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On May 27, 2009 the Food and Drug Administration (FDA) issued draft guidance for presenting risk
information on drug and device advertisements.” The guidance, “Presenting Risk Information in
Prescription Drug and Medical Device Promotion” describes the factors FDA considers when evaluating By: Debbe Saez
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 Act)? and
relevant FDA regulations.? The guidelines will be open to comments for ninety (90) days from the date of
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publication in the Federal Register before finalization. A Change in Requirements for Submission of
Recently, the presentation of risk information has been an important issue facing the pharmaceutical and Bioequivalence Data

medical device industries. On March 4, 2009 the Supreme Court ruled in Wyeth v. Levine * that the By: Joe Calarco
patient’s failure-to-warn claim was not pre-empted by federal law. The patient, Levine, brought a state-law
damages claim alleging, inter alia, that Wyeth had failed to provide adequate warning about the
significant risks of administering the drug, Phenergan by IV-push method. Wyeth argued that because the
labeling on the drug had been approved by FDA, the state claim was preempted. This argument was LETTER FROM THE EDITOR
rejected by the Supreme Court as the manufacturer, not the FDA, bears the responsibility for the content
of its label at all times.

Fraud Enforcement Recovery Act Expands the

The latest guidance regarding the presentation of risk information is directed at both consumers and Scope of the False Claims Act
healthcare professionals (HCPs). The information on advertising materials is important to both consumers _
and HCPs because it lets consumers know what risks they might experience while taking the medication, By: Meredith Taylor, Esq.

Editor-In-Chief and PCX Product Manager

and helps to ensure that HCPs understand how to safely prescribe the medication. The guidance
emphasizes that when evaluating the communication of risk in an advertisement, FDA examines not only

the specific statements regarding the risks, but the net impression of the advertisement as a whole. A communication that contains accurate risk information
could still be misleading if the overall net impression of the advertisement is deceptive. In the evaluation, FDA examines the advertisement using the
reasonable consumer standard. The standard used by FDA is similar to that used by the FTC which reads:

We examine the practice from the perspective of a consumer acting reasonably in the circumstances. If the representation or practice affects or is
directed primarily to a particular group, the Commission examines reasonableness from the perspective of that group.®

In applying this standard, FDA considers the different levels of knowledge of consumers and HCPs.

The guidance is broken down into three categories — general considerations, considerations of content, and considerations of format. The following is a brief
description of each of the three categories. °

General considerations include:

1. Consistent Use of Language Appropriate for Target Audience — The target audience should be able to easily understand the language used to
communicate risks.

2. Use of Signals — Headlines or subheadings are commonly used signals in written communications; the advertisement must use similar signals when
communicating benefits and risks.

3. Framing Risk Information — The risk information should be presented with the same specificity as the benefit information.

4. Hierarchy of Risk Information — The most important risk information should be stated first.

Continued on Page 2...
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Considerations of Content include:

Quantity — The amount of risk information in an advertisement should be proportionate to the amount of benefit information that is
presented.

Materiality and Comprehensiveness — All material information related to the risks of a particular drug or device must be communicated in
the advertisement. An advertisement could be considered misleading if it omits an important risk while presenting the same amount of
benefit and risk information. The type target audience will determine what information should be considered material.

Considerations of Format include:

Print Promotion — Important factors distinct to print promotion include: the overall location of risk information, font size and style, contrast,
and white space around the information.

Non-print Promotion — Important factors distinct to non-print promotion include: textual elements, contrast, audio considerations, and the
interplay between audio and visual components of a promotion.

The guidance document is only in draft; however, it gives the industry important insight into how FDA evaluates the presentation of risk
information. FDA usually expects that manufacturers will follow draft guidance, as the finalization process can take years. If considered, this
guidance should help manufacturers adequately and appropriately disclose risk information in promotional materials.

Sources

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

221 USCA 121 et seq

321 CFR 202

4 Wyeth v. Levine, 944 A. 2d 179, (2009).

® See FTC Policy Statement on Deception at 170.
® See 74 Fed. Reg. 100 (May 27, 2009).

