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Overall Trends
New regulatory enforcement powers granted the FDA in the Food and Drug Administration
Amendments Act (FDAAA) emboldened the FDA to boost the number of warning letters, unti-
tled letters, consent decrees and corporate integrity agreements throughout 2009.

Warning letters issued by FDA have steadily increased since 2007 (see Figure 1). The total
number of letters issued in 2009 works out to 46.58 per month or 1.53 warning letters issued
per day. This is a 23% increase over 2008.

Looking more closely at warning letters directed at pharmaceutical companies, the following tables
break down warning letter citations into those directed an manufacturing requirements, those citing
problems in clinical trials, and those that cited companies for improper promotion activities.

In the area of manufacturing, the most commonly cited regulations involved Laboratory
Controls (General Requirements), Production Record Review, Stability Testing,
Responsibilities of the Quality Control Unit, and Equipment Cleaning and Maintenance.

Figure 1: Total FDA Warning Letter Trends 2007-2009

2009 Quality-Related Warning Letters
No. of Warning Letter Citations CFR Section
14 21 CFR 211.160 Laboratory Controls -General Requirements
14 21 CFR 211.192 Production Record Review
8 21 CFR 211.166 Stability Testing
8 21 CFR 211.22 Responsibilities of the Quality Control Unit
8 21 CFR 211.67 Equipment Cleaning and Maintenance
6 21 CFR 211.100 Production and Process Controls - Written

Procedures; Deviations
6 21 CFR 211.113 Control of Microbiological Contamination.
6 21 CFR 211.180 Retention of Records - General Requirements
4 21 CFR 211.42 Design and Construction - Facility
4 21 CFR 211.84 Testing and Approval or Rejection of Components
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In clinical trials, warning letters most often cited the following: General Responsibilities of
Investigators, Investigator Recordkeeping and Record Retention, Assurance of IRB Review,
Elements of Informed Consent, and IRB Records.

In cases involving advertising and promotion, FDA most often cited companies for Selling
Misbranded Drugs, Selling Unapproved Drugs, and Selling Adulterated Drugs. Most of the
enforcement in this area targeted non-prescription drugs and supplements.

A further analysis shows that FDA enforcement in 2009 was characterized by six themes:

1. CAPA-driven inspections

2. Record integrity

3. Postapproval controls

4. Supplier management

5. International harmonization

6. Swifter enforcement

2009 Advertising and Promotion-Related Warning Letters
No. of Warning Letter Citations CFR/USC Section

55 21 U.S.C. 352 Selling Misbranded Drugs

46 21 U.S.C. 353 Selling Unapproved Drugs

27 21 U.S.C. 351 Selling Adulterated Drugs

16 21 CFR 202 Prescription Drug Advertising

3 21 CFR 201.1 Labeling

2009 Clinical Trials-Related Warning Letters
No. of Warning Letter Citations CFR Section

32 21 CFR 312.60 General Responsibilities of Investigators

21 21 CFR 312.62 Investigator Recordkeeping and Record Retention

10 21 CFR 312.66 Assurance of IRB Review

5 21 CFR 50.25 Elements of Informed Consent

5 21 CFR 56.115 IRB Records

3 21 CFR 312.56 Review of Ongoing Investigations

3 21 CFR 56.108 IRB Functions and Operations

2 21 CFR 312.50 General Responsibilities of Sponsors

2 21 CFR 50.27 Documentation of Informed Consent

2 21 CFR 56.107 IRB Membership

2 21 CFR 56.109 IRB Review of Research

2 21 CFR 56.111 Criteria for IRB Approval of Research
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Underlying each theme was the changing of the guard at the agency. The advent of a new presi-
dential administration brought new officials at FDA and the Department of Health and Human
Services (HHS) who promised the US Congress stronger, more efficient, better public safe-
guards.

In early August 2009, the new FDA Commissioner, Dr. Margaret Hamburg stated succinctly:

The FDA must be vigilant, the FDA must be strategic, the FDA must be quick, and the
FDA must be visible. We must get the word out that the FDA is on the job. Companies
must have a realistic expectation that if they are crossing the line, they will be caught,
and that if they fail to act, we will. 1

The 2009 message from the agency was clear: companies that have not made compliance a
strategic component of their business had better do so, and soon. Based on 2009 data, FDA
inspections increasingly use a company’s own records, CAPAs, supplier controls, and postmar-
ket monitoring as surrogates for systemic compliance with both FDA and internationally har-
monized regulations. By understanding the makeup of these enforcement themes, we can pull
lessons forward to help protect ourselves against FDA enforcement in the years ahead. And
given the 23% increase in warning letters, there should be little question that FDA
Commissioner Hamburg is making good on her promise to strengthen the agency and its indus-
try oversight



CAPA-Driven Inspections
In 2009, medical device warning letters were, like 2008, focused on a subset of FDA’s Quality
Systems Inspection Technique (QSIT) methodology, known, informally as “CAPA+one.” Of 84
sampled warning letters issued over the course of 2009, the following non-compliance viola-
tions were the five most frequently cited (in order of citation frequency):2

1. CAPA violations (21 CFR 820.100)

2. Complaint handling (21 CFR 820.198)

3. Design control (21 CFR 820.30)

4. Management responsibility (21 CFR 820.20)

5. Quality audit (21 CFR 820.22)

While these numbers do bear out continuing usage of the CAPA+one inspection methodology,
they also support three of the enforcement themes: postapproval monitoring is reflected in com-
plaint handling (the second-most cited regulatory violation), record integrity comes into play
with documentation and reporting, and corrective and preventive action (CAPA) investigations
and resolutions are part and parcel of effective trending of complaints and safety monitoring.

As part of its role on the Global Harmonization Task Force (GHTF), the FDA helped draft the
new guidelines on CAPA investigations, resolutions, and verifications, Quality Management
System Guidance on Corrective and Preventative Action and Related QMS Procedures,
released September 2009 in draft format. GHTF guidelines, ostensibly just for device manufac-
turers, are increasingly being suggested by FDA officials to both combination device firms and
pharmaceutical firms.3 In February 2009, Jan Welch, from FDA’s Center for Devices and
Radiological Health (CDRH), noted that inspectors in all the FDA centers are being trained on
GHTF guidelines as best practices to look for during inspections of device, biologics, and phar-
maceutical firms.4

According to Deb Autor, Director of Compliance for the Center for Drug Evaluation and
Research (CDER), CAPA is the most frequently violated tenet of the Good Manufacturing
Practices (GMPs) regulations, especially since the 2006 publication of the Quality Systems
Approach to Pharmaceutical CGMP Regulations guidance document.5 Inspectors are being
trained to look specifically at a company’s own corrective and preventative actions, particularly
those associated with internal quality audits, batch failures, and supplier oversight.6

One example of how CAPA+one plays out in pharmaceutical firms can be seen in the enforce-
ment actions around Apotex, Inc., a pharmaceutical manufacturing firm in Canada. In June
2009, the FDA issued a warning letter to Apotex citing the firm for three serious GMP viola-
tions.7 The letter cited Apotex for “Failure to thoroughly investigate the failure of a batch or
any of its components to meet any of its specifications whether or not the batch has already
been distributed (21 CFR 211.192).”8 In other words, through the regulatory requirement for
biopharmaceutical firms to conduct investigations and determine the causes of out-of-specifica-
tion (OOS) results, CAPA comes into the play as an expectation. This connection is explicit in
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FDA’s 2006 guidance, Investigating Out-of-Specification (OOS) Test Results for
Pharmaceutical Production, “The objective of such an investigation should be to identify the
root cause of the OOS result and take appropriate corrective and preventative action”9 (e.g., the
CAPA process).

Inexperienced Inspectors
Widespread adoption of the CAPA+one technique may be a result of the more than 1,800 new
hires the FDA has made over the past two years. Despite consistent training efforts, not all new
inspector hires have been able to attend training beyond basic regulatory requirements.10 The
retirement of more experienced investigators has also had an impact on inspections. New inspec-
tors do not have as many veteran investigators to look to for advice and insights, and as a result
may be more comfortable simply focusing on the basics such as CAPA. Tim Ulatowski, CDRH’s
Director of the Office of Compliance, noted that “We need to build that expertise from the ground
up, and that’s a very big ticket item.”11 Newly hired inspectors have to build this knowledge on
the job while waiting for their turn to attend advanced FDA internal training programs.

In November 2009, FDA announced a $652,000 (USD) two-year contract to develop and deliv-
er a professional development program designed to give agency drug reviewers current knowl-
edge and experience with cutting-edge pharmaceutical manufacturing techniques and technolo-
gies. Additional training is expected for device reviewers and inspectors, but at time of writing,
funding had not yet been finalized in FDA’s 2010 budget.

Effective CAPA Characteristics
So what then makes up a “good” CAPA from an FDA perspective? A review of a March 2009
Form FDA-483 for Saturn Orthopedics reveals four key components FDA expects to see in an
effective CAPA process:

1. Regular reviews of source records (such as complaints, adverse events, product
returns or repairs, etc.) to identify quality-related problems;

2. Root cause investigations that look for specific product or process non-conformances;

3. Initiation of change controls top prevent and/or correct problems – including initiating
changes at contract manufacturers and process vendors (such as distributors and con-
tract sterilizers); and

4. Communicating quality-related problems and solutions to senior management with
executive accountability.

Each of these components is reiterated, along with detailed examples and suggestions, in the
GHTF September 2009 guidance on CAPA. So while pharmaceutical and biologics executives
can correctly claim they are not beholden to GHTF guidelines, they inadvertently do themselves
a disservice by ignoring the suggestions from international harmonization efforts. And, as
Apotex saw after its June warning letter and the subsequent import alert FDA placed on Apotex
finished drug products, ignoring the harmonized recommendations of regulators can have direct
negative financial consequences.
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International Harmonization
As should be clear from the foregoing, the FDA continues to put emphasis on firms taking a
robust quality systems approach to compliance based not just on FDA regulations, but interna-
tional harmonization efforts such as the GHTF and the International Conference on
Harmonization (ICH). Indeed, in 2008, in the wake of the Heparin scandal, the FDA issued the
first warning letter citing a firm for non-compliance to ICH standards.12 In 2009, the agency
issued another warning letter citing ICH guidelines to Sumitomo Chemical Company Limited,
an active pharmaceutical ingredient (API) facility.13

In 2009, the FDA signed three joint inspection collaboration agreements to harmonize and share
data across international regulatory agencies:

1. European Medicines Agency (EMEA)

2. Health Canada

3. Australia’s Therapeutic Goods Administration (TGA)

And at the time of writing, FDA was actively negotiating with Japan’s Pharmaceutical and
Medical Devices Agency (PMDA). This is in addition to data sharing between US agencies
such as the HHS, the Occupational Safety and Health Administration (OSHA), and the
Department of Justice. In November 2009, US Department of Justice senior official, Lanny
Breuer, an assistant attorney general in the Department’s criminal division, warned pharmaceu-
tical firms that FDA is coordinating with the Justice Department to identify, and prosecute,
executives using bribery and other illegal means to try to obtain preferential treatments in coun-
tries with nationalized healthcare.14

According to Richard Friedman, a director in CDER’s Division of Manufacturing and Product
Quality, the agency has already seen benefits from international inspectorate collaborations and
cooperation.15 As the FDA continues to apply risk-based prioritization to selection of sites to
inspect, the agency has refined its decision making based information from EMEA and Health
Canada counterparts. The agency has launched an API inspection pilot program, in tandem with
efforts to finalize an ICH guideline on API manufacturing, Q11 Development and Manufacture
of Drug Substances. Over the next two years, FDA, EMEA and TGA officials will coordinate
inspections in at least a dozen high-priority API manufacturers. Pharmaceutical executives will
want to closely follow the development and iterative drafts of Q11 to have an insight into FDA
expectations for API quality systems.

International Inspections
Enforcement of internationally harmonized rules is particularly important as the FDA increases
its presence overseas to help other regulatory health agencies cope with the growing globaliza-
tion of the biopharmaceutical and device supplier landscape. As Barry Rothman noted, less that
25% of FDA’s inspections are overseas, and given the skyrocketing number of suppliers and
manufacturing sites, this is “a drop in the bucket.”16 In 2009, FDA completed less than 90
international GMP inspections.17 According to the Government Accounting Office (GAO), just
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in pharmaceutical contract manufacturing sites alone, there were over 1,400 pharmaceutical
contract manufacturing sites that registered in 2007-2008, far more than FDA can inspect regu-
larly even if it were to devote 100% of its resources to overseas inspections.18 To cope, the
agency has taken a three-prong approach:

1. Inspecting those overseas firms deemed either high risk or those with huge volume
production;

2. Focusing the bulk of supply chain controls on reviewing the supplier management and
oversight of biopharmaceutical and device firms; and

3. Supplementing these activities with inspections of firms relying on cutting-edge sci-
ence and/or technologies.

Joseph Famulare, deputy director of CDER’s Office of Compliance, said the agency has also
increased the number of warning letters sent to foreign sites. The FDA sent 11 warning letters
in 2009 compared with six in 2008. “We have really shifted our enforcement approach interna-
tionally,” Famulare noted. “We realize that we’ve had very few opportunities to do these
inspections overseas and now that we’ve increased our risk-based surveillance program, we are
finding more problems.”19

International inspections performed by FDA staff stationed overseas are just a portion of the
overall FDA international enforcement efforts. Their real purpose is to learn more about the
regulatory health agencies in the overseas countries, and work hand-in-hand with local inspec-
tors to balance regional requirements with internationally harmonized expectations such as ICH
and GHTF guidelines.

As a result, Edwin Rivera-Martinez, chief of the FDA’s International Compliance branch, has
cautioned companies against relying on FDA’s international inspection efforts. Companies need
to audit their suppliers and “not rely on the FDA to do their quality control function.”20 Rivera-
Martinez noted that even if the FDA inspects a particular facility, it may very well be conduct-
ing the inspection for different purposes (such as verifying proper CAPA processes or adher-
ence to a specific ICH standard) than those appropriate to ensuring a supplier can consistently
make materials and products to sponsor specifications.
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Supplier Management
The onus then, is increasingly on biopharmaceutical and device firms to put in place an effec-
tive, systemic supplier selection, qualification, and management program. This program is what
the FDA will inspect and review. From January to December 2009, the FDA issued 16 warning
letters citing firms for poor supplier qualification oversight.

Baxter Healthcare was cited in September 2009 for two violations of 21 CFR 820: 21

1. Failure to establish and maintain requirements for purchased products and services
(820.50(b)); and

2. Failure to evaluate and select potential suppliers on the basis of their ability to meet
specified requirements (820.50(a)).

Ironically, Baxter had supplier quality audits and supplier quality agreements; the company was
unable to provide proof (e.g., records) that such audits actually assessed the ability of suppliers
to successfully meet material specifications.

Stat Medical Devices was cited in April 2009 for similar supplier selection and qualification
violations:

Failure to evaluate and select potential suppliers, contractors, and consultants on the basis of
their ability to meet specified requirements, including quality requirements, as required by 21
CFR 820.50(a)(1). Specifically, your firm’s purchasing controls are inadequate in that:

• Your firm did not evaluate the ability of your supplier to adequately maintain the tool-
ing of the [device], and your firm did not document whatever evaluation it did per-
form.

• Your firm did not document its evaluation of supplier to meet specified requirements,
including quality requirements, for manufacture of the [device] before [supplier]
began manufacturing this product line in August 2007.22

In an interesting reminder for how compliance mistakes can come back to haunt firms, FDA
acknowledged that the supplier no longer manufactures the product line for Stat Medical, but
nonetheless, compliance failures two years before are still fair game for citation today if left
uncorrected.

As the biopharmaceutical and device landscape becomes increasingly reliant on supply chains
stretching around the world, FDA is scrutinizing the oversight given by firms in four key areas:

1. Inadequate supplier qualifications

2. Over-reliance on spec sheets and certificates of analyses

3. Poor risk-based decision making

4. Lack of a cross-functional, cohesive approach to supplier oversight
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Inadequate Supplier Qualifications
For CBER’s Barry Rothman, one of the first places supplier problems rear their ugly head is inad-
equate supplier qualifications. Companies often do not conduct supplier audits, even of the mail-in
“paper” variety. Because of the global supply chain, firms may not know the actual manufacturer
of their chemicals or components, just the distributor or the importer. As a result, companies have
no idea of the quality or levels of control existent at the actual chemical or component maker.

When it comes to assessing importers and distributors, companies often fails to recognize a
problem if the importer or distributor does not list the actual manufacturer of the drug, the
active pharmaceutical ingredient (API), or the inactive. The importer or shipper may not even
know if such chemicals are intended for the life sciences.

Rothman explained that it is common for importers and distributors to bring in a huge batch of a
chemical, then break it apart into smaller amounts, and then sell those smaller units to brokers. And
all along the way, the chemical may be stored in all types of environments under poor conditions.

“It’s almost impossible to follow a single chemical’s lifecycle,” said Dr. Rothman.23 As a
result, companies have to focus on supplier qualification and on-going supplier controls and
monitoring.

Over-Reliance on Vendor Paper
Companies compound their supplier risks by relying too heavily on vendor provided
Certificates of Analysis, Certificates of Conformance, or Specification Sheets. “If you have no
idea of the quality of the actual materials maker, and you have no idea of the conditions under
which the materials were transported and stored, how can you rely upon the accompanying
Certificate of Analysis?” asked Rothman.24 Such certificates may be copies the distributor or
broker had from a previous batch, the certificate might be the “default” certificate the distribu-
tor provides for all batches of that chemical, or the certificate could be from a genuine analysis
but one conducted on composite samples taken from a large shipment.

