solutions pharmaceutical companies have come up with to address By: Jackie O’Connor
counterfeiting issues. Some of the most widely used technologies are tracking systems, which include
tamper-evident packaging, holographics, bar codes and radio frequency identification (RFID). Tamper-
evident packages are popular with prescription drugs. They can be a useful deterrent; however, they
are not fool-proof enough to be the only anti-counterfeiting measure. Holographs used on drug
packaging offer immediate detection and tamper evidence. This feature is expensive to create, and has

therefore proven to be an effective way to distinguish original from fake drugs. Barcodes offer tracking through a product’s entire packaging and shipping
history, and allow verification of information through a central database maintained by the manufacturer. RFID is the most up to date technology. RFID tags
can identify individual items, including unit dosages. RFID helps manufacturers by providing information on the ingredients that were used in making a
product. RFID is still very expensive; therefore bar codes and specialized package features are more widely used.’

The use of these technologies, consumer education, and more active roles from pharmaceutical manufacturers and pharmacy retailers would all help to
eliminate drug counterfeiting activities. As time goes on and technology advances, anti-counterfeit strategies will become more fool-proof and the activities
used for anti-counterfeiting will hopefully become increasingly regulated.

Sources:

! Physical Chemical Identifiers Play a Role in New FDA Anti-counterfeiting Draft Guidance, July 16, 2009
http://pharmtech.findpharma.com/pharmtech/article/articleDetail.jsp?id=611034

2 FDA Issues Draft Guidance for Industry on Drug Anti-counterfeiting Focus on physical chemical identifiers, July 13, 2009
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm171632.htm

% Drug Anti-Counterfeiting Technologies — Combating the Counterfeit , August 20, 2008
http://www.frost.com/prod/serviet/market-insight-top.pag?docid=141548544
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FDA Continues to Strive for Transparency

By: John Avicolli, CIS Senior Compliance Associate

johnavicolli@cis-partners.com

On June 2, 2009, the U.S. Food and Drug Administration (FDA) announced the formation of a task force to develop recommendations for
enhancing the transparency of the agency’s operations and decision-making processes.’

Now more than ever before, the concept of transparency has seeped into all facets of business and government. President Obama, by way of a
White House Memorandum to the heads of executive departments and agencies dated January 21, 2009, indicated that transparency would
play a critical role in his administration:

“Transparency promotes accountability and provides informatio
maintained by the Federal Government is a national asset. My Administration will take appropriate action, consistent with law and policy,
to disclose information rapidly in forms that the public can readily find and use. Executive departments and agencies should harness
new technologies to put information about their operations and decisions online and readily available to the public. Executive
departments and agencies should also solicit feddback to iden

In a recent webinar hosted by Compliance Implementation Services (CIS) and ExL Pharma regarding the Government Programs Systems
Environment, industry leaders expressed a similar sentiment with respect to transparency. The operational components of GP infrastructure for
some pharmaceutical manufacturers are now accountable to the finance departments of their respective organizations. There is a growing need
to communicate the transparency of AMP and BP calculations to individuals who are not familiar with this formulary process, in order to facilitate
review, approval and certification of these calculations. As government agencies have a vested interest in these calculations, it behooves an
organization to maintain a strong audit trail, and documentation surrounding these and similar calculations that play an integral role in the
financial reporting process.

With the advent of the FDA Transparency Task Force, it would stand to reason there is an expectation that “FDA agency actions and decisions,
and their underlying processes and bases will be more available to the public.”® While only in the infancy stages, the FDA is looking towards
public input as to which issues and topics should be up for consideration from a transparency standpoint while still maintaining a level of
confidentiality for certain information. The task force is aiming to “identify specific agency operations and activities, including enforcement
actions and product approvals, recommend legislative or regulatory changes to improve information sharing, and change the current operating
structure.™

There are varying degrees of disclosure with respect to the levels of FDA transparency. In some instances, there is a level and expectation of
confidentiality to be maintained in the drug approval process for certain manufacturers. Information disclosed on the site should not be a tip-off
for some manufacturers at the expense of others. So far, the transparency initiative has gained momentum and support from the industry:

“The Pharmaceuti cal Research and Manufacturers of America (Phl
because transparency fosters accountability. It is important to acknowledge that the FDA is already one of the most transparent public
health agencies in the world. It is hard to imagine any other similar government agency that provides on its web page all of its: approval
letters, warning letters, advisory committee briefing materials, summary bases of approval, internal standard operating procedures,
guidance documents, regulations, citizen petitions, as well as product-specific details on risk management programs and emerging
safety information."”

The importance of disclosure, and tenets of accountability, is pervasive in achieving the goals of this and future transparency task forces.
Transparency is ultimately an asset to companies and agencies; it improves accountability, and provides the answers to questions before they
even need to be asked.