The Convergence of Pharmaceutical and Medical Device Laws and Regulations

By Matt Hotz, Senior Compliance Associate

matthotz@cis-partners.com

Pharmaceutical laws/regulations and medical device laws/regulations have been converging. This strengthening of the linkage between drug and
device laws/regulations has implications for companies in both industries.

The Medical Device Safety Act of 2009, introduced in the House of Representatives by Rep. Frank Pallone [D-NJ], would remove the preemption
clause from the Medical Device Amendments of 1976, allowing state and local governments to enforce standards more stringent than the FDA.
There is no comparable preemption clause for the pharmaceutical industry, a fact that was reinforced in the recent Supreme Court decision in the
case of Wyeth v. Levine. With the proposal of the Medical Device Safety Act, lawmakers hope to close this regulatory gap between drugs and
devices, giving state and local governments the same standing in the device industry as they have in the drug industry.

A Bill which illustrates this trend towards using the same legal standard in both the pharmaceutical and the medical device industry is the
Physician Payments Sunshine Act of 2009, introduced in the Senate by Chuck Grassley [R-IA] and Herb Kohl [D-WI]. In this Bill, the term, “drug,”
is used sixteen times, and in fifteen of those sixteen instances, the term “drug” is immediately followed by the term, “device.” The lone outlier is
the proper name of the regulatory body, the FDA. The two terms are used essentially as inseparable parts of the same whole.

This trend is not limited to Congress, either: in a January 2009 report entitled, “The Food and Drug Administration’s Oversight of Clinical
Investigators’ Financial Information,” the OIG defined the term, “investigational products,” as a blanket term to cover drugs, medical devices, and
biological products. Effectively, the OIG drew no distinction between drugs, medical devices, or biological products with regards to FDA oversight
of potential conflicts of interest.

What does this trend mean for pharmaceutical companies and medical device companies? Manufacturers in each industry should expect
distinctions between their industry and the other to continue to shrink. Manufacturers should also expect the more stringent standard to be one
adopted in cases where the regulations between the two industries differ significantly.
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Vermont’s Version of Sunshine

By Debbe Saez, Senior Compliance Manager

debbesaez@cis-partners.com

On May 11, 2009, the Vermont House of Representatives and Senate approved a Bill, S.48, intending to close loopholes in the State’s existing gift
and payment disclosure law, expand gift disclosure requirements, and ban many common types of gifts. S.48 is headed to Governor Jim Douglas
for his signature and he is expected to sign the law in early June.

While the existing law is stricter than the Physicians Payment Sunshine Act, the new Bill is even more stringent. It is also significantly more
comprehensive than gift disclosure laws in Minnesota, Maine, Washington D.C., West Virginia and Massachusetts. Vermont’s existing law requires
disclosures of gifts and payments only when they exceed $25; the existing law requires all allowable gifts to be disclosed even if the value is $0.01.
The existing law allows companies to claim certain expenses as trade secrets, thereby allowing them to keep these expenses private. S.48 closes
this loophole and does not allow consideration of expenses as trade secrets.

Another significant change is that the old law does not define a gift. S.48 defines a gift as “any payment, food, entertainment, travel, honorarium,
subscription, advance, service, product sample or anything else of value provided to a healthcare professional.” S.48 bans gifts that fall within the
definition.

S.48 expressly states that the following expenditures are allowed because they do not fall within the definition of gifts:

1 Payment to the sponsor of a significant educational, medical, scientific or policy-making conference or seminar, that meet certain
criteria stated in the Bill.

1 Reasonable honoraria and payment of the reasonable expenses of a health care professional who serves on the faculty at a bona fide
significant educational, medical, scientific or policy-making conference or seminar, that meet certain criteria stated in the Bill.

1 Compensation for the substantial professional or consulting services of a health care professional in connection with a bona fide clinical

trial, provided there is an explicit contract with specific deliverables which are restricted to scientific issues, not marketing efforts.
Although they are not gifts, recipient, value and nature of these allowable expenditures must be disclosed, regardless of amount spent.

Some expenses meet the definition of gifts and require disclosure, but are exempt from the ban. A subset of those listed in S.48 is:

1 Samples to be distributed to patients for free;
i Prescription drug rebates and discounts; and
1 The provision, distribution, dissemination or receipt of peer-reviewed academic, scientific or clinical articles or journals.