“Because assurance of purity and quality is a fundamental regulatory requirement,” FDA offi-
cials recommend that supplier qualification processes include thorough testing of the first ship-
ment from any new supplier, and then more thorough sampling and testing for the first ship-
ment from a supplier manufacturing site that made a recent, significant change (e.g., typically a
significant change is one that might require at least advance notification of as part of a compre-
hensive supplier contract or quality agreement addendum).

Poor Risk-Based Decision-Making
“The challenge,” noted CDRH’s Kim Trautman, “is to have an appropriate risk management
process that allows you to assess risks and evaluate controls on an on-going basis.” Firms need
to always ensure they document the risks to provide the context for their decisions.

This is one way to move beyond confining risk assessments to just those with critical suppliers
and no one else. Firms can use the risk assessments to determine how strictly to craft their
change requirements in supplier contracts.

FDA Drug Enforcement: An Analysis of Warning Letter Trends 13



FDA’s Trautman noted that a good risk management program can allow a company that has
worked with a supplier for a number of years and never had a problem, “ it might make sense
to only test 1 out of every 20 shipments, or maybe one shipment a quarter or a year.”
Companies can then point to earlier evaluations, on-going monitoring and trending, and any
other relevant controls to justify why sampling and testing of supplier materials did not increase
product risk.

“If you do not have a good risk management program,” continued Mrs. Trautman, “you cannot
manage your suppliers.” A good risk management program is not only on-going with periodic,
proactive re-assessments and reviews, but also such a risk management program “has links to
development, design, regulatory affairs, quality departments, and purchasing groups.”25

Lack of Cross-Functional, Cohesive Approaches
In discussions with Dr. Rothman and Mrs. Trautman at the FDAnews Supplier Quality
Management Congress in August 2009, both FDA officials repeatedly emphasized a single
point: FDA enforcement regarding supplier management failures inevitably results when com-
panies only rely upon their quality department or their purchasing department or any other sin-
gle functional unit to select, evaluate, and oversee suppliers.

“There is only so much acceptance testing you can do,” Mrs. Trautman advised. Firms must
have an integrated process that involves everyone in supplier management. Dr. Rothman noted
that regulation preambles and guidance documents repeatedly cite the phrase “integrated mix”
when it comes to compliance as the only way to ensure product safety, efficacy and quality.

The FDA scrutinizes supplier records by following threads from complaints, adverse events,
regulatory submitted reports (particularly for firms that contract out manufacturing), plus cor-
rective and preventative actions. When it comes to design and development work, FDA inspec-
tors look for supplier controls around design work, formulations, clinical trials, nonclinical test-
ing (especially for outsourcing of toxicology and genomics studies), and other aspects of overall
new product development programs to determine the reliability of submitted safety, efficacy,
and quality information

One suggestion that Deb Autor and other FDA officials have made is for a compliance review
to be part of any supplier evaluation. Such a review would assess the compliance status of a
supplier – especially critical suppliers – and use that assessment in determining appropriate
controls. The Bristol-Myers Squibb corporate integrity agreement and the HHS Office of
Inspector General are good places to start determining how to structure such an assessment.26
As is clear in the Bristol-Myers Squibb agreement, supplier evaluations require cross-functional
coordination across the product lifecycle. Because suppliers frequently cross departmental
boundaries, supplying materials and services to research and development departments as well
as finished manufacturing, effective monitoring and evaluation requires companies to establish
a holistic, risk-based supplier management program.
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Postapproval Controls
Nowhere is such a systemic, cross-functional monitoring and evaluation program more critical
than in the postapproval stage, when finished products are distributed and sold to healthcare
providers and patients. The Food and Drug Administration Amendments Act (FDAAA), enact-
ed into law in 2007, has as its strongest provision, Title IX – Enhanced Authorities Regarding
Postmarket Safety of Drugs. The FDA has been provided sweeping new powers that will
require companies to:

• Conduct postapproval studies or clinical trials upon FDA request

• Design, submit, and follow a Risk Evaluation and Mitigation Strategy (REMS)

• Update safety information in labeling within 30 days of FDA request

• Submit adverse event data along with any postapproval clinical trial data to
ClinicalTrials.gov

• Preview television advertisements with the FDA first for approval

FDAAA also allows the FDA to levy civil monetary penalties on companies and individual
executives who violate the statutes or any FDA requirements or requests under the statute (see
FDAAA 902(a)). The civil penalties are capped at $250,000 per violation, up to a maximum of
$1,000,000 (USD). And the agency can levy additional penalties if it determines that the viola-
tions did not cease upon notification; these are capped at $10 million per violation.
Theoretically – although has yet to be tested in court proceedings – FDAAA allows the agency
to assess civil monetary penalties for each violation of the FDC Act and FDAAA in a warning
letter. And while it is extremely unlikely that warning letters will come accompanied by sum-
mons to pay, agency officials have noted that firms are on notice that both the US Congress and
the FDA are serious about postmarket safety and monitoring.

To help firms comply with the postmarket requirements of FDAAA, the FDA published a draft
guidance document in July 2009, Postmarketing Studies and Clinical Trials – Implementation
of Section 505(o) of the Federal Food, Drug, and Cosmetic Act.27 In it, the agency makes clear
another new requirement of FDAAA – the new distinction between “clinical trials” and “stud-
ies.” Previous rules, regulations, and guidance documents used the terms studies and trials inter-
changeably; FDAAA distinguishes between the two terms (studies are now, by definition, non-
clinical).

Since the enactment of FDAAA, CDRH has increased the number of postapproval clinical trials
and studies required as a condition of approval. Prior to FDAAA, less than 45% of device
approvals required firms to conduct postapproval studies and clinical trials; since FDAAA, 65%
of market authorizations required such commitments as a condition of market approval.

Direct-to-Consumer Marketing
FDAAA also encouraged the agency to strengthen its oversight of direct-to-consumer advertis-
ing and marketing. FDA’s Division of Drug Marketing, Advertising and Communications



(DDMAC), in coordination with CDER and the Office of Criminal Investigations, issued 55
warning and untitled letters for direct-to-consumer (DTC) marketing in 2009, more than double
the number (21) issued in 2008. The increase was a result of three factors:

1. New hires in DDMAC, increasing its capabilities and strength;

2. A coordinated, weeklong international effort to curb illegal DTC promotions; and

3. A new enforcement focus on sponsored links and social networking.

In mid-November 2009, in a show of international regulatory harmonization efforts as they
relate to enforcement, the FDA, along with World Health Organization (a sponsor of the ICH),
the Permanent Forum on International Pharmaceutical Crime, national health agencies from 24
participating countries, the US Drug Enforcement Administration (DEA), the US Postal Service
(USPS), and the Department of Homeland Security coordinated efforts to target, interdict, and
trace shipments of illegal pharmaceutical products and medical devices. The weeklong effort,
called the International Internet Week of Action (IIWA), resulted in 22 warning letters.

The agency’s enforcement focus on sponsored links and social networking spawned 14 warning
and untitled letters. However, agency critics argued that FDA overstepped its bounds. The
result was a two-day public hearing in November on the promotion of FDA-regulated medical
products using the Internet and social networking. While no real consensus was achieved, FDA
officials promised to assess, by mid-2010, whether or not a formal guidance document was
required.

Safety and Risk Communication
In August 2009, FDA issued an “Early Communication About an Ongoing Safety Review”
regarding GlaxoSmithKline’s weight loss drug, Alli. The agency issued 9 such alerts in 2009,
one more than issued the previous year.

“Early communications” from the FDA began with the enactment of FDAAA in 2007 as a
response to criticism regarding FDA’s slow communications to issues surrounding Vytorin.
“Early communications” are focused on sharing preliminary safety concerns with healthcare
providers and patients.28 Because “early communications” are relatively new, companies con-
tinue to be caught off guard when the FDA issues these public notices. This situation is further
worsened because the FDA does not provide companies advance notice of any impending
“early communication” issuance.

Given the FDA’s new leadership’s pledges to Congress to give earlier notice of potential risks
to public safety, “early communication” releases are likely to continue for the foreseeable
future. As a result, executives will need to start actively trending adverse events and complaints
for leading indicators of potentially serious problems. FDA based the August 2009 “early com-
munication” on 32 reports of serious adverse events associated with the liver over a ten year
period – an average of 3.2 per year.
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Increased Executive Accountability
In its 2009 consent decree with KV Pharmaceuticals (see Appendix C), FDA named current and
former executives of the firm, levying penalties against both the individuals and the company.
FDA has also worked to convict multiple individual biopharmaceutical and device executives:

• Former CEO of Intermune was convicted of wire fraud as a result of a press release
that summarized patient safety data in an extremely positive light (when the reality
was significantly different);

• An executive of Donor Referral Services, a tissue bank based in California, was con-
victed of falsification of records related to recovery and sale of human tissue for med-
ical implantation;

• Stryker Biotech executives – including the firm’s former president and its current
sales managers – were indicted for illegal promotion of medical devices;

• Several pharmaceutical regional sales managers were convicted of off-label promo-
tions and marketing;

• Four Synthes North America executives – the company president, two vice presidents,
and the director of regulatory affairs – were indicted for conducting clinical trials
without FDA authorization; and

• Nine executives of Hi-Tech Pharmaceuticals were convicted for manufacturing and
importing adulterated drugs.

When asked about the increasing focus on senior executives, an inspector in the New Jersey
district office commented that these efforts are due to a concerted FDA effort “drive accounta-
bility at the top.”

Another fruit of FDA enforcement efforts to ensure executive accountability is the number of
high profile consent decrees. 2009 began with the largest settlement in FDA history, Eli Lilly’s
$1.4 billion (USD) fine and consent decree. This was followed by additional corporate integrity
agreements with NueroMetrix, Medtronic, and IVAX Pharmaceuticals.
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Record Controls
All of the preceding trends are predicated upon one simple statement: a company’s records pro-
vide the proof of either compliance or noncompliance. Inspectors look at documents and
records. And, as FDA’s Deb Autor has noted, sloppy records are a reflection of sloppy compli-
ance.29 As an example of how records controls factor into enforcement actions, consider an
analysis of clinical sponsor warning letters issued in 2009 (see Table 1).

Table 1: Breakdown of Clinical Sponsor Citations by GCP Violation

Adequate oversight, monitoring, and reporting by the clinical trial sponsor is the number one
violation, followed by failure of the sponsor to control and retain the required records and docu-
ments. Looking at each of these violations, however, clearly indicates that inspectors found
problems in sponsor records associated with each of the items identified. Whether these viola-
tions were missing approval signatures (in the case of “conducting an investigation without
receipt of approval”) or failure to maintain inventory logs of investigative new drugs, records
control – or lack thereof – is the underlying cause.

Further analysis of FDA’s published warning letters for 2009 reveals explicit mention of
records control failures by firms multiple times (see Table 2).

Table 2: Survey of Records Control Related Phrases in 2009 Warning Letters

Type of Violation No. of Violations

Oversight, monitoring, and reporting 12

Document and record controls (including retention) 8

Conducting an investigation without receipt of approval 7

Inventory, tracking, and disposal of investigational drug or device 6

Qualification of the investigator or clinical site 6

Financial disclosure review 3

Records Control Phrase No. of Warning Letter Citations

Missing documentation 7

Inadequate documentation 7

Not accurately recorded 6

Record retention 5

Missing records 4

Record keeping 2
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FDA has taken steps to correlate individual facility deviations of poor records management to
the integrity of the clinical trial or the finished product. An October 2009 warning letter to
Dynamic Surgery, a medical device manufacturer, noted that the firm failed “to maintain device
master records (DMRs) that include or refer to the location of device specifications, including
appropriate drawings, composition, component specifications” and that such failures to main-
tain the records evidence an inability to operate in a state of control (and thus consistently pro-
duce a safe and efficacious product).30 In a June 2009 warning letter to Dov Linzer, M.D., the
agency noted the clinical site “failed to maintain adequate and accurate case histories” and this,
along with other record keeping inconsistencies raised significant concerns as to the integrity
and validity of any clinical trial results.31

Where questions about record integrity impugn the validity of clinical trial results, FDA has
begun either conducting a pre-approval inspection (PAI) or simply placing a submissions
review on hold until the sponsor is able to demonstrate that clinical site non-compliance does
not render clinical trial results invalid.32 Given that an average submission delay costs a firm
between $5,000-11,000 (USD) per day, record controls would seem to be a high priority for
companies in the future.

Clinical Trial Records and Patient Privacy
Of serious concern to clinical trial investigators and their sponsors is the increased scrutiny
placed on patient records in 2009. In November, the HHS issued an interim final rule to
strengthen its enforcement of the Health Insurance Portability and Accountability Act (HIPAA)
and the obligations of clinical trial sites under the American Recovery and Reinvestment Act of
2009 (ARRA). The ARRA legislation requires clinical sites to publicly disclose any “any unau-
thorized acquisition, access, use or disclosure of protected health information which compro-
mises the security or privacy of such information.” HHS can now fine clinical trial sites up to
$500,000 (USD) for each violation.
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Swifter Enforcement
Four weeks after an inspection, KV Pharmaceuticals agreed to a consent decree with the FDA.
Six weeks after an inspection, FDA seized products from three facilities of Caraco
Pharmaceutical Laboratories. And in August, FDA’s Commissioner Hamburg announced that
FDA would give companies just 15 business days to respond to Form FDA 483 observations.

As part of a more aggressive stance to better protect public health, FDA Commissioner
Hamburg announced six new regulatory expectations in an August 2009 speech to the Food and
Drug Law Institute:33

1. Firms need to respond to Form FDA 483 observations in 15 days or less to have a
chance to head off a warning letter or other enforcement action;

2. The FDA will assume a “three strikes and you’re out” posture;34

3. Warning letters will be issued within 45-90 days;

4. A re-inspection will occur within 6-24 months after issuance of the warning letter;

5. Warning letter closeout letters will be issued based on agency confirmation of Form
FDA 483 observational closures; and

6. Increased cross-agency collaborations to ensure firms have put in place systemic,
holistic compliance infrastructures.

As part of this swifter enforcement plan, the agency will conduct a detailed review of a firm’s
response to Form FDA 483 observations if the response is received within 15 business days. If
the FDA goes ahead and issues a warning letter, the agency will provide comments and insights
on any corrective actions planned by the company and communicated in its original response to
the inspectional observations. The agency’s chief legal counsel will only review warning letters
with “significant legal issues,” with untitled letters no longer being sent for legal review.35
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Outlook
In the years ahead, Companies should expect FDA inspectors to carefully scrutinize their
records. Based on warning letter trends and consent decrees, as well as FDA officials’ discus-
sions at industry events and news conferences, it seems clear that FDA will focus on identifying
systemic breakdowns of compliance, especially those failures related to CAPAs, postapproval
trending and complaint handling, and supplier oversight. These are all failures that can bring
the integrity of product safety, quality, and efficacy claims into question.

Consequently, executives must look beyond FDA regulations and published guidance to inter-
nationally harmonized regulatory expectations such as those issued by the ICH and the GHTF.
Companies that fail to take appropriate steps to bring their quality systems and compliance pro-
grams into line with 21st century regulatory expectations may find the FDA much more vigilant
and much more capable of causing swift consequences
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Appendix A:  Inspectional Findings – Domestic v. International  
 

Based on review of available Form FDA 483s, warning letters, and the FDA presentations cited 
in this report, the following two charts indicate the significant inspectional findings in domestic 
and international inspections.  Remember that international findings represent only 
approximately 25% or less of total FDA inspections. 

 

Domestic FDA Inspectional Findings 
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International FDA Inspectional Findings 
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Apotex Inc. 
    

Department of Health and Human Services 
Public Health Service 
Food and Drug Administration 

  Silver Spring, MD 20993 

Warning Letter 

 
Via Federal Express 
WL: 320-09-06 

 
June 25, 2009 

 
Mr. Lance Lovelock 
Vice President Quality 
Apotex Inc. (Corporate Office) 
150 Signet Drive 
Toronto, Ontario, Canada M9L 1T9 

 
Dear Mr. Lovelock: 

 
This is regarding a December 10 -19, 2008 inspection of your drug product manufacturing 
facility in Etobicoke, Ontario, Canada by Investigators Debra M. Emerson and Rochelle L. 
Campbell. The inspection revealed significant deviations from U.S. current good manufacturing 
practice (CGMP) regulations (Title 21, Code of Federal Regulations, Parts 210 and 211) in the 
manufacture of non-sterile oral solid dosage drug products. The CGMP deviations were listed on 
an Inspectional Observations (FDA-483) form issued to Ms. Carol M. Austin, Associate Director 
of Compliance, at the close of the inspection. 

 
These CGMP deviations cause your drug products to be adulterated within the meaning of 
Section 501 (a)(2)(B) of the Federal Food, Drug, and Cosmetic Act (the Act) [21 U.S.C. § 
351(a)(2)(B)]. Section 501(a)(2)(B) of the Act states that drugs are adulterated when they are not 
manufactured, processed, packed, and held according to current good manufacturing practices. 
Failure to comply with CGMP constitutes a failure to comply with the requirements of the Act. 