Sources:
! http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm163899.htm
2 http://www.whitehouse.gov/the press_office/Transparency and Open_Government/
3 http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm163899.htm
4 http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm163899.htm
® http://fdatransparencyblog.fda.gov/
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The Quality by Design Initiative

By: Gary Miller, CIS Compliance Associate

garymiller@cis-partners.com

In 2005, the Food and Drug Administration (FDA) started a pilot program to allow participating companies to submit chemistry manufacturing and
controls (CMC) information demonstrating the application of Quality by Design (QbD). The drug applications to be reviewed during this pilot
program are meant to provide examples of how design, space and process knowledge can be captured at an operational level, and how they can
relate to normal operating ranges, equipment, and scale.” QbD is fundamentally built upon the theory of continuous process, which has been
used in chemical manufacturing for quite some time now.

The Center for Drug Evaluation and Research (CDER) Office of New Drug Quality Assessment has stated that “the pharmaceutical industry can
only realize the full benefit of QbD by developing and implementing continuous process.”® The FDA has a view of QbD as a “systematic approach
to product and process design and development.” Lawrence Yu, PhD, director for Science Office of Generic Drugs for the FDA, defines QbD as
“designing and developing formulations and manufacturing processes to ensure predefined product quality. This involves the understanding of
controlling formulation and manufacturing process variables affecting the quality of a drug.”

In an attempt to reach this necessary understanding, the FDA has granted the National Institute of Pharmaceutical Technology and Education a
$1.19 million contract. The FDA has said that “The intention of this award is the development of specifications allowing for the implementation of
Quality by Design (QbD) framework to improve product quality through science and technology.” The ultimate goal of this research, along with
all principles of QbD, is to improve end product quality. The research is scheduled to end in September of 2010, and “the results of the study will
potentially serve as the basis for formulating best practices and developing science based guidance documents that can be used by the FDA to
evaluate new and generic drug applications.”

Some of the key elements of QbD have already been identified. Chi-wan Chen, Deputy Director of the Office of New Drug Quality Assessment at
the CDER, outlined some of the features of QbD that have already been identified in subsequent studies. The elements include:

| Targeting the product profile
Determining the Critical Quality Attributes (CQAS)
Linking raw material attributes and process parameters to CQAs and perform risk assessment
Developing a design space
Designing and implementing a control strategy
Managing product life cycle, including continual improvements >

The movement towards a QbD manufacturing system is a challenging one, but it claims that it will be beneficial for business processes and that,
ultimately, it will have a positive financial impact on healthcare. QbD can be heavily equated with the Just in Time (JIT) manufacturing
methodology. With this, an immense amount of “waste” could potentially be eliminated, lowering costs in all areas of production and processing.
Process controls can be applied that will produce consistent quality product, with minimal or no in-process testing. Similar methods and
observations can be incorporated in the development of new chemicals so that a QbD process is developed from the outset. If QbD simplifies
process development and manufacturing methods for APls, the Pharma industry may be able to look at “first time quality” as a driving
manufacturing force behind drug efficacy.

Continued on Page 4...
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So where does the implementation stand today? Big Pharma has been able to pursue this avenue with effectiveness, but many mid-tier Pharma
companies have fallen back on old habits. It is believed in the industry that the FDA must continue to apply more pressure on the companies to
change, or they will not see a need to expel the resources needed to make significant changes. Success also relies on the industry and the FDA
moving toward a cohesive methodology, and sending a message explaining the need for these changes. Designing a QbD solution that is both
pragmatic from a compliance standpoint, and flexible from a business perspective, will keep the pressure on industry to truly embrace the principles
of QbD.°

Sources:
" FDA Promotes QbD for Biotech Therapies
By Jill Wechsler, October 1, 2008
http://biopharminternational.findpharma.com/biopharm/Quality/FDA-Promotes-QbD-for-Biotech-Therapies/ArticleStandard/Article/detail/557244
2 “Quality by Design (QbD): Myth or Reality”
By Girish Malhotra, PE, President EPCOT International
http://www.pharmpro.com/ShowPR.aspx?
PUBCODE=021&ACCT=0000100&ISSUE=0702&RELTYPE=PR&ORIGRELTYPE=ATO&PRODCODE=0000&PRODLETT=N&CommonCount=0
3 FDA Perspective on Quality by Design
By Patricia Van Arnum, Dec. 5 2007
http://pharmtech.findpharma.com/pharmtech/Article/A-FDA-Perspective-on-Quality-by-Design/ArticleStandard/Article/detail/469915
* Implementation of Quality-by-Design: OGD Initiatives
By Lawrence Yu, PhD, Director for Science Office of Generic Drugs, FDA
http://www.fda.gov/ohrms/dockets/AC/06/slides/2006-4241s1_8.ppt
°FDA Awards NIPTE $1.19 Million Contract to Develop Quality by Design (QbD) Guidance Elements
October 29, 2008
http://www.businesswire.com/portal/site/google/?ndmViewld=news_view&news|d=20081029005227&newsLang=en
® QbD: An Interim Report Card
By Bikash Chatterjee, Pharmtech Associates, Inc.
http://www.pharmamanufacturing.com/articles/2007/158.html