Although S.48 has received overwhelming support from both Democrats and Republicans in Vermont, the overall response to the bill is split. Here
are comments from some supporters of the law:

1 “With passage of this important piece of public health policy, Vermont has taken another step to take away undue influence on
prescribing patterns and to provide our citizens with the most cost effective and efficacious medicines.” — Sen. Kevin Mullen (R-
Rutland)

1 “Vermont now joins Minnesota and Massachusetts in tackling head-on the pervasive influence of payments and gifts on medical
practitioners through a ban on many gifts.” — Sharon Treat, Executive Director of the National Legislative Association on Prescription
Drug Prices

The Vermont Office of the Attorney General recently released a report stating that approximately $2.9 million was spent by medical product makers
on the State’s health care providers in 2008. This total does not include the expenses deemed as trade secrets. Supporters of the Bill feel that this
potential savings and savings from expanded use of generic drugs will result in improved patient care. Opponents of the Bill were quick to point
out that, while saving money is great, there isn’t a direct connection between saving money and improved patient care.

In addition to pointing out the redundancy in PhRMAs voluntary guidelines, Marjorie Powell, senior lawyer for PhARMA, stated “We think this is
unnecessary, and it is not going to improve patient care.” She added, “It makes it onerous not only for the company but also for the physician in
Vermont, because this is going to be on a Website.”

If passed, the law is scheduled to become effective on July 1, 2009. Included in the Bill are the penalties: $10,000 per unlawful gift and $10,000
per failure to report.

Vermont's S.48 is yet another example of a State following the recent trend of enacting laws requiring disclosure of gifts. In this case they go
above and beyond the other States, with no minimum on required disclosures and bans on many previously allowed gifts.

For more information, please see the following sources:

http://www.leg.state.vt.us/docs/2010/bills/Passed/S-048.pdf (S.48)

http://www.atg.state.vt.us/upload/1206473447 18 VSA 4632 - Statute.pdf http://www.pharmalive.com/news/index.cfm?articleid=625708&search=1
http://www.fdalawblog.net/fda law blog hyman phelps/2009/05/vermont-governor-signs-sweeping-law-that-prohibits-or-requires-disclosure-of-gifts-from-drug-device-.htmi
http://www.medicalnewstoday.com/articles/150909.php

http://www.nytimes.com/2009/05/20/business/20vermont.html? r=2&ref=health
http://www.policymed.com/2009/02/state-policy-vermont-physician-gift-ban-time-to-leave-the-maple-farm.html
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See-Through Clinical Trials

By Karen Brown, Senior Marketing Director

karenbrown@cis-partners.com

In a continued effort to push for more transparency around clinical trial data, Pharmaceutical Research and Manufacturers of America (PhRMA) has
updated the 2002 Principles of Conduct of Clinical Trials and Communication of Clinical Trial Results."

The revised voluntary Principles, which take effect on October 1, 2009, require PhRMA’s member companies to record “the timely registration of all
interventional clinical trials involving patients — including some early Phase 1 studies — on a public website, to help patients who need medical care to
enroll in relevant studies.”

According to the Principles, “timing” is within 21 days of enroliment of the first patient. With regards to Phase | studies, it is more ambivalent, and is
best described in this PhRMA Q&A:

Q: Company D has completed an exploratory, controlled clinical trial in healthy adults of a product involving a novel and highly proprietary
study design. Should Company D communicate the results of this trial?

A: Perhaps. Exploratory trials conducted in healthy adults rarely provide information of significant medical importance. However, if such a trial
did provide significant medical information, sponsors should work with the investigators to communicate the results of the trial.”

PhRMA also notes that this commitment extends to “all interventional clinical trials involving patients — regardless of whether the medicines are
approved or the particular research programs have been discontinued.”

Under these Principles, if the clinical trial results are thought to be of significant medical importance, the sponsor should work with investigators to
communicate the results of the trial through posting or publication.

And, when it comes to publishing results, changes involving research paper authorship include:

1 Adoption of the International Committee of Medical Journal Editors (ICMJE). Under these revised Principles, only individuals who make
substantial contributions to medical manuscripts will be recognized as authors.