 
In addition, our inspection revealed that you failed to submit NDA Field Alert reports (FARs) to 



 

FDA in compliance with 21 CFR § 314.81 (b)(1)(ii), as required by section 505(k) of the Act 
(the Act) [21 U.S.C. § 355(k)]. 21 CFR § 314.81 (b)(1)(ii) requires an applicant to submit 
information concerning any bacteriological contamination, or any significant chemical, physical, 
or other change or deterioration in the distributed drug product, or any failure of one or more 
distributed batches of drug product to meet the specifications established for it in the application. 

 
We have reviewed your January 30, 2009 written response to the FDA-483 observations. We 
acknowledge that some corrections appear to have been completed, or will soon be implemented. 
However, your response fails to adequately address multiple, serious deficiencies. Specific 
violations include, but are not limited to: 

 
1. Failure to thoroughly investigate the failure of a batch or any of its components to meet any of 
its specifications whether or not the batch has already been distributed. [21 CFR §§ 211.192] 

 
A. During the inspection, our investigators were provided with a list of drug products and in-
process materials rejected during December 2006 to December 2008. This list reports that your 
firm has rejected a total of 554 batches during this period. However, your firm did not provide 
records of investigations for these batch failures. Additionally, it appears that two of the 
rejected batches (Acyclovir Batches (b)(4) and (b)(4)), also included in the list of finished 
product batches manufactured, may have been shipped to the U.S. since December 2006. 
Please clarify if these batches were partial rejects and if portions of these batches with passing 
testing results were shipped into the US. Please also provide copies of your investigation 
reports for the two Acyclovir batches, including any out-of-specification (OOS) investigation 
addressing the reason for the non-conformances, if the initial test results were invalidated, and 
your justification if these lots were released. 

 
The list of rejected products includes multiple batches of therapeutically significant drug 
products such as Cyclosporine, Gabapentin, Topiramate, Divalproex and Carbidopa-
Levodopa. This unusual high number of rejected batches demonstrates a lack of adequate 
process controls and raises significant concerns regarding the capability and reliability of your 
processes to consistently manufacture drug products meeting predetermined specifications. 

 
B) Our inspection also disclosed that your firm has manufactured (b)(4) scale-up batches of 
Hydrochlorothiazide 12.5 mg capsules during January-June 2008. (b)(4) out of (b)(4) batches 
((b)(4)) failed assay after encapsulation. The initial assay failure occurred in March 2008 and 
your investigations of these initial OOS test results had not been completed at the time of the 
inspection, nor had your QC unit identified a root cause for the assay failures. When asked by 
our investigators why the firm had not yet identified the reasons for the assay failures, Mr. 
(b)(6), Associate Director of Technical Operations, responded the firm is "working on it." 
Please provide a copy of the completed OOS investigations for these (b)(4) 
Hydrochlorothiazide batches and a letter confirming that the (b)(4) batches have been 
destroyed after completion of your investigation. 



 

C. On January25, 2007, your firm submitted an NDA Field Alert for OOS test results initially 
obtained on October 15, 2005 for an unknown peak detected during the three month stability 
interval testing of Ketoconazole, Lot (b)(4). The peak was later determined to be (b)(4). Your 
investigation determined that the tablets contained (b)(4) of (b)(4) and that this cross-
contamination occurred in the (b)(4) of (b)(4) Ketoconazole batches made. Your investigation 
did not mention the root cause of the cross-contamination, whether other batches or products 
manufactured in the same area and equipment were affected, or what corrective actions were 
taken to prevent other incidents of cross-contamination in your plant. Please provide a copy of 
the completed OOS investigation for this lot, documentation regarding other incidents of 
cross-contamination, and a summary of what corrective actions you have taken to prevent 
cross-contamination of drug products in your manufacturing facility. 

 
These examples illustrate problems in the quality control unit's ability to conduct thorough 
investigations, as required by 21 CFR 211.192, to determine the cause of OOS results. The 
source of OOS results should be identified either as an aberration of the measurement process or 
an aberration of the manufacturing process. Even if a batch is rejected based on an OOS result, 
an investigation is necessary to determine if the result is associated with other batches of the 
same drug product or other products. Batch rejection does not negate the need to perform the 
investigation. 

 
Your OOS investigation procedure should emphasize the importance of conducting and 
documenting thorough investigations of all OOS test results. To be meaningful, each 
investigation should be thorough, timely, unbiased, well documented, and scientifically sound. 

 
It remains your responsibility to ensure that all OOS investigations are thorough, objective, and 
completed in a timely manner with corrective and preventive actions. For additional information, 
please refer to the October 2006 Guidance for Industry, Investigating Out-of-Specification (OOS) 
Test Results for Pharmaceutical Production, available at 
http://www.fda.gov/cder/guidance/3634fnl.pdf. 

 
Please provide a copy of your current procedure for conducting OOS investigations and 
documentation of corrective actions you have taken to address the 554 rejected batches 
manufactured since December 2006. 

 
2. Failure to submit NDA/ANDA field alert reports (FARs) in the required timeframe, within 3 
working days of becoming aware of information concerning any significant chemical, physical, 
or other change or deterioration in the distributed drug product. [21 CFR § 314.81(b)(1)] 

 
Your firm's work instruction entitled: NDA Field Alerts, WI-QA-651-013-X, requires that field 
alert reports (FARs) be submitted to FDA "within 3 working days of confirming there might be a 



 

concern with the product". Our inspection uncovered several instances where FARs were not 
submitted to FDA within the timeframe as required by 314.81(b)(1). 

 
A. Ketoconazole Tablets (ANDA 75-912), Lot (b)(4) 

 
As mentioned in Section 1(C) above, this lot was OOS due to an unknown peak detected 
during stability testing. Laboratory records show that the unknown peak was first detected on 
October 15, 2005, during the three month stability-testing interval, and the OOS was 
confirmed on January 5, 2006. The FAR was not filed with FDA until January 25, 2007, more 
than fifteen months after the initial OOS report. Furthermore, the FAR states that Apotex 
became aware of the OOS result on January 22, 2007, but laboratory records document that 
your firm became aware of the OOS test result fifteen months earlier. 

 
In your response, please explain why this FAR was submitted to FDA fifteen months late and 
what corrective actions you are taking to assure that field alerts are submitted to FDA within 
the required timeframe, and do not contain inaccurate statements and information. 

 
B. Glipizide Tablets (ANDA 75-795), Lot (b)(4) 

 
This batch was found OOS on February 23, 2007, when an unknown peak was detected at the 
eighteen months stability test interval. The initial FAR was filed with FDA on April 5, 2007, 
and the final FAR confirming the peak was filed on August 8, 2007. The peak was later 
identified and a (b)(4) to the product's specifications. 

 
C. Omeprazole Tablets (ANDA-76-048), Lots (b)(4) and (b)(4) 

 
These batches were found OOS in May 2008, when an unknown related compound that 
exceeded the established limit (b)(4) of was detected at the eighteen months stability test 
interval. The initial field alert was submitted on June 11, 2008, and the final field alert was 
provided on September 10, 2008. The compound was later identified and the investigation 
determined that the Omeprazole is sensitive to (b)(4) in (b)(4). Also, the investigation 
determined that packaging of the product in large package size ((b)(4) count bottles) reduced 
stability. Our inspection disclosed that your firm is not labeling the product with an eighteen 
month expiration date. 

 
D. Lovastatin Tablets (ANDA77-748), Lot (b)(4) 



 

 
Apotex became aware of a complaint on May 21, 2008, concerning two or three tablets of 
Lovastatin in three bottles that were thicker than the rest of the tablets in the bottles. Your 
investigation revealed that compliant bottle #1 had four tablets above the target weight limit, 
and complaint bottle #3 had five tablets above the target weight limit. The initial field alert 
was not submitted to FDA until November 13, 2008. 

 
The NDA/ANDA Field Alert reporting requirements in 21 CFR 314.81(b)(1)(i) and (ii), effective 
since May 23, 1985, require holders of NDAs and ANDAs to submit certain information about 
distributed drug products to the jurisdictional FDA district office within three working days of 
receipt by the applicant. The intent of the 21 CFR § 314.81(b)(1) regulation is to establish an 
early warning system so that significant problems are brought to the Agency's attention by 
applicant holders in order to prevent potential safety hazards from drug products already in 
distribution. Field alert reports are required to be submitted for confirmed and unconfirmed 
problems meeting the definition of the regulation within three working days of becoming aware 
of the problem. 

 
In your response, you report that the delays in submitting FARs within the required three 
business days was due to significant delays in reporting between the "discovery of the concern 
by Apotex personnel and it being reported to senior management to facilitate an investigation of 
the incident." You attribute these delays to the fact that training on this procedure was limited to 
its users. To correct this communication problem and ensure that all staff is trained and aware of 
these reporting requirements, you've committed to revise the SOPs covering the commercial 
stability complaint process, the product compliant process, and the procedure covering the final 
review of QC laboratory results. We acknowledge your firm's commitment to update these 
written procedures to ensure that requirements for reporting of initial OOS test results and 
submission of FARs are known to all staff. Please provide a copy of the revised and approved 
SOPs for our review. 

 
3. Failure to include a specimen or copy of each approved label and all other labeling in the 
master production and control record. [21 CFR § 211.186(b)(8)] 

 
Your firm's response states that your firm achieves the intent of the regulations in Section § 
211.186 without including copies of the approved labels and labeling in the master record, by 
utilizing a variety of electronic controls for your systems and processes. Please explain how the 
various involved departments approve labels and labeling and revisions of labels and labeling 
and whether the physical copies of approved labels and labeling are cross-referenced in the 
master production record. Also, explain how your SAP system integrates with your current 
paper-based document system to ensure compliance with this regulation. 

 
The CGMP deviations identified above, or on the FDA-483 issued to your firm, are not an all-



 

inclusive list of the deficiencies at your facility. FDA inspections are audits, which are not 
intended to address all deviations from CGMP and all violations that may exist at a firm. If you 
wish to continue to ship your products to the United States, it is the responsibility of your firm to 
assure compliance with all U.S. standards for CGMP and all applicable U.S. laws and 
regulations. 

 
Until all corrections have been completed and FDA has confirmed corrections of the deficiencies 
and your firm's compliance with CGMPs, this office may recommend withholding approval of 
any new applications or supplements listing your firm as a drug product manufacturer. In 
addition, failure to correct these violations may result in FDA denying entry of articles 
manufactured at Apotex, Inc. Etobicoke, Canada into the U.S. The articles could be subject to 
refusal of admission pursuant to Section 801(a)(3) of the Act [21 U.S.C § 381(a)(3)], in that, the 
methods and controls used in their manufacture do not appear to conform to current good 
manufacturing practice within the meaning of Section 501 (a)(2)(B) of the Act [21 U.S.C § 
351(a)(2)(B). 

 
Please respond to this letter within thirty days of receipt and identify your response with FEI 
#3002808376. We also recommend that you contact Giuseppe Randazzo at 
Giuseppe.Randazzo@fda.hhs.gov or at (301) 796-3277 within five days of receipt of this letter to 
schedule a meeting. For any additional questions or concerns regarding this letter, contact Hidee 
Molina, Compliance Officer, at the below address and telephone number. 

 
U.S. Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Manufacturing and Product Quality 
International Compliance Team 
White Oak, Building 51 
10903 New Hampshire Ave 
Silver Spring, MD 20993 
Tel: (301) 796-3671 
Fax: (301) 847-8741 

  

Sincerely,  

/S/ 
Richard L. Friedman, 
Director 
Division of Manufacturing and Product 
Quality 
Office of Compliance 
Center for Drug Evaluation and Research 
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Changzhou SPL Company, Ltd ( a/k/a 
"Kaipu") 21-Apr-08 

Department of Health and Human Services 
Public Health Service  
Food and Drug Administration 

  Silver Spring, MD 20993 
 
 

APR 21 2008 

Warning Letter  

Via FedEx and facsimile 

WL: 320-08-01  

Dr. Van Wang, Ph.D.  
General Manager  
Changzhou SPL Company, Ltd (aka "Kaipu") 
3 Changhong West Road  
Hutang Township, Wujin City  
Changzhou  
China  

Dear Dr. Wang:  

We have completed our review of the Establishment Inspection Report (EIR) for the inspection 
conducted at your active pharmaceutical ingredient manufacturing facility in Wujin City, 
Changzhou, China by U.S. Food and Drug Administration ("FDA") Investigator Regina T. 
Brown and Chemist Zi Qiang Gu on 20-26 February 2008. The inspection revealed significant 
deviations from U.S. Current Good Manufacturing Practice (CGMP) in the manufacture of active 
pharmaceutical ingredients (API). These deviations were listed on an Inspectional Observations 
form (FDA-483) issued to you at the close of the inspection.  

These CGMP deviations cause your API to be adulterated within the meaning of section 
5O1(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act (the Act) (21 U.S.C. 351(a)(2)(B)). 
This section of the Act states that drugs, as defined in the Act, are adulterated when the methods 
used in, or the facilities or controls used for, their manufacture, processing, packing, or holding 
do not conform to or are not operated or administered in conformity with current good 
manufacturing practice to assure that such drugs meet the requirements of this Act as to safety 
and have the identity and strength and meet the quality and purity characteristics, which they 
purport or are represented to possess.  



 

Our review included your March 17, 2008 and April 15, 2008 written responses to the FDA-483 
observations. We note that some corrections appear to have been implemented and that you have 
promised that others will soon be implemented. However, your response does not adequately 
address some of the deficiencies, as further discussed below. Specific areas of concern include, 
but are not limited to:  

1. There is no assurance that processing steps used to manufacture heparin sodium, USP 
are capable of effectively removing impurities.  

Our inspection disclosed that your firm lacked an adequate evaluation of the effectiveness of 
critical processing steps designed to remove impurities, and critical process parameters were not 
well defined or controlled (observation #1 of the FDA 483). The inspection also found that an 
impurity profile has not been established for the heparin sodium API (observation #2 of the 
FDA-483). 

In your March 17,2008, response to observation #1, you state that the firm has conducted two 
successful process validation studies, one in 2002 and one in 2004. However, the validation 
studies failed to determine whether the process was capable of adequately removing identified 
and unidentified impurities. Your response does not include data to demonstrate that your 
process will consistently remove impurities, and your firm continues to lack established impurity 
limits for the API. It is essential that your firm establish that controls are in place for assuring the 
consistent performance of the processing steps to remove impurities in order to ensure the 
identity, quality and purity of the drugs your firm produces.  

In your response, your firm acknowledges certain deficiencies in providing evaluations of critical 
processing steps. Please provide data from validation studies that assess whether the process is 
capable of consistently removing impurities, and your evaluation of the reliability of the controls 
used to establish and monitor performance of the processing steps. 

In your March 17,2008, response to observation #2, you state that the current testing regimen for 
heparin sodium is consistent with industry practice reflected in the ICH Q7 A Guidance 
(Laboratory Controls, Testing of Intermediates and APIs) which states that "Impurity profiles are 
normally not necessary for APIs from herbal or animal tissue origin." Although a full impurity 
profile may not be necessary as par of the batch-to batch testing of certain APIs, it is necessary 
that specifications for impurities be established for the production of all API and that each API 
batch be tested for conformance to these specifications. The ICH Q7 A Guidance (Laboratory 
Controls, General Controls) states that appropriate specifications should be established for APIs, 
including for control of impurities. Your firm failed to establish appropriate specifications for 
identified and unidentified impurities for the heparin sodium API. Your firm also failed to 
perform adequate tests to detect impurities in this API.  

In your March 17, 2008, response to observation #2 your firm also states that the complexity of 
the investigation into the recent heparin product recalls demonstrates the difficulty of isolating 
and identifying impurities in heparin due to the nature of the [redacted] mixture of [redacted] 
However, the mere fact that it is difficult to isolate and identify impurities is insufficient 
rationale for not establishing appropriate specifications for, and routinely monitoring, impurities 



 

during production. In fact, we note that you committed in your response to include an "impurity 
profile update" in each DMF annual report.  

Please note that it is essential for your firm to establish appropriate specifications and adequate 
testing to ensure the consistent removal of undesirable impurities, including those that are 
potentially harmful to human health.  

It is your responsibility to ensure that your API meets the identity, quality and purity 
characteristics that it is represented to possess.  

2. You fail to have adequate systems for evaluating the suppliers of heparin crude 
materials, and the crude materials themselves, to ensure that these materials are acceptable 
for use.  

Our inspection found (Observation #6 of the FDA-483) that you received lots of material from 
an unacceptable workshop vendor that were used in your API. In your March 17, 2008, response 
to observation #6, your firm acknowledges inadequacies in the firm's supplier qualification 
efforts. For example, you state that the firm received and used heparin crude materials from a 
workshop that had been designated by your firm in a "pre-audit" as "unacceptable" and that was 
ultimately not approved by your firm. Your firm used this crude material in the production of 
API lots that were shipped to the United States.  

Your system for evaluating suppliers of crude heparin material is ineffective to ensure that 
materials are acceptable for use. As described above, your firm accepted and used heparin crude 
material from a supplier that you had preliminarily determined was unacceptable. Your system 
failed to verify that the supplier was acceptable prior to the use of the crude material. 
Furthermore, after your firm determined that the supplier was not acceptable, your firm failed to 
take any corrective action with respect to the processed raw material.  

All raw materials that are received and used in producing heparin sodium API should be 
qualified using a system to ensure that raw materials are of acceptable identity, quality and purity 
before use. It is important to establish appropriate specifications for these materials and to assure 
your suppliers provide materials meeting these specifications. These specifications should be 
approved by the quality unit. Your firm has failed to establish appropriate specifications for your 
incoming crude materials.  