Follow Up on FDA Draft Guidance Regarding Advertising Practices
By: Justin Will, CIS Compliance Manager

justinwill@cis-partners.com

The June, 2009 edition of the PCX Newsletter included a featured article outlining Food and Drug Administration (FDA) guidance entitled,
“Presenting Risk Information in Prescription Drug and Medical Device Promotion.”" The guidance describes the factors FDA considers when
evaluating advertisements and promotional labeling for prescription drugs, restricted medical devices, and promotional labeling, in order to comply
with the Federal Food, Drug, and Cosmetic Act (FD&C)? and relevant FDA regulations.® The guidance emphasizes that when evaluating the
communication of risk information in an advertisement, FDA examines not only the specific statements regarding risks, but the net impression of
the advertisement as a whole. In other words, a communication that contains accurate risk information could be considered misleading if the
overall net impression of the advertisement is deceptive.

In July, FDA issued a warning letter regarding the presentation of risk information, that gives some indication of how it plans to evaluate the net
impression of advertisements. The warning letter was sent to a manufacturer in response to a 12 minute promotional video. The letter states,
“Promotional materials are misleading if they fail to present information about risks associated with a drug with a prominence and readability
reasonable comparable to the presentation of information relating to the effectiveness of the drug.” The majority of the risk communication is
contained in the final 30 seconds of the video, which FDA does not consider to be comparable to the time spent communicating benefits.

Continued on Page 5...
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FDA'’s criticism seemingly references two content considerations that were noted in the guidance — Quantity of Content and Location of Risk
Information.® The Quantity of Content implies that as the quantity of benefit information increases, the quantity of risk information should
increase, as well. The guidance states, “To ensure comparable benefit and risk presentations, manufacturers should consider the space or time
devoted to benefits and risks, comprehensibility of the language used, and the information provided on benefits and risks.”® The Location of Risk
Information is also considered by FDA when evaluating the overall net impression of a promotional material. The guidance states, “In addition to
appearing with or near benefit presentations, risk information should appear as an integral part of the piece, just as benefit information does.””

While the warning letter helps explain FDA'’s rationale when evaluating the net impression of promotional materials, it does not provide a
complete guide to FDA compliance. As more warning letters are released regarding FDA’s evaluation of the net impression of promotional
materials, manufacturers will be better able to comply with the guidance.

Sources:

! See 74 Fed. Reg. 100 (May 27, 2009).

221 USCA 121 et seq.

%21 CFR 202

* http://www.fda.gov/ICECI/EnforcementActions/WarningLetters/2009/default.htm
® See 74 Fed. Reg. 100 (May 27, 2009).

5 See 74 Fed. Reg. 100 (May 27, 2009).

7 See 74 Fed. Reg. 100 (May 27, 2009).

CIS Launches the Sales and Marketing Pharma Compliance Exchange (PCX)

By: Jackie O’Connor, CIS Marketing Associate

jacquelineoconnor@cis-partners.com

CIS is pleased to announce the launch of its newest product, the Sales & Marketing Pharma Compliance Exchange (PCX).

The Sales & Marketing PCX was developed by CIS as a single source for accessing regulations that govern activities concerning drug advertising,
marketing, sampling, and promotional spending in the pharmaceutical industry. In addition to federal laws and regulations, the PCX provides
information at a state-level, including reporting drug thefts and losses to state boards, and reporting and disclosing marketing costs. The PCX
simplifies the search by organizing the content under federal topics, state topics, and trade associations, including Pharmaceutical Research and
Manufacturers of America (PhRMA), Adva Med, and the Healthcare Convention & Exhibitor Association (HCEA).

“Pharmaceutical companies are faced with a great deal of pressure to stay up-to-date and compliant with all the laws and regulations in affect
regarding the sales and marketing of their products,” said Judy Fox, Senior CIS Manager, Commercial Compliance. “We recognize the struggle by
offering a solution that provides essential information for conducting compliant interactions within the industry in a single, organized location.”

In addition to serving as a reference guide, Sales & Marketing PCX subscribers are also provided with weekly updates, monthly newsletters
written by CIS consultants, and a ‘Hot Topics’ section, which lists the newest regulations available on the website.

http://sales.cis-pcx.com/

http: .CiS-pcx.com

http://clinical.cis-pcx.com/

http://sales.cis-pcx.com
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