1 Further alignment with ICMJE standards regarding disclosure in medical journal manuscripts of all financial or personal relationships that
might present a conflict of interest — whether in an article or a letter. What's more, authors of medical journal manuscripts should describe the
role of sponsors in designing the study, collecting and interpreting data, and writing the report.?

Sources:

! http://www.phrma.org/files/042009 _Clinical%20Trial%20Principles FINAL.pdf
2 hitp://www.phrma.org/news _room/press_releases/revised clinical trial principles reinforce phrma%92s commitment to transparency/

A Change in Requirements for Submission of Bioequivalence Data

By Joe Calarco, Senior Compliance Manager

joecalarco@cis-partners.com

The Food and Drug Administration (FDA) is amending its regulations (21 CRF Parts 314" and 320?) on the submission of bioequivalence (BE) data for
abbreviated new drug applications (ANDA). Effective July 15th, 2009 ANDA applicants will need to submit data on all BE studies conducted on the
product being submitted for approval. Prior to this amendment, applicants were only required to submit BE studies demonstrating that a generic
product met bioequivalence criteria, to be considered for ANDA approval.

The FDA is amending this regulation because it believes data from all BE studies (including those that do not demonstrate bioequivalence) will help
them make more informed decisions in assessing whether a drug formulation is bioequivalent to the reference listed drug (RLD)?, and will
subsequently lead to more informed decisions about an ANDA. Furthermore, the agency believes this additional BE information will also help them
better understand the how changes in product components, composition and manufacturing methods potentially impact product formulation
performance.*

Continued on Page 5...
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Comments on the proposed rule sought clarity regarding the definition of “Same Drug Product Formulation” and nature of BE study reports that
must be submitted. The FDA defines Same Drug Product Formulation “to mean the formulation of the drug product submitted for approval and any
formulations that have minor differences in composition or method of manufacture from the formulation submitted for approval, but are similar
enough to be relevant to the agency’s determination of bioequivalence”. The agency stated this definition should balance the need to acquire the
addition BE information with the need to not make the ANDA submission process too cumbersome. Furthermore, the agency also made it clear
that in most instances, submission of a summary report with potential explanations for non-passing results (e.g. drug improperly administered,
technical flaws in study conduct, study not correctly powered, inappropriate assay used) would suffice to describe BE studies that did not
demonstrate bioequivalence.

The agency estimates the final rule will increase the total number of BE studies by 10% annually, and increase an applicant’s burden by 60 to 120
hours for each additional BE study submitted as part of an ANDA. * The FDA acknowledged this additional burden; however, does not view the
burden as having a significant impact on applicants. When evaluating the potential benefits of this final rule, the agency contends the submission of
the additional BE studies could potentially prevent product discontinuations and adverse health effects, and improve the drug approval process for
generics via a better understanding of bioequivalence concerns.*

Sources:

121 CFR 314 (2008, April 1) http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch.cfim?CFRPart=314&showFR=1
221 CFR 320 (2008, April 1) http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfCFR/ICFRSearch.cfm?CFRPart=320&showFR=1
% Reference Listed Drug http://www.fda.gov/cder/drugsatfda/glossary.htm#RLD

Letter from the Editor

Fraud Enforcement Recovery Act Expands the Scope of the False Claims Act
Meredith Taylor, Esq.

Dear Readers:

As you can see from the articles in this newsletter, the Agencies, States, Congress, and the Courts, have been busy instituting new compliance
requirements for manufacturers to abide by across our industry. One of the most significant changes in our industry is the amendment to the Civil
False Claims Act (FCA).

On May 20, 2009, the Fraud Enforcement and Recovery Act of 2009 ' (“FERA”) was signed into law by the President. FERA amends the FCA by
imposing liability on any person or entity that submits a false claim to the government, with or without overt intent, in exchange for payment,
whether the claim was submitted to the government directly or indirectly, and whether the Government ever actually paid the claim.