Your vendor qualification program should provide adequate evidence that the manufacturer can 
consistently provide reliable and safe materials. Suppliers should be monitored and regularly 
scrutinized to assure ongoing reliability. It is your responsibility to ensure that raw materials 
received are suitable and approved by the quality unit prior to use. 

3. The test methods performed for heparin sodium USP have not been verified to ensure 
suitability under actual conditions of use. 

Our inspection found (Observation #4 of the FDA-483) that you have not ensured that certain 
USP compendial test methods were verified under actual conditions of use. Specifically, you 



 

have failed to conduct adequate verification of USP compendial test methods as applied to the 
production of your firm's API. The data you provided in your March 17, 2008, response did not 
include information about the suitability, accuracy, and detection limits of certain test methods 
for API, such as the protein test method, used by your firm. There was no indication from these 
data that your firm's test methods could reliably detect and quantify the presence of proteins in 
the finished API.In addition, your firm had not conducted suitability testing of the method to 
determine the limit of detection for the method. The suitability for use of the protein method for 
in-process testing was also not established.  

In your March 17, 2008, response to the FDA-483, you state that the firm has conducted 
suitability tests. In addition, you state that the test method was not verified because it was a basic 
compendial test. You assert that USP <1226>, Verification of Compendial Procedures, states that 
verification is not required for basic compendial test procedures that are routinely performed 
unless there is an indication that the compendial procedure is not appropriate for the article under 
test. In your response, you also state that the laboratory performed basic suitability testing on the 
heparin sodium API analytical method in accordance with your standard operating procedures 
(SOPs).  

We disagree with your assertions that verification is not required for those USP test methods 
used by your firm. In accordance with cGMP, analytical methods should be validated unless the 
methods used are included in a relevant pharmacopoeia or other recognized standard reference. If 
the method is a compendial method, verification of the methods should be conducted to 
determine that the method is suitable for its intended use under actual conditions. We 
acknowledge that the USP informational chapter <1226> suggests that there is a lesser need for 
verification for the simplest tests such as loss on drying, residue on ignition, and pH 
measurements. However, these do not include the test methods at issue, including the protein test 
method.  

Further, the ICH Q7 A guidance (Good Manufacturing Practices for Active Pharmaceutical 
Ingredients) at section 12.8 "Validation of Analytical Methods" states clearly that "the suitability 
of all testing methods used should nonetheless be verified under actual conditions of use and 
documented." Thus, although it is not necessary to validate USP test methods, it is necessary to 
verify that these USP methods are suitable for the specific conditions of use. Furthermore, the 
suitability tests you describe in your response do not verify that the USP tests are suitable for the 
specific conditions of use.  

Please provide data that demonstrate that the compendial test method has been verified and 
determined to be suitable under actual conditions of use.  

4. Equipment used to manufacture heparin sodium USP is unsuitable for its intended use.  

Our inspection team observed (Observation #7 of the FDA-483) that equipment tanks used in the 
final [redacted] step were constructed of [redacted]. These tanks were identified as clean. 
However, unidentified material was observed adhering to the inside surfaces of tanks. It was also 
observed that surfaces of the tank were scratched, not smooth. We also note that volume 



 

markings on the outside of the [redacted] tanks had tape adhered to it with markings. In 
addition, the cleaning method used for cleaning these tanks was not qualified.  

There should be written procedures for cleaning of equipment. Cleaning procedures should 
contain sufficient details to enable operators to clean each type of equipment in a reproducible 
and effective manner. Acceptance criteria should be established and cleaning procedures should 
be defined and evaluated.  

In your response to observation #7, you stated that the [redacted] tanks used in the final 
[redacted] step will be replaced with [redacted].This [redacted] will be equipped with lean-in-
place system and an automated level reader. Until the new tanks arrive, you state that you will 
replace the existing [redacted] tanks with new [redacted] tanks and conduct cleaning validation 
on the new tanks using the manual cleaning methods after each cleaning.  

Please provide data that show how the [redacted] tanks are qualified and the cleaning 
procedures are validated.  

Your corrective action to replace [redacted] tanks with [redacted] is noted. However, it is your 
responsibility to ensure that equipment used to process heparin sodium does not meaningfully 
alter quality of the API by being additive, reactive or absorptive.  

Once you have installed and qualified the [redacted] please provide information on equipment 
qualification and cleaning validation for these tanks.  

The inspectional observations listed on the FDA-483 and the concerns described above indicate 
significant deficiencies in your overall quality system. An effective quality system must assure 
that a firm's manufacturing operations are adequate and that the API meets its established 
specifications for identity, quality and purity. There should be a quality unit that is independent 
of production and capably discharges quality assurance and quality control responsibilities. 
Please respond to the FDA with your corrective action plan to address the above concerns with 
respect to your quality system.  

The CGMP deviations identified above or on the FDA-483 issued to your firm are not to be 
considered an all-inclusive list of the deficiencies at your facility. FDA inspections are audits, 
which are not intended to determine all deviations from CGMP that exist at a firm. If you wish to 
ship your products to the United States, it is the responsibility of your firm to assure compliance 
with all U.S. standards for Current Good Manufacturing Practice.  

Shipments of articles manufactured by your firm are subject to refusal of admission the FD&C 
Act [21 U.S.C. 381(a)(3)] in that the methods and controls used in their manufacture do not 
appear to conform to current good pursuant to Section 801(a)(3) of the Act (21 U.S.C. 
35l(a)(2)(B)]. Until all corrections have been completed and FDA can confirm compliance with 
CGMP, this office will continue to recommend disapproval of any new applications or 
manufacturing practice within the meaning of Section 501(a)(2)(B) of supplements listing your 
firm as the manufacturer of active pharmaceutical ingredients.  



 

Please respond to this letter in English (including attachments) within 30 days of receipt and 
identify your response with FEI# 3003335664. Any future shipments of API manufactured at 
your 3 Changhong West Road site will be refused admission into the United States.  

Please contact Anthony A. Charity, Compliance Officer, at the address and telephone numbers 
shown below, if you have any questions or concerns regarding this letter.  

U.S. Food & Drug Administration  
Center for Drug Evaluation and Research  
10903 New Hampshire Avenue, Bldg 51, Room 3246  
Silver Spring, MD 20993  
Tel: (301) 796-3191; FAX (301) 847-8741  

To schedule a re-inspection of your facility, after corrections have been completed and your firm 
is in compliance with CGMP requirements, send your request to: Director, Division of Field 
Investigation, HFC-134, 5600 Fisher's Lane, Rockville, MD, 20857. You can also contact that 
office by telephone at (301) 827-5655 or by fax at (301) 443-6919.  

Sincerely,  

/S/  

Richard L. Friedman  
Director  
Division of Manufacturing and Product Quality 
Office of Compliance 
Center for Drug Evaluation and Research  
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Sumitomo Chemical Co., Ltd. 
    

Department of Health and Human Services 
Public Health Service 
Food and Drug Administration 

  

CENTER FOR DRUG 
EVALUATION AND 
RESEARCH 
Division of Manufacturing and 
Product Quality 
International Compliance 
Branch 
While Oak. Building 51 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 

 
Warning Letter 

VIA FEDERAL EXPRESS MAIL  

  

WL: 320- 09-11 

 
August 24, 2009 

 
Mr. Shinji Kawamura 
General Manager, Gifu Plant 
Sumitomo Chemical Company Limited 
3750 Juhachicho 
Maid, Anpachi-Cho, Anpachi-Gun 
Gifu Prefecture, Japan 503-0125 

Dear Mr. Kawamura: 

This is regarding an April 6-9, 2009, inspection of your active pharmaceutical ingredient 
(API) manufacturing facility, Sumitomo Chemical Company Limited, located at 3750 
Juhachicho, Maid, Anpachi-Cho, Anpachi-Gun, Gifu Prefecture, Japan, conducted by 



 

Investigator, Jose R. Hernandez and Chemist, Javier O. Vega. The inspection revealed 
significant violations from U.S. current good manufacturing practice (CGMP) in the 
manufacture of APls. The CGMP violations were listed on an Inspectional Observations 
(FDA-483) form issued to you at the close of the inspection. 

These violations cause the APls manufactured by your firm to be adulterated within the 
meaning of Section 50 I(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act (the Act) 
[21 USC § 351(a)(2)(B)]. Section 501 (a)(2)(B) of the Act requires that all drugs, as 
defined in the Act, be manufactured, processed, packed, and held according to CGMP. 

We have received your firm's responses of May 14 and August 12,2009, and note that 
they lack sufficient corrective actions. 

Specific violations observed during the inspection include, but are not limited, to: 

1. Your firm does not assure that suitable processing (b)(4) is used for the (b)(4) step of 
the Hydralazine HCI manufacturing process. This API is 
intended for use in parenteral drug products. Your firm currently uses (b)(4) 
and does not test this (b)(4) for endotoxins and total microbial 
count. [FDA-483 Observation 8] 

Your written response states that you do not intend to conduct endotoxin testing for 
(b)(4) or sanitize your (b)(4) system. It is essential that non-sterile APls intended for use 
in parenteral drug products are manufactured using (b)(4) that is suitable for the process 
stage and that routine monitoring is performed to ensure ongoing (b)(4) system control. 
Our inspection found that your firm uses (b)(4) at the (b)(4) and 
(b)(4) stage, and failed to test for total microbial count and endotoxins. 

Please refer to ICH Q7A Guidance for Industry for guidance regarding" quality of 
active pharmaceutical ingredients intended for use in parenteral drug products. 

2. Your firm's (b)(4) system is not designed to minimize the risk of microbial 
contamination. [FDA-483 Observation 8] 

Your written response states that you are in the process of re lacin the distribution 
pipes, connections, and flexible hoses. However, your (b)(4) tank #(b)(4) 
cannot be drained and has been in use since 1990. Your (b)(4), approximately 100- 
meter, distribution pipe contains numerous threaded connectors, at least two flexible 
hoses, and has no mechanism for (b)(4). This design is not conducive for 
controlling the (b)(4) system's microbial and endotoxin levels. We continue to have 
serious concerns about the impact of your (b)(4) system's design on endotoxin and 
microbial load. 

Please provide us with a corrective action plan for how you will address these concerns. 



 

3. The new method validation for bicalutamide API did not include sensitivity 
(limit of quantitation), linearity, accuracy, or an appropriate precision 
determination. [FDA-483 Observation 1] 

The establishment inspection report indicates that the new method has not been validated 
for the aforementioned validation elements, and the precision was conducted with only 
three injections. Your response states that you have revised your method validation 
protocol, but does not indicate whether your protocol includes the elements, or if you 
have performed the method validation. Please provide us with your revised stability and 
method validation protocols, and method validation report. 

Please note that an analytical method should be adequate for its intended use. The extent 
of the analytical method validation studies will depend on the purpose of the analysis and 
the complexity of the manufacturing process. Adequate analytical performance elements 
should be considered in the validation to establish that the method meets proper standards 
of accuracy and reliability, as well as the requirements for the intended analytical 
procedures. For example, the validation of the assay method of a component may include 
performance elements such as accuracy, precision, specificity, linearity, and range. For a 
method used to determine impurities, additional elements such as quantitation limit and 
detection limit will be required. 
 
The violations cited above, or on the FDA-483 issued to your firm, are not an all inclusive 
list of the CGMP violations that may exist at your facility. FDA inspections 
are audits that are not intended to address all deficiencies from CGMP, or violations 
that may exist at a firm. If you wish to continue to ship APIs to the United States, it is 
the responsibility of your firm to ensure compliance with all U.S. standards for CGMP 
and all applicable U.S. laws and regulations. 

Until all corrections have been completed and FDA has confirmed corrections of the 
violations, and your firm's compliance with CGMPs, this office may recommend 
withholding approval of any new applications or supplements listing your firm as an API 
manufacturer. In addition, failure to correct these violations may result in FDA denying 
entry of articles manufactured at Sumitomo Chemical Company Limited, Gifu Prefecture, 
Japan, into the United States. The articles could be subject to refusal of admission 
pursuant to Section 801(a)(3) of the Act [21 U.S.C § 381(a)(3)], in that, the methods and 
controls used in their manufacture do not appear to conform to current good 
manufacturing practice within the meaning of Section 501 (a)(2)(B) of the Act [21 U.S.C 
§ 351 (a)(2)(B)]. 

Please respond to this letter within thirty days of receipt and identify your response 
with FEI #3002808125. If you have questions or concerns regarding this letter, contact 
Karen Takahashi, Compliance Officer, at the below address and telephone number. 

U.S. Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Manufacturing and Product Quality 



 

International Compliance Branch 
White Oak, Building 51, RM 4244 
10903 New Hampshire Ave 
Silver Spring, MD 20993 
Tel: (301) 796-3191 
Fax: (301) 847-8741 

Sincerely, 
/S/ 

Richard L. Friedman 
Director 
Division of Manufacturing and Product 
Quality 
Office of Compliance 
Center for Drug Evaluation and Research 
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Baxter Healthcare Corp. 9/10/09 
    

Department of Health and Human Services 
Public Health Service 
Food and Drug Administration 

  

Chicago District 
550 West Jackson Blvd. 
15th Floor 
Chicago, Illinois 60661 
Telephone: 312-353-5863 

 
September 10, 2009 

  

WARNING LETTER 
CHI-09-09 

CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 

  

Mr. Robert L. Parkinson, Jr. 
Chairman of the Board, Chief Executive Officer and President 
Baxter Healthcare Corporation 
One Baxter Parkway 
Deerfield, IL 60015 

Dear Mr. Parkinson: 

The Food and Drug Administration (FDA) conducted an inspection of Baxter Healthcare 
Corporation, One Baxter Parkway, Deerfield, Illinois, between April 2 and April 22, 2009 and 
determined that your firm is a specification developer for the (b)(4). Under Section 201(h) of the 
Federal Food, Drug, and Cosmetic Act (the Act) [21 U.S.C.321(h)], this product is defined as a 
medical device because it is intended for use in the diagnosis of disease or other conditions or in 
the cure, mitigation, treatment, or prevention of disease, or is intended to affect the structure or 
function of the body. The FDA also conducted inspections of Baxter Healthcare Corporation, 
Los Angeles, California, Baxter Healthcare Corporation, Van Nuys, California, and Baxter 
Healthcare Corporation, Westlake Village, California, Additionally, followup inspections were 
conducted at Baxter Oncology GmbH, Kantstrasse 2, Halle/Westfalen German; (b)(4) and (b)(4) 
between June 8 and June 18, 2009. 



 

These inspections revealed that your device is adulterated within the meaning of Section 
501(f)(I)(B) of the Act [21 U.S.C. 351(f)(I)(B)], in that it is a class III device under section 
513(f), 21 U.S.C. 360c(f), and does not have an approved application for premarket approval in 
effect pursuant to section 515(a), 21 U.S.C. 360e(a) or an approved application for an 
investigational device exemption under section 520(g), 21 U.S.C. 360j(g). 

These inspections revealed that your (b)(4) is misbranded within the meaning of Section 502(a) 
of the Act [21 U.S.C. 352(a)], in that its labeling is false and misleading. Your package insert 
labeling for this device which was approved under PMA (b)(4), states that (b)(4) are suspended 
in phosphate buffered saline with (b)(4) United States Pharmacopeia (USP). However, the (b)(4) 
has been manufactured with (b)(4) since 1999. 

These inspections further revealed that this device is adulterated within the meaning of Section 
501 (c) of the Act [21 U.S.C. 351 (c)], in that its strength differs from, or its purity or quality 
falls below, that which it purports or is represented to possess. 

The FDA has reviewed your firm's written responses from Gary Ogryzek, dated, May 8, 2009, 
May 19, 2009, July 13, 2009, and August 10, 2009 and responses from Peter Boddeker of Baxter 
Oncology GmbH, dated July 10,2009, and (b)(4) dated July 10, 2009. Comments to these 
responses are to be found below, in relation to each of the noted violations. 

Additionally, the (b)(4) is adulterated within the meaning of Section 501(h) of the Act [21 
U.S.C. 351(h)], in that the methods used in, or the facilities or controls used for, its manufacture, 
packing, storage, or installation are not in conformity with the current Good Manufacturing 
Practice (cGMP) requirements of the Quality System (QS) regulation found at Title 21, Code of 
Federal Regulations (CFR), Part 820 as follows: 

1. You failed to have your management with executive responsibility establish its policy and 
objectives for, and commitment to quality. Management with executive responsibility failed to 
ensure that the quality policy is understood, implemented, and maintained at all levels of the 
organization [21 CFR 820.20], in that Quality related activities are conducted as projects 
outside the Quality System. Examples of projects that are not tracked/monitored within the 
Quality System include: 

a) Proposed Initiatives maintained by the Product Support Team in the (b)(4) database (i.e., 
investigations into (b)(4) and (b)(4) as potential causes of low yield and/or low purity for the 
(b)(4) product). 

b) (b)(4) Gap Analysis Project to identify changes to the instrument and disposable that 
were not reported to FDA. 

c) Special project regarding Requirements for Language Labeling, which resulted from the 
"closed-cancelled" CTQ-CAPA-0005. 

2. You failed to establish and maintain procedures that ensure that the design requirements 
relating to your (b)(4) are documented [21 CFR 820.30(c)], in that not all requirements 



 

specified in the PMA, such as the use of (b)(4) were documented as Design Inputs in the 
November 26,2007, "Retrospective Review of the Development of the (b)(4)". This review 
was conducted to document design inputs, design outputs, and design verifications for the 
(b)(4)" 

3. You failed to establish and maintain procedures for the identification and approval of design 
changes before their implementation [21 CFR 820.300)] in that, the part numbers for the (b)(4) 
were consolidated into a single part number via change notice, "Change of label 
to be used on the (b)(4) product" dated October 25, 2005. Your use of a single part number for 
the (b)(4) does not enable distinction between the US licensed Albumin manufactured by your 
Los Angeles facility, which meets USP requirements, and Albumin manufactured by your 
Vienna facility, which meets EP requirements. 

4. You failed to establish a complete design history file [21 CFR 820.300)] in that, the current 
Design History File Remediation Program for the (b)(4) does not include an analysis of the 
(b)(4) design. 

Your response is inadequate, in that it fails to include details on how your design process will 
ensure complete and inclusive design history files for each marketed product. 

5. You failed to establish and maintain device master records (DMRs). Your DMR does not 
include or refer to the location of device specifications such as component specifications [21 
CFR 820.181(a).] For example: 

a) The device master record for the (b)(4) does not include specifications for the source and 
characteristics of the (b)(4) used in the production of (b)(4) that complies with the PMA for 
this approved biological device. 

b) The device master record for the (b)(4) does not include specifications for the source and 
characteristics of the (b)(4) used in the production of (b)(4) that complies with the PMA 
supplement that has been submitted to FDA. 

c) The Bill of Materials for the (b)(4) and the Bill of Materials for (b)(4) lists the same 
Baxter part number, (b)(4) for (b)(4). The Bills of Material do not have different part 
numbers to distinguish between (b)(4) manufactured using (b)(4) from Baxter's Los Angeles 
facility and 
(b)(4) manufactured using (b)(4) from Baxter's Vienna facility (b)(4) is required per the 
PMA. 

Your response is inadequate in that it fails to include details on how your process will ensure 
component requirements are correctly established and maintained. 

6. You failed to establish and maintain data that clearly describe or reference the specified 
requirements, including quality requirements, for purchased or otherwise received product and 
services [21 CFR 820.50(b)], in that the receiving inspection instruction provided to the 
supplier as the specification for (b)(4) lists a single Baxter part number, (b)(4) for the (b)(4) 



 

and neither specifies the source of the Albumin nor establishes that the (b)(4) used to 
manufacture beads for the US market must meet USP and license requirements. The beads are 
received by the Baxter facility in Van Nuys, CA and released by the Baxter facility in Los 
Angeles CA. The Los Angeles facility labels and packages the (b)(4) Part Number (b)(4) and 
the (b)(4) Part Number (b)(4) using the same (b)(4). 

7. You failed to evaluate and select potential suppliers on the basis of their ability to meet 
specified requirements [21 CFR 820.50(a)(I)], in that Baxter Supplier Audit of the (b)(4) 
supplier, dated March 20-23, 2007, did not include findings that (b)(4) was being used in the 
production of (b)(4) although the agenda of the audit states that Batch Record Review and 
Control of Incoming Materials were covered. Quality Agreement Document 1126390-2.0, 
dated December 15, 2006, states that the (b)(4) supplier and Baxter will jointly agree on raw 
material specifications and confirm by audit. 

8. You failed to identify the actions needed to correct and prevent the recurrence of 
nonconforming product and other quality problems, [CFR 820.100(a)(3)], in that no 
investigation or other follow up has been conducted on the below-mentioned potential causes 
of low yield and/or low purity performance issues for the (b)(4) product. Further investigations 
into these potential causes were identified as proposed initiatives in March 2008: 

a) (b)(4) 

b) (b)(4) 

c) (b)(4) 

Your response is inadequate, in that it fails to address the reason that these investigations were 
placed on hold. Your response does not address the quality system issues that led to the initial 
failure to follow-through on the investigations. Although you have included a "High Level 
Investigation Plan" in your response, you have not provided procedures that further define the 
criteria for determining when to open a high level investigation. 

9. You failed to establish and maintain corrective and preventive action procedures and 
investigate the cause of nonconformities relating to product, processes, and the quality system 
[21 CFR 820.100(a)(2)], in that your corrective and preventive action (CAPA) procedures do 
not describe how Product Support Team (PST) investigations and proposed initiatives will be 
documented, tracked and monitored within the CAPA system. 

Additionally, please address the following issues that were noted during the above-mentioned 
follow-up inspections: 

1. It was noted that eluates (b)(4) were placed on hold due to bioburden in the (b)(4) rinse of 
the (b)(4) system at levels too numerous to count. Your July 24, 2009 communication with 
FDA via electronic mail states that these eluates have passed all routine (b)(4) QA/QC release 
tests and additionally extended microbiological tests. You further state that all eluates have 
been used for manufacturing of the (b)(4) (b)(4) and this bulk was put into a stability study 



 

according to the known protocol (b)(4). Please elaborate as to what exactly was done with the 
eluates and the (b)(4). Please clarify as to whether lots were distributed, and if so, please 
provide your justification. 

2. Please explain how Baxter could direct (b)(4) to use "(b)(4)" a Baxter product, which is not 
at the concentration used in the (b)(4)manufacturing process. Please address how you handle 
your component supply chain when there is difficulty specifying and procuring a product made 
by an affiliated Baxter company.  

3. Please provide insight on whether the fact that your recent batch of (b)(4) is exhibiting 
(b)(4) and (b)(4) responses, could factor into performance issues of the (b)(4) kit. 

You should take prompt action to correct the violation(s) addressed in this letter. Failure to 
promptly correct these violation(s) may result in regulatory action being initiated by the Food 
and Drug Administration without further notice. These actions include, but are not limited to, 
seizure, injunction, and/or civil money penalties. Also, federal agencies are advised of the 
issuance of all Warning Letters about devices so that they may take this information into account 
when considering the award of contracts. Additionally, premarket approval applications for Class 
III devices to which the Quality System regulation deviations are reasonably related will not be 
approved until the violations have been corrected. Requests for Certificates to Foreign 
Governments will not be granted until the violations related to the subject devices have been 
corrected. 

Please notify this office in writing within fifteen (15) working days from the date you receive 
this letter of the specific steps you have taken to correct the noted violations, including an 
explanation of how you plan to prevent these violation(s), or similar violation(s), from occurring 
again. Include documentation of the corrective action you have taken. If your planned 
corrections will occur over time, please include a timetable for implementation of those 
corrections. If corrective action cannot be completed within 15 working days, state the reason for 
the delay and the time within which the corrections will be completed. 

Finally, you should know that this letter is not intended to be an all-inclusive list of the 
violation(s) at your facility. It is your responsibility to ensure compliance with applicable laws 
and regulations administered by FDA. The specific violation(s) noted in this letter and in the 
Inspectional Observations, Form FDA 483 (FDA 483), issued at the closeout of the inspection 
may be symptomatic of serious problems in your firm's manufacturing and quality assurance 
systems. You should investigate and determine the causes of the violation(s), and take prompt 
actions to correct the violation(s) and to bring your products into compliance. 

Your response should be sent to: Lorelei S. Jarrell, Compliance Officer at the above address. If 
you have any questions about the content of this letter please contact: Ms. Jarrell at (312) 596-
4216 or Fax (312) 596-4195. 

Sincerely, 

/s/ 



 

Scott J. MacIntire 
District Director 

  

cc: Dr. Burckhard Wichert 
Plant Manager and Director of Manufacturing Oncology 
Kantstrasse 2 
HallelWestfalen 
Germany 

  

Mr. Nick Ecos 
General Manager 
Ullernchausseen 52 
P.O. Box 114 Smestad 
Oslo, Norway 
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Stat Medical Devices, Inc. 
    

Department of Health and Human Services 
Public Health Service 
Food and Drug Administration 

  555 Winderley Pl., Ste. 200 
Maitland, FL 32751 

CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 

 
WARNING LETTER 

FLA-09-11 
April 17, 2009 

 
Stephen S. Schraga, President 
Stat Medical Devices, Inc. 
2056 Ne 153rd St 
Miami, FL 33162-6020 

 
Dear Mr. Schraga: 
 
During an inspection of your firm. located in Miami, Florida on December 1, 2008, through 
December 3, 2008, an investigator from the United States Food and Drug Administration (FDA) 
determined that your firm is the specification developer of Stat Super-Fine Insulin Pen Needles, 
Stat-Let Auto Clinical Safety Lancets, Stat-Let Comfort Thin Lancets, Qwik-Let Lite Lancing 
Devices, Qwik-Let Ultimate Lancing Devices, and Easy Touch Lancing Devices. Under Section 
201(h) of the Federal Food, Drug, and .Cosmetic Act (the Act), 21 U.S.C. 321 (h), these products 
are devices because they are intended for use in the diagnosis of disease or other conditions or in 
the cure, mitigation, treatment, or prevention of disease, or are intended to affect the structure or 
function of the body. 

 
This inspection revealed that these devices are adulterated within the meaning of Section 501(h) 
of the Act (21 U.S.C. § 351(h)); in that the methods used in, or the facilities or controls used for, 
their manufacture, packing, storage, or installation are not in conformity with the Current Good 
Manufacturing Practice (CGMP) requirements of the Quality System (QS) regulation found at 
Title 21, Code of Federal Regulations (CFR), Part 820. We received a response from your firm 
dated February 23, 2009, concerning our investigator's observations noted on the Form FDA 
483, List of Inspectional Observations, that was issued to you at the close of the inspection. We 
address this response below, in relation to each of the noted violations. These violations include, 
but are not limited to, the following: 



 

 
1. Failure to adequately implement procedures to control the design of a device in order to 
ensure that specified design requirements are met, as required by 21 CFR 820.30. For 
example: 

 
a) Your firm failed to document in the Design History File (DHF) for the Stat Super-Fine 
Insulin Pen Needle the results of the design verification, including identification of the 
design, method(s), the date, and the· individual(s) performing the verification, as required by 
21 CFR 820.30(1). Specifically, 

 
• You had no documentation of the results of biocompatibility test(s) for the (b)(4) on the 
Stat Super-Fine Insulin Pen Needles. 

 
b) Your firm failed to document in the DHF of the Stat Super-Fine Insulin Pen Needle the 
results of the design validation, including identification of the design, method(s), the date, 
and the individual(s) performing the validation, as required by 21 CFR 820.30(g). 
Specifically, 

 
• You had no documentation to demonstrate that the Stat Super-Fine Insulin Pen Needles, 
which are intended for use with pen injector devices, are compatible with most pen 
injectors on the market.  

 
c) Your firm failed to include risk analysis in your design validation procedures, as required 
"where appropriate" by 21 CFR 820.30(g). We have determined that risk analysis is 
"appropriate" for your devices, and therefore required by 21 CFR 820.30(g), because non-
implementation of risk analysis could reasonably be expected to result in the product not 
meeting its specified requirements or the manufacturer not being able to carry out any 
necessary corrective action. See 21 CFR 820.1(a)(3). Specifically, 

 
• Your firm's risk analysis for the Stat Super-Fine Insulin Pen Needles did not include 
analysis of the (b)(4). 

 
2. Failure to validate with a high degree of assurance and approve according to established 
procedures a process, where the results of that process cannot be fully verified by subsequent 
inspection and test, and failure to document these validation activities and results, as required 
by 21 CFR 820.75(a). Specifically, 

 
• Your firm lacks documentation of full ethylene oxide (EO) sterilization validation study 



 

regarding its Stat Super-Fine Insulin Pen Needles, as well as documentation of empty 
chamber studies, calibration of temperature sensors, and biological indicators (BI) 
enumeration. 

 
• Your firm lacks documentation of full gamma sterilization validation study regarding its 
Stat-Let Auto Clinical Safety Lances, as well as documentation of dose map and product 
configuration. 

 
3. Failure to establish and maintain procedures for implementing corrective and preventive 
actions, including procedures for investigating the cause of nonconformities relating to the 
product, processes, and the quality system, as required by 21 CFR 820.100(a)(2). Specifically, 

• Your firm did not adequately investigate the lancet failure to retract communicated to you 
in Complaint 07-015 dated November 22, 2007. 

 
4. Failure to evaluate and select potential suppliers, contractors, and consultants on the basis of 
their ability to meet specified requirements, including quality requirements, as required by 21 
CFR 820.50(a)(1). Specifically, your firm's purchasing controls are inadequate in that: 

 
• Your firm did not evaluate the ability of your supplier (b)(4) to adequately maintain 
tooling of the Stat-Let Clinical Safety lancets, and your firm did not document whatever 
evaluation of (b)(4) it did perform. 

 
• Your firm did not document its evaluation of the ability of supplier (b)(4) to meet specified 
requirements, including quality requirements, for manufacture of the Qwik-Let Lite Lancing 
Devices before (b)(4) began manufacturing this product line in August 2007. (We recognize 
that (b)(4)no longer manufactures this product line for you.) 

 
We have reviewed your February 23, 2009, response to the Form FDA 483. You stated in this 
response that the firm intended to take a number of corrective and preventive actions, including: 
collect information for and create a complete DHF for the Stat Super-Fine Insulin Pen Needle by 
May 20, 2009; test and document compatibility of this device with different insulin pen injectors 
on the market by May 20, 2009; have an independent lab conduct and report on biocompatibility 
and toxicity tests for the (b)(4) Stat Super-Fine Insulin Pen Needle by May 30, 2009; generate 
and complete a revised risk analysis for the Stat Super-Fine Insulin Pen Needle by May 15, 
2009; generate and properly release an EO Sterilization SOP by April 30, 2009; train personnel 
on this EO Sterilization SOP; develop a new procedure and evaluation checklist to evaluate new 
potential vendors by March 20, 2009; and train personnel on using this new procedure and 
checklist. This response is inadequate because you have failed to provide any supporting 



 

documentation to demonstrate that you have implemented the actions identified in your response. 
Your corrective actions will be reviewed at a follow-up inspection of your facility. 

 
Our inspection also revealed that your devices are misbranded under Section 502(t)(2) of the 
Act, 21 U.S.C. 352(t)(2), in that your firm failed or refused to furnish material or information 
respecting the device that is required by or under Section 519 of the Act, 21 U.S.C. 360i, and 21 
CFR Part 803 ~ Medical Device Reporting (MDR) regulation. Significant deviations include, but 
are not limited to, the following: 

 
1. Failure to submit an report within 30 days of receiving or otherwise becoming aware of 
information that reasonably suggests that the marketed device has malfunctioned and that such 
device or similar device marketed by the manufacturer would be likely to cause death or 
serious injury, if the malfunction were to recur, as required by 21 CFR 803.50(a)(2). 

 
• For example, your firm failed to report two failures of its Stat-Let Clinical Safety Lancets 
to retract during use, as referenced in Complaint 07-015 dated November 22, 2007. 
Although an employee of your firm determined that these events were not reportable under 
21 CFR 803.50, we have evaluated these events and disagree with this assessment. We have 
determined that these failures to retract are a malfunction under 21 CFR 803.3 and that the 
device would be likely to cause or contribute to death or serious injury were this malfunction 
to recur. 21 CFR 803.50(a)(2). 

 
We have reviewed your firm's February 23, 2009, response to the Form FDA 483. In this 
response you stated that your firm intended to: submit an MDR to the FDA on the above-
referenced incident by February 24, 2009; review all complaints reported in the last three years 
to assess whether MDR filings are necessary and file any such MDRs by April 30, 2009; provide 
additional training to personnel on MDR filings; and revise complaint forms to include a list of 
questions to determine accurately the need for MDR filings. This response is inadequate because 
it lacks supporting documentation to demonstrate that you have implemented these corrective 
and preventive actions. Please submit supporting documentation, such as· training agendas, 
attendance logs, revised complaint forms, and evidence of MDR filings, to demonstrate 
implementation of these actions. 

 
Our inspection also revealed that the Stat Super-Fine Insulin Pen Needle with (b)(4) is 
adulterated under Section 501(f)(1 )(B) of the Act, 21 U.S.C. 351 (f)(1)(B), because you do not 
have an approved application for premarket approval (PMA) in effect pursuant to Section 515(a) 
of the Act, 21 U.S.C. 360e(a), or an approved application for an investigational device 
exemption (IDE) under Section 520(g) of the Act, 21 U.S.C. 360j(g). The device is also 
misbranded under Section 502(o) the Act, 21 U.S.C. 352(o), because you did not notify the 
agency of your intent to introduce the device into commercial distribution, as required by Section 
510(k) of the Act, 21 U.S.C. 360(k). For a device requiring premarket approval, the notification 



 

required by Section 510(k) of the Act, 21 U.S.C. 360(k), is deemed satisfied when a PMA is 
pending before the agency. 21 CFR 807.81(b). The kind of information you need to submit in 
order to obtain approval or clearance for your device is described on the Internet at 
http://www.fda.gov/cdrh/devadvice/3122.html. The FDA will evaluate the information you 
submit and decide whether your product may be legally marketed. 