Prior to the amendment, the FCA imposed liability on anyone who:

(1) knowingly presents, or causes to be presented, to an officer or employee of the United States Government or a member of the Armed
Forces of the United States a false or fraudulent claim for payment or approval;

(2) knowingly makes, uses, or causes to be made or used, a false record or statement to get a false or fraudulent claim paid or approved by
the Government;

(3) conspires to defraud the Government by getting a false or fraudulent claim allowed or paid; ...2

Recently, the Courts have interpreted the FCA to narrow the scope of liability, and Congress has made multiple attempts o to amend the FCA to
expand its scope and overturn those Court decisions. Until last week, none of those Bills were successful. S.2041 and. H.R.4854, both known as
“the False Claims Corrections Act,” and H.R.3180, known as “The Whistleblower Recovery Act of 2007” failed to make it out of session. After these
failures, Senators Chuck Grassley (R-lowa) and Patrick Leahy (D-Vermont) drafted a Bill that finally passed.

Senate Bill S.386 (amended by the House) was passed by the Senate and amended by the House, and has been signed by the President.
According to the Bill's proponents, S.386 was crafted from portions of the unsuccessful Bills and was fueled by the desire to undo the “harm” that
was done by the Allison Engine * case.

In the Allison Engine case, the Court ruled that a government contractor was not liable under the FCA because it did not intend to present a false
claim to the federal government. In that case, a subcontractor used false information to receive payment, but from another contractor, not directly
from the government. The Court held: “it is insufficient for a plaintiff asserting a § 3729(a)(2) claim to show merely that “[t]he false statement's

use ... result[ed] in obtaining or getting payment or approval of the claim,” 471 F.3d 610, 621 (C.A.6 2006) or that “government money was used to
pay the false or fraudulent claim,” id., at 622. Instead, a plaintiff asserting a § 3729(a)(2) claim must prove that the defendant intended that the
false record or statement be material to the government's decision to pay or approve the false claim.* This case requires a clear showing of intent
to defraud the government.

| Continued on Page 6...
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The first S.386 passed by the Senate on April 28, 2009, included these changes to the FCA:

1 Presentment - The requirement that the false statement be presented to a representative of the federal government would be done away
with. Now, the false statement could be provided to a government contractor or a third party.

Claim — What used to require requests or demands for money directly from the government would now include money provided by the
government, in whole or part, for work in furtherance of a government interest.

Material — The false statement used “to get” a false claim paid would now only require that the false statement was “material” to the false
claim. An influence of the false claim could be enough.

Reverse false claims — An addition of FCA violations for knowingly and intentionally avoiding a repayment of money owed to the
government, as a result of an overpayment.

Retroactivity - This section of the Bill seeks to reach back to Allison Engine and those cases that relied on Allison Engine as precedent, and
apply this new Bill to those facts, to essentially reverse many decisions.

The amended S.386 passed by the House on May 6, 2009, included these amendments to the Senate Bill:

| Qui Tam Intervention - The government can join suit with realtors by filing its own complaint, or by amending the Qui Tam complaint to
clarify or add detail to the claims. The government’s complaint relates back to the realtor’s filing date.

Civil Investigation Demands — The Attorney General, or a designee, can share information with the realtor if appropriate to investigate the
claim.

Anti-retaliation — An employee who is terminated or demoted as a result of lawful acts done in furtherance of reporting or stopping FCA
violations is entitled to reinstatement with the same authority.

Finally, the President signed the Bill, known as FERA, into law on May 20, 2009. It should be noted that the final version of FERA states that the
amendments to the FCA take effect on the date of the enactment, May 20, 2009, and apply to conduct on or after that date, but that there are
limited exceptions. This law will not reverse the Allison Engine case; however, it has overturned it, so Allison Engine can no longer be cited as
good law.

FERA will lead to more liability because it will now take less to prove a violation of the FCA. The fraudulent claim, statement, or information does

not have to be directly presented to the government for payment. Now, if false information submitted indirectly to the government is material in the
false claim, liability could attach.

Best Regards,
Meredith Taylor
Editor-In-Chief

Sources:

"P.L. 111-21

231 USC 3729

% Allison Engine Co., Inc. v. United States ex rel. Sanders, 128 S. Ct. 2123 (2008).
“1d. at 2128-2130
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