 
Specifically, 

 
• A review of FDA's records revealed that the Stat Super-Fine Insulin Pen Needle ((b)(4) ) was 
cleared on April 22, 2005 for use with a pen injector device for the subcutaneous injection of 
insulin. Your Current device is not covered by this 510(k) clearance because it has been 
significantly changed through the addition of (b)(4) to the needle. This (b)(4) is a change or 
modification that could significantly affect safety and effectiveness of the device and therefore 
triggers the requirement for a new 510(k). 21 CFR 807.81(a)(3)(i). Your firm has not, 
however, submitted a new 510(k) for the Stat Super-Fine Insulin Pen Needle with (b)(4) 

  

By letter to FDA dated December 3, 2008, your firm stated that it would "suspend any and all 
domestic sales of the Super-Fine Insulin Pen Needles [with (b)(4)] effective immediately" and 
lasting until a new 510(k) has been submitted and the device has been cleared by FDA. In your 
February 23, 2009, response, you stated that, "A special 510(k) with biocompatibility, toxicity 
and product labeling will be submitted to the FDA by June 15, 2009." We will evaluate your 
submission when we receive it.  

 
You should take prompt action to correct the violations addressed  in this letter. Failure to 
promptly correct these violations may result in regulatory action being initiated by the Food and 
Drug Administration without further notice. These actions include, but are not limited to , 
seizure, injunction, and/or civil money penalties. Also, federal agencies are advised of the 
issuance of all Warning Letters about devices so that they may take this information into account 
when considering the award of contracts.  

  

Please notify this office in writing within fifteen (15) working days from the date you receive 
this letter of the specific steps you have taken to correct the noted violations, including an 
explanation of how you plan to prevent these violations, or similar violations, from occurring 
again. Include documentation of the corrective action you have taken. If your planned 
corrections will occur over time, please include a timetable for implementation of those 
corrections. If corrective action cannot be completed within 15 working days, state the reason for 
the delay and the time within which the corrections will be completed. 



 

 
Your response should be sent to: Winston R. Alejo, Compliance Officer, 555 Winderley Place, 
Suite 200, Maitland, Florida, 32751. If you have any questions about the content of this letter 
please contact: Mr. Alejo at (407) 475-4731. 

 
You should know that this letter is not intended to be an all-inclusive list of the violations at your 
facility. It is your responsibility to ensure compliance with applicable laws and regulations 
administered by FDA. The specific violations noted in this letter and in the lnspectional 
Observations, Form FDA 483 (FDA 483), issued at the closeout of the inspection may be 
symptomatic of serious problems in your firm's manufacturing and quality assurance systems. 
You should investigate and determine the causes of these violations, and take prompt actions to 
correct the violations and to bring your products into compliance. 

 
Finally, although your firm has committed to suspending any and all domestic sales of the Stat 
Super-Fine Insulin Pen Needle with (b)(4), your firm has not addressed whether it will pursue a 
voluntary correction to or removal of any such products that are currently in distribution. As 
stated in previous paragraphs of this Warning Letter, the Stat Super-Fine Insulin Pen Needles 
with (b)(4) are considered to be adulterated under Sections 501(f)(1)(B) and 501(h) of the Act, 
21 U.S.C. 351(f)(1)(B) and 351(h), and misbranded under Section 502(o) of the Act, 21 U.S.C 
352(o). FDA has concerns regarding their safety and effectiveness. Should your firm undertake a 
voluntary correction or removal of the Stat Super-Fine Insulin Pen Needle with (b)(4), it must 
submit a written report to FDA within 10 days of initiating an action, as specified 21 CFR 
806.10(a) & (b). See 21 CFR 806.10 for additional requirements governing reports of voluntary 
corrections and removals. 

  

Sincerely yours, 

/S/ 
Emma Singleton 
Director, Florida District 

 



Appendix G
Dynamic Surgery, Inc. Warning Letter 

(October 13, 2009)





 

Dynamic Surgery, Inc. 
    

Department of Health and Human Services 
Public Health Service 
Food and Drug Administration 

  

New England District 
One Montvale Avenue 
Stoneham, Massachusettts 02180 
(781) 596-7700 
FAX: (781) 596-7896 

WARNING LETTER 

 
NWE-03-10W 

 
VIA FEDERAL EXPRESS 

 
October 13, 2009 

 
Mr. Dennis R. Sleister 
President 
Dynamic Surgery,Inc. 
11 Knight Street Buildings E-18 and F-23 
Warwick, RI 02886 

 
Dear Mr. Sleister:  

During an inspection of your firm located in Warwick, RI on September 9 through 17, 2009, 
investigator(s) from the United States Food and Drug Administration (FDA) determined that 
your firm manufactures cautery devices. Under section 201(h) of the Federal Food, Drug, and 
Cosmetic Act (the Act), 21 U.S.C. 321(h), these products are devices because they are intended 
for use in the diagnosis of disease or other conditions or in the cure, mitigation, treatment, or 
prevention of disease, or are intended to affect the structure or function of the body. 

This inspection revealed that these devices are adulterated within the meaning of section 501(h) 
of the Act (21 U.S.C. § 351(h)), in that the methods used in, or the facilities or controls used for, 
their manufacture, packing, storage, or installation are not in conformity with the Current Good 
Manufacturing Practice (CGMP) requirements of the Quality System (QS) regulation found at 
Title 21, Code of Federal Regulations (C.F.R.), Part 820. We received your response dated 
September 29, 2049 concerning our investigator's observations noted on the Form FDA 483, List 



 

of Inspectional Observations that was issued to you. We address this response below, in relation 
to each of the noted violations. These violations include, but are not limited to, the following: 

1. Failure to perform and document revalidation activities when changes or 
process deviations occur in the manufacturing operations, as required by 21 
CFR 820.75(c). For example, a packaging change was made for your cautery 
probes, LCP-14003 lot 090625, and there was no documentation to demonstrate 
that this new package did not affect the sterile integrity of the device. We also 
observed that you transferred packaging and manufacturing operations to two 
separate contract manufacturers. Your firm did not perform any revalidation 
activities to demonstrate that these significant changes compromised the 
integrity of the finished device. 

We have reviewed your response and have concluded that it is inadequate because 
you did not provide any validation documentation for the above mentioned changes. 
We would expect to see an approved validation protocol as well as a finished report 
which includes data and test results, when completed. 

2. Failure to ensure that when the results of a process cannot be fully verified by 
subsequent inspection and test, that the process shall be validated with a high 
degree of assurance and approved according to established procedures. The 
validation activities and results shall be documented, as required by 21 CFR 
820.75(a). For example, during the inspection we observed documents that 
demonstrated your cautery probes, LCP-14001 lot 071140, received more than 
one sterilization cycle. We did not observe any documentation of post 
sterilization testing or packaging integrity testing to show that this resterilization 
process did not adversely affect the finished device. 

We have reviewed your response and have concluded that it is inadequate because 
you did not provide completed validation documentation. 

3. Failure to maintain a device history record (DHR) that includes acceptance 
records which demonstrate that the device is manufactured in accordance with 
the DHR, as required by 21 CFR 820.184(d). For example, the DHR for cautery 
probe LCP-14003 lot 090625 demonstrated that the device was packaged in a 
different box and was not made in accordance with the DMR. There was no 
documentation in your device history record that demonstrates your firm 
accepted this change in specification prior to the distribution of this lot. We also 
observed at least two DHRs that were unsigned and a number of missing DHRs. 

We have reviewed your response and have concluded that it is inadequate. Please 
indicate in your response to this Warning Letter, how you plan to prevent this 
recurrence. 

4. Failure to maintain a device history record (DHR) that includes the quantity 
released for distribution, as required by 21 CFR 820.18a(c). For example, for 4 



 

of 5 DHRs reviewed, we observed discrepancies in the quantities shipped, 
quantities on-hand and quantities sterilized. 

We have reviewed your response and have concluded that it is inadequate, since you 
have not provided current DHRs that reflect your proposed corrective actions. Please 
note that we will need to verify that adequate accounting records are being kept in 
current DHRs during a reinspection. 

5. Failure to store devices in a manner to facilitate proper stock rotation and to 
assess its condition as appropriate, as required by 2l CFR 820.150(a). For 
example, during the inspection we observed finished cautery probes on your 
finished goods shelf that were labeled as both "Quarantined- Awaiting Sterility" 
and "Sterilized Awaiting Test Results". We also observed that product had 
already been distributed from this lot. We also acknowledge that you share 
finished good storage space with at least two other companies. 

Your response to this observation appears to be adequate. Please note that we will 
need to verify your promise of this correction during a reinspection. 

6. Failure to establish and maintain procedures for verifying or validating the 
corrective and preventive action, to ensure that such action is effective and does 
not adversely affect the finished device, as required by 21 CFR 820.100(a)(4). 
For example, CAPA #1001 which involved breakthrough problems with the 
black insulation on cautery probes, did not include any verification that the new 
replacement insulation was effective. Also, CAPA #1002 which involved using 
product "as is" (without IFU's and plastic covers), did not include any 
verification that the next lot was reviewed as noted in the CAPA. 

We have reviewed your response and have concluded that it appears to be inadequate 
since you did not supply any response to this particular deficiency. 

7. Failure to maintain device master records (DMRs) that include or refer to the 
location of device specifications, including appropriate drawings, composition, 
component specifications, as required by 21 CFR 820.181(a). For example, your 
firm does not maintain any specifications for the packaging of your finished 
device, nor does it include or refer to the Instructions' For Use (IFU). 

Your response to this observation appears to be adequate. Please note that we will 
need to verify your promise of this correction during a reinspection. 

8. Failure to establish and maintain procedures for identifying valid statistical 
techniques required for establishing, controlling and verifying the acceptability 
of process capability and product characteristics, as required by 21 CFR 
820.250(a). For example, your firm did not have a valid sampling SOP. We also 
observed at least three lots in which the samples pulled did not equal the actual 
number of samples required for testing. 



 

We have reviewed your response and have concluded that it appears to be inadequate 
since you have not provided documentation to demonstrate that you are currently 
following the correct sampling size as described in your SOP. 

You should take prompt action to correct the violation(s) addressed in this letter. Failure to 
promptly correct these violation(s) may result in regulatory action being initiated by the Food 
and Drug Administration without further notice. These actions include, but are not limited to, 
seizure, injunction, and/or civil money penalties. Also, federal agencies are advised of the 
issuance of all Warning Letters about devices so that they may take this information into account 
when considering the award of contracts. Additionally, premarket approval applications for Class 
III devices to which the Quality System regulation deviations are reasonably related will not be 
approved until the violations have been corrected. Requests for Certificates to Foreign 
Governments will not be granted until the violations related to the subject devices have been 
corrected. 

Please notify this office in writing within fifteen (15) working days from the date you receive 
this letter of the specific steps you have taken to correct the noted violations, including an 
explanation of how you plan to prevent these violation(s), or similar violation(s), from occurring 
again. Include documentation of the corrective action you have taken. If your planned 
corrections will occur over time, please include a timetable for implementation of those 
corrections. If corrective action cannot be completed within 15 working days, state the reason for 
the delay and the time within which the corrections will be completed. 

Your response should be sent to: Karen Archdeacon, Compliance Officer, Food and Drug 
Administration, One Montvale Avenue, 4th Floor, Stoneham, Massachusetts 02180. If you have 
any questions about the content of this letter please contact: Karen Archdeacon at (781) 596-
7707. 

Finally, you should know that this letter is not intended to be an all-inclusive list of the 
violation(s) at your facility. It is your responsibility to ensure compliance with applicable laws 
and regulations administered by FDA. The specific violation(s) noted in this letter and in the 
Inspectional Observations, Form FDA 483 (FDA 483), issued at the closeout of the inspection 
may be symptomatic of serious problems in your firm's manufacturing and quality assurance 
systems. You should investigate and determine the causes of the violation(s), and take prompt 
actions to correct the violation(s) and to bring your products into compliance. 

  

Sincerely yours, 

/S/ 

John R. Marzilli 
District Director 
New England District 
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Linzer, Dov M.D. 6/12/09 
WARNING LETTER 

 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 

 
09-HFD-45-06-01 

  

Dov Linzer, M.D.  
302 NW 179th Avenue, Suite 102 
HealthwoRx 
Pembroke Pines, FL 33029 

 
Dear Dr. Linzer 

 
Between December 3 and 15, 2008, CDR Ileana Barreto-Pettit, representing the Food and Drug 
Administration (FDA), conducted an investigation and met with you, to review your conduct of a 
clinical investigation (Protocol (b) (4) entitled (b) (4) of the investigational drug (b) (4) 
performed for (b) (4). 

 
This inspection is a part of the FDA's Bioresearch Monitoring Program, which includes 
inspections designed to evaluate the conduct of research and to ensure that the rights, safety, and 
welfare of the human subjects of those studies have been protected. 

 
From our review of the establishment inspection report, the documents submitted with that 
report, and your written response dated December 29, 2008, we conclude that you did not adhere 
to the applicable statutory requirements and FDA regulations governing the conduct of clinical 
investigations. We are aware that at the conclusion of the inspection, CDR Barreto-Pettit 
presented and discussed with you Form FDA 483, Inspectional Observations. We wish to 
emphasize the following: 

 
1. You failed to personally conduct or supervise the clinical investigation [21 CFR 312.60]. 

 
When you signed the investigator statement (Form FDA 1572) for the above referenced 



 

clinical investigation, you agreed to take on the responsibilities of a clinical investigator at 
your site. Your general responsibilities (21 CFR 312.60) include ensuring that the 
investigation is conducted according to the signed investigator statement, the investigational 
plan, and applicable regulations; protecting the rights, safety and welfare of subjects under 
your care;and ensuring control of drugs under investigation. You specifically agreed to 
personally conduct the clinical studies or to supervise those aspects of the studies that you did 
not personally conduct. While you may delegate certain study tasks to individuals qualified to 
perform them, as clinical investigator, you may not delegate your general responsibilities. Our 
investigation indicates that your supervision of personnel to whom you delegated study tasks 
was not adequate to ensure that the clinical trial was conducted according to the signed 
investigator statement, the investigational plan, and applicable regulations, and in a manner 
that protected the rights, safety, and welfare of human subjects. Furthermore, FDA’s 
investigation found that you had little involvement in this study. 

 
According to the trial staff list for Protocol (b) (4), your clinical research coordinators, (b) (4) 
and (b) (4), were delegated responsibilities, including but not limited to, affirmation of 
inclusion and exclusion criteria and assessment of adverse events (AEs), serious adverse 
events (SAEs), and study endpoints. You had informed the FDA investigator that as you were 
inexperienced in conducting clinical trials, you mainly relied on your clinical research 
coordinators to conduct the study and complete the study’s paperwork. In FDA’s review of the 
resumes of Mr. (b) (4) and Ms. (b) (4), who were the primary study coordinators during the 
time of enrollment and participation of the subjects in the study, these individuals did not 
appear to be qualified, certified, or significantly medically trained and licensed to be 
independently making judgments related to determination of eligibility of subjects for 
enrollment into the study and/or making the determination as to whether or not adverse events 
were related to the use of the investigational drug. 

 
In addition, monitoring reports identified that, subsequent to the closure of this study at your 
site and the termination of both Mr. (b) (4) and Ms. (b) (4), your site attempted to rectify the 
numerous deficiencies that were identified by the monitors during the monitoring visits. We 
note that new study coordinators were assigned the tasks of rectifying the case report forms 
(CRFs) with the source documentation and filling out AE and SAE Case Report Forms. In 
rectifying this information, source documents show that your new study coordinators were also 
making determinations as to whether AEs and SAEs experienced by subjects during the course 
of the study were related to the use of the investigational drug. FDA notes that it is unclear 
how your new study coordinators could adequately rectify the case histories at your site and 
also make the determinations that AEs and SAEs experienced by the subjects during the 
course of the study were related or not related to the use of the investigational drug, as they 
were not part of the original study. 

 
Your lack of supervision over the study resulted in the significant findings as detailed below, 
and raises significant concerns with respect to data integrity and how you protected the rights, 
safety, and welfare of subjects who were enrolled into this study. 



 

2. You failed to obtain the informed consent of each human subject in accordance with 21 
CFR part 50 [21 CFR 312.60]. 

FDA's regulations at 21 CFR 50.20 state that, except as provided in 21 CFR 50.23 and 21 CFR 
50.24, no investigator may involve a human being as a subject in research covered by the 
regulations unless the investigator has obtained the legally effective informed consent of the 
subject or the subject’s legally authorized representative. The regulation specifies that an 
investigator shall seek such consent only under circumstances that provide the prospective 
subject or the subject's representative sufficient opportunity to consider whether or not to 
participate and that minimize the possibility of coercion or undue influence. Section 50.27 of 
FDA’s regulations further provides that informed consent shall be documented by the use of a 
written consent document, which is to be signed by the subject or subject’s representative only 
after the subject or the subject’s representative is given adequate opportunity to read the 
document. 

 
In a letter dated December 14, 2005, the IRB informed your site that they had approved the 
protocol and the informed consent document version 10/19/05. In a letter dated May 26, 2006, 
the IRB informed your site that they had approved the revised informed consent document 
(version 5/23/06), which included new information related to the background and purpose of 
the study, study treatment visits, and pregnancy risks, and requested that your site “have all 
currently enrolled subjects sign the revised consent at their next scheduled visit and use it for 
all new enrollees.” 

 
A. You failed to re-consent 7 subjects (#020, 022, 025, 033, 042, 044, and 045) with revised 
informed consent document version 5/23/06. 

 
B. You failed to re-consent 11 subjects (#001, 007, 013, 024, 036, 041, 043, 048, 049, 053, 
and 056) in a timely manner at their next scheduled visit per the IRB’s requirement. 
Specifically, the protocol specified that subsequent to the randomization of subjects into the 
study, subjects were to have monthly hepatic function tests performed; thus, your site was 
required to see the subjects at least monthly. In FDA’s review of the documents, we note 
that several months had elapsed prior to your site re-consenting these subjects with the 
revised consent form. The revised informed consent document, version 5/23/06, provided 
information that may have affected the subjects’ willingness to stay in the study, because it 
warned them of additional risks of participating in the study and also provided new 
information about the study. Thus, your delay in re-consentingthese subjects with the 
revised consent document leads to significant concerns about the adequacy of your oversight 
over the study to ensure the protection of the rights, safety and welfare of the subjects 
enrolled in this study. 

 
C. Subject #060 signed the informed consent document to be enrolled into the study on 
August 17, 2006. Your site consented this subject into the study utilizing the outdated 



 

informed consent version 10/19/05.You should have utilized informed consent document 
version 5/23/06, which was in effect at the time the subject enrolled into the study. 

 
Per your December 29, 2008 written response, you promised that in the future all subjects will 
be consented with all of the revised versions of the informed consent forms. In addition, you 
provided a standard operating procedure (SOP) detailing how your site will handle the 
informed consent documentation and process. FDA acknowledges your assurances that 
corrective actions have been taken to prevent similar findings from occurring in any future 
studies. While these corrective actions appear appropriate, it was the absence of such measures 
during the conduct of these trials that led to the violations listed above, and which raises our 
concern for your approach to assuring appropriate human subject protection. 

 
3. You failed to conduct the studies or ensure they were conducted according to the 
investigational plan [21 CFR 312.60]. 

 
A. The protocol specified that to be included in the study, the subject was to have 
documentation of (b) (4) as follows: 

 
1. There is electrocardiogram (ECG) documented (b) (4) on the day of screening or 
randomization; 

 
2. The patient has had a symptomatic episode of paroxysmal or persistent (b) 
(4) documented by 12 lead ECG within six months prior to randomization; or 

 
3. There is documentation of symptomatic or asymptomatic paroxysmal or persistent (b) (4) 
on two separate occasions, at least one day apart, one of which is within six months prior to 
randomization. 

 
Source documents showed that Subjects #003 and #015 did not meet this inclusion criterion, 
but were randomized into the study and dispensed study drug. 

 
B. The protocol specified that subjects with severe renal impairment (estimated creatinine 
clearance < 30 mL/min) were to be excluded from the study. Lab results identified that Subject 
#003’s screening creatinine clearance was 21 mL/min and thus met this exclusionary criterion. 
We note, however, that your site randomized this subject into the study. 

 
C. The protocol stated that subjects with active liver disease, including but not limited to (a) 



 

Persistent ALT, AST, Alkaline Phosphatase > 2 X Upper Limit of Normal (ULN); (b) known 
active Hepatitis C; (c) active Hepatitis B; and (d) active Hepatitis A were to be excluded from 
the study. The protocol further noted that patients with a known history of Hepatitis B or C 
must undergo hepatitis serology for Hepatitis B and C prior to inclusion in the study. 

 
1. Records indicate that Subject #047 had screening visit lab samples taken for hepatitis 
testing on May 4, 2006 and the results of the screening labs faxed to your site on June 13, 
2006 showed that the subject was positive for Hepatitis C. We note, however, that prior to 
receiving the results of the hepatitis screening, your site had already randomized the subject 
into the study and initiated treatment with the investigational drug on May 17, 2006. 

 
2. Your site failed to perform hepatitis screening tests on Subjects #033, #042, and #056 to 
ensure that these subjects did not meet this exclusion criterion prior to randomization of the 
subjects into the study. 

 
D. The protocol stated that subjects with contraindications to (b) (4) treatment were to be 
excluded from the study. Records indicate that Subject #062 had been hospitalized for (b) (4) 
toxicity with (b) (6) on (b) (6), prior to enrollment into the study, and thus met this exclusion 
criterion. Your site, however, randomized this subject into the study on September 7, 2006. 

 
E. The protocol stated that in addition to documented (b) (4), the subject must have at least one 
protocol specified additional risk factor for (b) (4) in order to be included into the study. 
Source records indicate that Subject #009 did not meet any of the protocol specified additional 
risk factors for (b) (4) required for inclusion into the study. However, your site randomized 
this subject into the study. 

 
F. The protocol specified that one of the safety tests to be conducted on subjects enrolled into 
the study was hepatic function testing. Specifically, the protocol required that hepatic function 
(ALT, AST, Alkaline Phosphatase, Bilirubin) testing was to be evaluated every month during 
the first 12 months of treatment and every four months thereafter. Based on the review of the 
results from these tests, additional procedures may be performed to ensure the safety of the 
subjects. In the review of the source documents at your site, FDA could not verify that your 
site performed hepatic function tests at monthly intervals. 

 
Examples include, but were not limited to the following: 

 

 



 

Subject # 
Month(s) of missing hepatic function tests 

  
003 April 2006 
011 April 2006 
018 October, November & December 2006 

024 August, September, November and 
December 2006 

033 May and June 2006 
049 September and October 2006 
056 August and October 2006 
062 October 2006 

 
G. The protocol specified that whenever a patient terminated from the study, either 
prematurely or according to the protocol, a final follow-up visit (visit 98) was to be performed. 
At this visit, (1) information such as adverse events, bleeding events, efficacy events, and 
changes in concomitant medication since last visit were to be recorded, (2) study procedures 
such as a physical exam, vital signs, standard safety lab, and 12-lead ECG were to be 
performed, (3) study medication was to be collected and compliance calculated; and (4) 
laboratory sampling was to be done for safety and, if indicated, INR measurements were to be 
done. Records indicate that when Subjects #009 and #042 had their final follow up visit with 
your site, not all final follow up study procedures were performed on these subjects. 

 
H. The protocol specified that all subjects were to have a 12-lead ECG done at baseline, 
annually, and at the final follow-up visit or upon permanent discontinuation of study 
medication. In FDA’s review of the source documents for Subject #024, no baseline ECG 
could be found and no information could be found that a baseline ECG was performed. 

  
I. The protocol specified that all AEs occurring during the course of the clinical study (i.e. 
from signing the informed consent onwards through the observational phase [post-treatment]) 
were to be collected, documented and reported to the Sponsor by the investigator according to 
the specific definitions and instructions detailed in the ‘Adverse Event Reporting’ section of 
the Investigator Site File. In addition, the protocol stated that all AEs, serious and non-serious, 
were to be fully documented on the appropriate CRFs. The protocol further stated that any 
serious or significant AE, whether or not considered related to the investigational product, and 
whether or not the investigational product had been administered, must be reported 
immediately by telephone/fax to the Sponsor. FDA’s investigation found that your site failed 
to follow the protocol requirements for reporting of AEs. Examples include, but are not limited 
to, the following: 

 
1. Medical records indicate that your site saw Subject #033 on June 29, 2006 and identified 



 

that the subject was experiencing occasional flashing lights in front of her, that her heart rate 
was a little bit slow, and that she felt a little bit disoriented. Medical records further indicate 
that on August 17, 2006, your site also saw this subject and identified that the subject had 
fatigue, occasional problems with phlegm and mucous, and also had gas from the (b)(4) 
medication the subject was taking. FDA’s investigation found no documentation that these 
AEs were reported to the sponsor. 

 
2. Source records showed that after randomization of Subject #059 to (b)(4) on (b)(6), the 
subject was hospitalized due to (b)(6) with (b)(6) toxicity. We note that your site filled out 
the SAE report concerning this subject’s hospitalization on (b)(6). FDA’s investigation 
found no documentation that this SAE report had been submitted to the sponsor. 

 
Per your December 29, 2008 written response, you noted that you and your clinical research 
coordinators have enrolled in the (b)(4) program for 2009, and that your site also created 
standard operating procedures (SOP) since January 2008. With respect to the findings, you 
noted that the final inclusion and exclusion criteria and the careful review and assessment of 
all the qualifying source documents and safety tests needed to qualify a subject for a clinical 
trial would be the sole responsibility of the investigator. In addition, you noted other corrective 
actions to include: (1) Implementation of training and execution of future protocols to the 
clinical research coordinators (CRCs); (2) A written promise that all safety tests are to be 
reviewed and assessed by the investigator during the required time frame as per the study 
protocol; (3) A written promise that all screening exclusionary results are to be repeated, 
compared and verified, and if values are not within the normal ranges, the subject is to be 
withdrawn from the study immediately and treated clinically; and (4) A written promise that 
all early termination visit procedures will be conducted for all early termination subjects. 

 
The FDA notes that obtaining education serves as a positive step in helping you and your site 
understand the regulatory requirements related to conducting clinical research covered by the 
regulations. FDA notes, however, that there were discrepancies identified in our review of 
your SOPs with your noted promised corrective actions. Specifically, in review of the SOP 
entitled “Standard Operating Procedure for Responsibilities of the Research Team,” the 
investigator’s individual responsibility does not include ensuring and verifying eligibility of 
the subject into the study. From this SOP, it appears that the responsibility for determination of 
eligibility is left to the research nurse/coordinator and/or the data manager. This would be in 
direct contrast to your written promised corrective action that eligibility determination is to be 
the sole responsibility of the clinical investigator. 

 
In addition, in review of Sections A and B of the SOP entitled “Standard Operating Procedure 
for Subject Management While on Study,” FDA could not determine to whom you delegated 
the responsibilities for eliciting and documenting the subject’s medical history, performing a 
complete or directed physical examination, establishing a subject’s baseline signs and 
symptoms, ordering the tests/procedures that were directed by the protocol, assessing the 



 

subject for signs and symptoms of any intercurrent illness, documenting adverse events 
appropriately, and instituting appropriate therapy if required by the subject’s condition. 
Specifically, FDA was unsure if the responsibility was jointly delegated to the investigator and 
research nurse/coordinator, or if the investigator or the research nurse/coordinator could 
independently handle these responsibilities without the knowledge or oversight by the other. 
FDA notes that the latter, which would allow the research nurse/coordinator to perform these 
activities alone, is inadequate and is in direct contrast to your written promised corrective 
actions. Please clarify this in your response. 

 
4. You failed to maintain adequate and accurate case histories that record all observations 
and other data pertinent to the investigation on each individual administered the 
investigational drug or employed as a control in the investigation [21 CFR 312.62(b)]. 

 
A. Your site chose to use the sponsor’s standardized forms as source documents to record and 
document information related to the subjects’ study visits. Per the standardized form, your site 
was to “Complete the Inclusion/Exclusion Criteria Worksheet to evaluate for study eligibility.” 
In the FDA investigator’s review of 16 of 65 subject records at your site, there was no 
Inclusion/Exclusion Criteria Worksheet found for any of these subjects. 

 
B. There were significant problems with the case histories at your site for all 16 subject 
records reviewed by the FDA investigator. Examples include, but were not limited to, the 
following: 

 
1. For Subject #003: 

 
i. The source document worksheets for Visit 4 were not completed. 

 
ii. There were no case report forms (CRFs) in the subject’s records for 
any of the subject’s visits. 

 
2. For Subject #015, the screening visit (March 15, 2006) hemoglobin count was 10.7 g/dL and 
the labs taken on April 3, 2006 showed the hemoglobin count as 7.8 g/dL. Thus, the subject’s 
hemoglobin count decreased 2.9 g/dL, which, per the protocol, was considered a major 
bleeding event. Your site, however, inaccurately reported in the CRF that this event was a 
minor bleeding event. 

 
3. For Subject #024: 



 

 
i. Pages 20, 22, and 62 of the CRF for Visit 6 were missing from the subject’s records. 

 
ii. Your site made changes to several CRFs for Subject #024 in May 2008, which was over 
one year after the Subject’s last study visit (January 9, 2007.) FDA’s investigation was 
unable to confirm from the source records that after your site made the changes to the CRFs, 
that your site submitted those changed CRFs to the sponsor. 

 
4. For Subject #033: 

 
i. Your site checkmarked “No” to the question in the source documents for the Screening 
Visit that asked “Has the patient’s ventricular function been assessed in the past 6 months?” 
However, your site then provided information related to an assessment that was made on 
December 12, 2005 that identified an “LV Ejection Fraction” of 40%. FDA’s audit of this 
subject’s record found no supporting documentation in this subject’s records to verify any 
ventricular function assessment that was made on December 12, 2005. 

 
ii. There were numerous date discrepancies in the source records for Visit 2. Specifically, 
the visit date and the date the subject was dispensed study medication per the 
dispensing/returning log was April 27, 2006. 

 
However, April 26, 2006 was listed as the date the interactive voice response system (IVRS) 
was called to randomize the subject, the date the subject took the first dose of study 
medication, and the date your site documented that you filled out the source record for Visit 
2. From the source records it appears that the subject took the first dose of study drug prior 
to it being dispensed to them. 

 
In review of your SOPs entitled “Standard Operating Procedure for Regulatory Files and 
Subject Records” and “Standard Operating Procedure for Data Management,” we note that the 
responsibilities of (1) the collection of the clinical research data reside mainly with the 
research nurse/coordinator; (2) the transcription of the data to the CRFs is delegated to the 
research nurse/coordinator and/or support staff; and (3) the quality assurance to ensure 
adequate and accurate case histories of only the first sets of completed CRFs is delegated to 
either the research manager and/or the research nurse/coordinator. We note that these SOPs 
provide no requirement for the investigator to review the documents to ensure the accuracy 
and adequacy of the information in the source records. In addition, per the SOP, the only 
quality assurance performed at your site to ensure adequate and accurate case histories is 
limited to only the first sets of completed CRFs. We further note that given that the research 
nurse/coordinator is also delegated to collect the study data, this could lead to the situation 



 

whereby the individual who is collecting and recording the study data is also auditing their 
own source records. Your response does not adequately address these concerns. 

 
5. You failed to promptly report to the IRB all unanticipated problems involving 
risk to human subjects or others [21 CFR 312.66]. 

 
A. Source records indicate that Subject #015 was enrolled into the study on March 15, 2006, 
was randomized on March 24, 2006, and took the first dose of study medication on March 30, 
2006. In a memo to file dated April 6, 2006, your subinvestigator, Dr. (b)(6), noted that on 
April 2, 2006, the patient called your site and reported that he had experienced rectal bleeding 
for the past 2 days and when he came to the office the following day, your site identified that 
the subject’s hemogloblin level was 7.8 g/dL and the hematocrit (HCT) level was 24.8. The 
patient was then referred to the primary care physician, treated with transfusions in an 
outpatient setting, and underwent a workup to rule out a GI bleed. In a follow up written memo 
that was also dated April 6, 2006, Dr. (b)(6) noted that the GI workup revealed that the subject 
had colon cancer. 

 
FDA notes that as your site was aware of the gastrointestinal bleed prior to the subject being 
discontinued from the study (dates of discontinuation were discrepant between source records: 
March 31, 2006 on two different source documents, April 2, 2006 on another source, April 3, 
2006 on another source), and promptly after your site became aware the subject had colon 
cancer, your site should have reported this unanticipated problem to the IRB. FDA’s 
investigation was unable to find documentation that this event had been reported to the IRB. 

 
B. Source records show that Subject #059 was enrolled into the study on August 10, 2006 and 
was randomized to (b)(4) on August 17, 2006. The laboratory report generated on September 
6, 2006, which provided information related to the samples that were collected on September 
5, 2006, showed that the subject had (1) abnormally high values for the (b)(4) and (2) 
abnormally low values for the red blood cell count, hemoglobin and hematocrit. Source 
records further indicated that the subject was hospitalized on (b)(4) with a diagnosis of (b)(6). 
A Serious Adverse Event report concerning the hospitalization was prepared by your site and 
dated June 17, 2008. FDA’s investigation was unable to find documentation that this adverse 
event was reported to the IRB. 

 
Per your December 29, 2008 written response, you promised that serious and nonserious AEs 
will be reported and documented in the required timeframe to both the sponsor and the IRB, 
and that your site has created and trained all members of the research team on the SOP that 
discussed the SAE reporting guidelines and reporting structure requirements for future studies. 
Your letter further noted that the study subjects will be carefully followed by the investigator, 
and if the diagnosis of cancer is made during the study, all of the safety measures are to take 
place immediately, and the association to the investigational product will be determined and 



 

evaluated by the investigator. The decision for an early termination visit will be determined by 
all parties involved, and the subject’s safety will always be the priority. 

 
Your SOP entitled “Standard Operating Procedure for Interactions with the Institutional 
Review Board” states that all communications about AEs and SAEs that occur during the 
course of the study are to be communicated to the IRB by either the research nurse/coordinator 
and/or support staff. Based upon the review of your SOP, FDA is unsure whether the 
responsibilities delegated in this SOP are shared responsibilities between the research 
nurse/coordinator and/or support staff or whether each could individually take on the 
responsibility without oversight or knowledge by the other. Please clarify this in your 
response. FDA further notes that this SOP does not provide a role for the investigator to 
review the AEs and SAEs and/or verify that the reports submitted to the IRB have accurate 
and adequate information, which would include information about whether or not the event 
was associated with the use of the investigational drug.   

 
In addition, in the SOP entitled “Standard Operating Procedure for Adverse Event Reporting,” 
the responsibility for follow up when the research subject experiences any adverse change 
from baseline or pretreatment condition is delegated to the principal investigator, 
subinvestigator, and/or research nurse/coordinator. Follow up for ensuring that the IRB is 
notified of all serious or alarming events occurring at the site during the approval period for 
the ongoing study is delegated to the principal investigator, research nurse/coordinator, and/or 
support staff. From the SOP, however, it cannot be determined if these responsibilities are 
shared responsibilities or whether one individual can take on the responsibility without 
oversight or knowledge by the others. If it is the latter, then the investigator does not have 
adequate oversight over the responsibility for reporting to the IRB unanticipated problems. 
Please clarify this in your response. 

 
6. You failed to report promptly to the sponsor adverse effects that may reasonably be 
regarded as caused by, or probably caused by, the drug [21 CFR 312.64(b)]. 

 
A. Source records indicate that in September 2006, your site was informed that Subject #033 
had stopped taking study medication due to stomach discomfort, which included symptoms of 
stomach pain, bloating and diarrhea. Your site filled out a CRF that noted that these AEs were 
related to the use of the study drug. FDA investigator Barreto-Pettit was unable to find 
documentation that these AEs were reported to the sponsor. 

 
B. Source records indicate that during Subject #024’s enrollment in the study, the subject 
experienced abdominal pain on June 30, 2006 and nausea and vomiting on August 28, 2006. 
Your site did not fill out the Adverse Event CRF until December 12, 2007, which was a 
significant amount of time after the subject was terminated from the study (i.e. date of 



 

termination from the study was January 9, 2007). In addition, the FDA investigator was unable 
to find documentation that these adverse events were submitted to the sponsor. 

 
Per your December 29, 2008 written response, you promised that all serious and nonserious 
AEs that may be reasonably be regarded as caused by, or probably caused by, an 
investigational product will be reported and documented in the required timeframe to the 
sponsor. You further noted that all members of the research team had been trained and 
received education on the SOP created by your site, which discussed SAE reporting guidelines 
and reporting structure requirements. 

 
In FDA’s review of your SOPs, we note that per Section A entitled “Managing Adverse 
Events” in the SOP entitled “Standard Operating Procedure for Adverse Event Reporting,” the 
responsibilities of informing the sponsor about serious and/or unexpected AEs, recording the 
details of AEs in the source documentation, and completion of the CRFs is given to the 
principal investigator and/or the research nurse/coordinator. FDA could not determine if these 
responsibilities are to be shared between the investigator and research nurse/coordinator or if 
one or the other could handle the responsibility without the other party. FDA notes that 
allowing the research nurse/coordinator to independently handle the SAE recording and 
reporting without oversight by the investigator is unacceptable. Please clarify this in your 
response. 

 
In addition, FDA notes that in Section C, entitled “Communications while the study is 
ongoing,” of the SOP entitled “Standard Operating Procedure for Site-Sponsor/CRO 
Communications,” it appears that the research nurse/coordinator is responsible for informing 
the sponsor/CRO about SAE(s) immediately. We note, however, that in this section the 
investigator does not have responsibility for making any assessments as to the relationship of 
the investigational drug to the AE or SAE. In addition, there is no information related to the 
investigator’s role in reviewing the SAE reports to ensure the accuracy of the information 
within that report. Your response is inadequate to address the principal investigator’s oversight 
over adverse event recording, reporting, and adjudication of adverse events. 

 
7. You failed to promptly report to the IRB all changes in research activity [21 CFR 
312.66]. 

 
Source records indicate that your site began having subjects sign a memorandum of 
notification indicating that your site was no longer participating in the study and requesting 
that the subject choose the option of either continuing to participate in the study at another site 
or withdrawing their participation/consent from the study and completing a final exam. At the 
time that many of the subject’s signed this form, you had not yet received IRB approval for 
this change in research activity. 



 

 
Per your December 29, 2008 written response, you promised that you will obtain IRB approval 
prior to distributing and/or presenting anything to the study subjects. 

 
In your site’s SOP entitled “Standard Operating Procedure for Interactions with the 
Institutional Review Board,” all communication with the IRB while the study is ongoing is 
delegated to the research nurse/coordinator and/or support staff. There appears to be no 
information related to the involvement of the clinical investigator in any correspondence, or 
review of any correspondence, to or from the IRB while the study is ongoing. The clinical 
investigator should be involved in IRB correspondence, in order to ensure the accuracy of the 
information that is being provided to the IRB. In addition, FDA cannot determine how the 
clinical investigator will ensure that the study team is adequately following protocol 
amendments, as the SOP does not provide information as to how the investigator will maintain 
knowledge about new requirements noted in the protocol amendments that have been approved 
by the IRB. Your response is inadequate, as adequate oversight by the principal investigator 
over IRB communications is not clearly addressed. 

 
This letter is not intended to be an all-inclusive list of deficiencies with your clinical study of an 
investigational drug. It is your responsibility to ensure adherence to each requirement of the law 
and relevant FDA regulations. You should address these deficiencies and establish procedures to 
ensure that any on-going or future studies will be in compliance with FDA regulations. 

 
Within fifteen (15) working days of your receipt of this letter, you should notify this office in 
writing of the actions you have taken or will be taking to prevent similar violations in the future. 
Failure to adequately and promptly explain the violations noted above may result in regulatory 
action without further notice. 

 
If you have any questions, please contact Tejashri Purohit-Sheth, M.D., at 301-796-3402; FAX 
301-847-8748. Your written response and any pertinent documentation should be addressed to: 

 
Tejashri Purohit-Sheth, M.D. 
Branch Chief 
Good Clinical Practice Branch II 
Division of Scientific Investigations 
Office of Compliance 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Bldg 51, Room 5358 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 



 

 
Sincerely yours, 
Leslie K. Ball, M.D. 
Director 
Division of Scientific Investigations 
Office of Compliance 
Center for Drug Evaluation and Research 
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Appendix I:  KV Pharmaceuticals Consent Decree Lessons1 
 

Consent Decree Basics 
A consent decree is a legally-binding agreement between the US Food and Drug Administration 
(FDA) and a company and its top executives.  The decree lays out the activities, timelines, 
deliverables, and other requirements the organization must fulfill before it can resume 
independent operations.  Consent decrees often prohibit a company from marketing and 
manufacturing its products until such time as the conditions within the consent decree are 
completed. 

Consent decrees also entail civil monetary penalties.  While financial levies sound the alarm 
bells of compliance executives, far more painful is the sharp fall off in revenue, the bad publicity, 
and the inevitable personnel dismissals that go along with consent decrees. 

There is no set threshold wherein a consent decree situation is automatically triggered.  
Annamarie Kempic, an FDA attorney, noted last year, “You should be confident that if the same 
issue has been noted more than twice, you are going to get a seizure or injunction.”2  From that 
point, it is typically a single short step to a consent decree. 

Considering a consent decree as a “three strikes and you’re out” type of rule can be a 
reasonable assumption so long as you keep in mind the FDA has entered into consent decrees 
in other situations such as: 

• recalls of products due to adulteration 
• a series of adverse events, serious injuries, or deaths 
• inspections citing significant deficiencies that were not addressed along with executives 

who continue to act inappropriately in light of agency concerns. 

In other words, you need to assess your own environment to gauge whether a “three strikes” 
rule of thumb is practical or naïve. 

If there is still hope to head off an injunction or a decree, talk to an outside expert or consultant.  
Outside perspective is critical to help objectively figure out if it’s even feasible to ward off the 
consent decree.  The outside expert can work with you to determine the proofs of intent and 
proofs of improvement implementation you need to bring to your next discussion with the FDA. 

If it’s too late, and a consent decree is imminent, go straight to outside counsel.  Do not pass go; 
waste no time hiring consultants.  Let outside counsel work with you to determine the game plan 
going forward.  As part of any consent decree, you’ll likely be required to bring in an outside 
consultant.  Work with your outside counsel to draw up a short list of consultants who meet your 
criteria and the FDA’s.  Your outside counsel and the consultant should be able to work together 
and see eye-to-eye, otherwise you’ll just make more trouble for yourself down the road.  And a 
consent decree alone is trouble enough. 



 

  

KV Pharmaceuticals and the FDA 
After a three-month inspection, the FDA issued an injunction against KV Pharmaceuticals, two 
of its subsidiaries, and its top executives, preventing the manufacture and shipping of drugs.  
Once FDA is satisfied with KV’s progress on resolving the inspection issues – including putting 
in place preventative, proactive controls – KV will be allowed to resume production and drug 
distribution.  At any time over the next six years, should KV or its subsidiaries fall out of 
compliance FDA regulations, the injunction will again go into effect, causing further financial and 
legal penalties against KV, its subsidiaries, and its executives. 

A consent decree is a Sword of Damocles hanging over your head for years to come. 

 

Comprehensive Quality Program 
The first two requirements of KV’s consent decree require the company to put in place a quality 
program that assures “all facets of compliance monitoring and trend analyses; records 
management systems for those records…” (see page 6 of the decree) so as to prove the quality 
department and its quality management system are operating effectively. 

Implications 
Under a modern FDA compliance program, some of the basic assumptions of a 20th century 
compliance program no longer apply.  From this requirement of KV’s consent decree, there are 
four takeaways: 

• having written procedures is not enough 
• records retained prove your compliance – or lack thereof 
• records need to be maintained for the long term 
• information within those records must be used proactively by management 

As I’ve written and spoken about for years, having standard operating procedures (SOPs) is not 
enough.  This is not the FDA of ten, twenty or thirty years ago.  Now, firms must have the 
records to prove compliance with SOPs and the regulations.  Firms must maintain those records 
with integrity.  And firms must use that information on a regular basis to proactively improve 
your operations, quality system, and products. 

 

Executive Accountability 
Much to their chagrin, KV executives discovered that anyone at the vice-president level or 
above is likely to be singled out within any enforcement action.  Nor does it matter that such 
executives have since moved on into different roles (or are even no longer with the company); if 
the violations occurred on their watch, the agency will name names and hold individuals 
accountable (see pages 1-2, 21, and 23 of the decree). 



 

Implications 
There are three lessons you can apply from KV’s misfortune: 

• corporate policy on executive accountability 
• executive training 
• escalating enforcement of executive misbehavior 

At a corporate policy level, clearly spell out executive accountability – both in current roles and 
as legacies.  For instance, when providing executives a “new hire” orientation (or a refresher 
training upon promotion), consider making it clear to directors, vice presidents, general 
managers, and so forth that not only will the FDA hold them accountable for actions – or 
inactions – committed in their name by staff, contractors, and suppliers, but so will the 
corporation.  Work with your human resources / personnel department to define a tiered or 
escalating discipline approach to enforcing this.  And for all disciplinary actions, make sure to 
retain any enforcement records as proof of intent and proof of compliance. 

 

Independent Audits 
As part of the consent decree, KV’s manufacturing site will be inspected at least twice a year for 
two years and then once a year for the next three years by an outside, independent auditor (see 
pages 13-14 of the consent decree).  KV is required to retain each audit report, providing copies 
to the FDA or any onsite inspector.  At any time during these five years worth of independent 
audits, FDA may choose to extend the independent auditor requirement for another five years. 

Implications 
Outside of KV’s specific obligations, there are four key takeaways to consider when it comes to 
audits of your environment: 

• frequency 
• report retention and disclosure 
• management review 
• qualification of independent auditors 

Assuming you are not in trouble and needing to dig your way out (such as a recent inspection 
for which you received an “insufficient response”), consider having an independent, outside 
audit of your manufacturing sites once per year.  This should supplement your internal audit – 
not be a replacement for it.  The outside expert’s assessment is not only of your manufacturing 
site, but is also, by implication, an assessment of your internal audits.  Issues picked up by the 
outside auditor are candidates to incorporate into your own internal audits.  When I conduct 
mock FDA audits, I provide my client a copy of the comprehensive questionnaire and checklist I 
use as part of the overall audit package (including the summary report, recommendations, and 
overall suggested priorities).  By adopting some of the questions from my questionnaire, clients 
can quickly demonstrate continual improvement and proactivity.  Make sure any independent 
auditor you hire does the same for you.  In this way, you can get two birds with one stone. 



 

You also need to quality your external auditor.  See my previous article in BioPharm 
International, “Getting the Results You Expect from Consultants,” for an example process.3 

Consider retaining audit reports for at least two years, or until they are superseded.  The other 
retention option is to retain the audit reports until after your next inspection.  You can then use 
the reports to build your case for good faith, intent, and compliance.  To do so, you’ll need to 
make sure you provide a copy of any retained audit reports to the inspector or any other 
independent third-party auditors.  Because outside audit reports tend to be far lengthier than 
Form FDA 483s, consider creating a 2-3 page summary (assuming your auditor did not already 
do so) you can then provide the next independent auditor or agency inspector. 

 

Deviation Controls 
Under the decree, KV is required to put in place written procedures requiring divisional quality 
management to be notified of “deviations and/or problems that could affect the safety, identity, 
strength, quality, and purity of any drug...” (page 7 of the decree).  Such processes also require 
quality personnel to monitor or otherwise be actively involved in implementing and verifying 
corrective and preventative actions. 

Implications 
There are three lessons to consider when it comes to nonconformance and deviation 
notifications in your environment: 

• have a defined notification process 
• base the chain of notification on levels of risk 
• incorporate similar notification language into any supplier quality agreements 

In your own manufacturing site, make sure you have a similar notification process in place.  
However, consider one caveat – the need for a risk-based decision-making process to help 
clarify what and when to notify top level quality management.  Consider translating the KV 
consent decree phrase “could affect…” to “could reasonably be assumed to affect….”  You have 
this leeway – take it.  Otherwise, you leave yourself open to an individual inspector’s personal 
preferences (i.e., “one of the light bulbs in the quality control area was inoperable rendering 
poor lighting conditions and preventing adequate quality control inspections”). 

To tackle this constructively, create a simple risk-based decision-making process with clearly 
defined examples for each category of risk.  For instance, in a quality control area lit by four light 
bulbs, if one burned out, this would not be cause for stopping production and notifying top 
quality management vice presidents and directors.  Repeated failure to change the light bulb, 
though, might qualify for rising up the chain of command.  It sounds almost ridiculous, but some 
of us can clearly recall the first time we saw an inadequate lighting citation in a warning letter. 

Finally, you may want to ask your counsel to look specifically at the language of notification 
used in the decree on page 7, section 5 (i and ii).  Consider adding this language, or something 
similar, into your contracts and quality agreements with critical suppliers such as contract 
manufacturers. 



 

 

Additional Lessons 
KV must also keep a written log of all batches and lots used to perform equipment qualification, 
process validation, method validation, or stability studies (see page 9 of the decree).  You can 
avoid a separate log to update, maintain, and retain by clearly identifying which lots, batches, 
units, etc., were used in your documentation for any of the four verifications processes listed 
(stability studies, method validation, etc.). 

KV can use email as “written notification” (see pages 16-17 of the decree) so long as the emails 
satisfy the Federal Rules of Civil Procedure.  In other words, email notifications must clearly 
identify the individuals addressed or involved,  email must be retained appropriately (e.g., none 
of this “delete all email after 90 days” stuff), and email must spell out the issues, non-
conformances, or other information (no code words or other disingenuous phrasing). 

If you do not already have one in place, consider working with your legal counsel to craft a 
communications policy that discusses expectations when it comes to use of email.  Use the 
above three pre-requisites from the Federal Rules of Civil Procedure as a baseline of 
expectations.  And consider asking your computer department (IT/ICT) to ensure that no auto-
delete process is in place (or if it is, it can be suspended at will) and to help provide examples of 
“no-no’s” when it comes to communicating via email. 

Be careful not to retain “written notification” or other regulation-required emails within your email 
system; trying to make an email system Part 11 or Annex 11 compliant is a recipe for throwing 
away time and money.  Most messages can be saved as electronic documents.  For instance, in 
Microsoft Outlook, you can choose “File →  Save as…” and then select from formats such as 
plain text, rich text, HTML, and so on.  Ask your IT/ICT and legal counsel which might be best, 
or if the message should simply be printed out and retained as a hard copy document. 

 

 

                                                 
1 Adapted from the article, “17 Lessons from the KV Pharma Consent Decree,” John Avellanet, 
SmarterCompliance newsletter, August 2009, Volume 3, Issue 8. 
2 Kempic, Annamarie (2008) Speech “Consent Decrees,” Food and Drug Law Institute 6th Annual 
Conference on Enforcement and Litigation, 19 February, Washington, D.C. 
3 Avellanet, John (2008) “Getting the Results You Expect from Consultants,” BioPharm International, 
April, 21(4), pp. 32-36.  A copy can be obtained at 
http://www.ceruleanllc.com/Resources/Choose_a_Consultant_Get_Results.htm. 
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Appendix K:  Guidance Documents Referenced in this Report 
 

Food and Drug Administration (FDA) 

Investigating Out-of-Specification (OOS) Test Results for Pharmaceutical Production 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm070287.pdf 

Quality Systems Approach to Pharmaceutical CGMP Regulations 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm070337.pdf 

Postmarketing Studies and Clinical Trials – Implementation of Section 505(o) of the Federal Food, 
Drug, and Cosmetic Act 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM172001.pdf 

 

Global Harmonization Task Force (GHTF) 

Quality Management System Guidance on Corrective and Preventative Action and Related QMS 
Procedures http://www.ghtf.org/sg3/sg3-proposed.html 

 

International Harmonization Conference (ICH) 

Q11 Development and Manufacture of Drug Substances (Concept Paper) 
http://www.ich.org/cache/compo/276-254-1.html 

 

 




