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Introduction
Every year, approximately 300 volunteers at the
National Institutes of Diabetes and Digestive and
Kidney Diseases (NIDDK) in Phoenix, Arizona, partici-
pate in research studies designed to identify the causes
of Type 2 diabetes mellitus and obesity. These studies
measure risk factors for diabetes and obesity including
energy expenditure, food intake, physical activity, glu-
cose tolerance, insulin sensitivity and secretion, and
other metabolic parameters. Paid volunteers between
the ages of 18-45 years are recruited through local news-
papers and magazines, colleges and universities, and
community groups in the Phoenix area and neighbor-

ing communities. Most protocols require
subjects to be admitted to the hospital and
restricted to the NIDDK metabolic ward for
one to two weeks. The majority of subjects
are unemployed/underemployed individu-
als (55%), homemakers (30%), and stu-
dents (10%). Approximately 5% of the pop-
ulation is homeless but living in established
shelters. 

Studies suggest that metabolic factors such
as glucose metabolism, insulin sensitivity,
brain activity, energy expenditure, and
food intake may be affected by drugs of
abuse.1-10 Like other large U.S. metropoli-
tan cities, Phoenix has a problem with sub-
stance abuse. The 2002 National Survey on
Drug Use and Health reported that nearly
20 million people were current users of ille-
gal drugs, with such use highest among
young adults.11 A 2000 U.S. Senate report
declared that drug and alcohol abuse is the
nation’s No. 1 health problem and that
Arizona ranked fourth in Americans addict-
ed to cocaine.12 The National Household

Survey on Drug Abuse found that in 1998, 13% of
Arizonians ages 12-17 said they had used marijuana in
the past month, one-third higher than the nation as a
whole; 16% said they used “any illicit drug” including
cocaine, inhalants, or heroin.13-15 The Phoenix area has
a homeless population estimated to number 12,000. In
a recent survey of 8,828 homeless individuals, approxi-
mately 4,550 were believed to be chronic substance
abusers.16

There is little documentation in the literature about the
prevalence of illicit drug use among healthy volunteers
participating in clinical research studies. Some research
facilities require urine testing for drugs of abuse as part

BBAACCKKGGRROOUUNNDD::  Each year, approximately 300 volunteers at the National Institute of Diabetes and Digestive and
Kidney Diseases (NIDDK) in Phoenix, Arizona, participate in research studies designed to identify the causes of
obesity and Type 2 diabetes mellitus. Research volunteers are recruited from Phoenix and surrounding communi-
ties to participate in National Institutes of Health Institutional Review Board-approved studies. Screening for
healthy research volunteers includes a health history and physical exam along with routine laboratory screening.
Prompted by information about the rise of substance abuse in the Phoenix area and the possibility of the effects
of some drugs of abuse on the metabolic parameters under investigation, a study was designed to determine
the prevalence of substance abuse among our research population. Subsequently, pre-admission drug screening
for drugs of abuse became a mandatory part of eligibility for all studies. 

MMEETTHHOODDSS::  Informed consent for anonymous drug and alcohol testing was requested from all volunteers (n =
248) admitted to the NIDDK Clinical Research Unit between July 1993 and June 1994. Blood and urine sam-
ples were collected within one hour of admission to the metabolic ward. Urinary drug testing for phencyclidine
(PCP), benzodiazepines (BZO), cocaine (COC), amphetamines (AMP), cannabis (THC), opiates (OPI), barbitu-
rates (BAR), and tricyclic antidepressents (TAC) (hereinafter referred to as drugs of abuse) was performed using
the Triage immunoassay. Blood alcohol was analyzed using the alcohol dehydrogenase method. 

RREESSUULLTTSS::  Of the 248 volunteers admitted to the clinical research unit during a one-year period between 1993-
1994, 42% consented to anonymous testing for drugs of abuse and alcohol testing. Forty-two percent of those
individuals tested positive for one or more of COC, AMP, OPI, BAR, BZO, and THC, and 4% tested positive for
alcohol. Mandatory urine drug screening for drugs of abuse since has been required as an eligibility criterion for
all protocols. During a one-year period between 2000-2001, 399 subjects were prescreened to qualify as
healthy research subjects for study inclusion. Seventy-seven subjects (19% of all prescreened subjects) tested
positive for one or more drugs of abuse and were excluded from participating in these studies.

CCOONNCCLLUUSSIIOONNSS::  Substance abuse among research volunteers in our subject population in Phoenix is common.
Urine drug testing for drugs of abuse prior to admission successfully screens out subjects actively engaged in
substance abuse. Routine, pre-admission urine drug screening for drugs of abuse is a prerequisite for ensuring
the integrity of our research studies with healthy volunteers. 
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of the prescreening evaluation in studies that require
healthy volunteers, i.e., pharmaceutical research trials,
protocols measuring mood and behavior, and proto-
cols measuring metabolic parameters that may be
influenced by some drugs of abuse.17-20 Whereas some
facilities may state that drug abuse is an exclusionary
behavior, urine drug testing for drugs of abuse may not
be done due to ethical and legal concerns, especially if
the testing results become part of the subject’s perma-
nent record. Therefore, these facilities rely solely on the
subject’s truthfulness. This practice may elicit some
risk, with emerging evidence that people who volun-
teer for research studies are not always truthful with
investigators during the screening process.21,22 This
leaves the investigator with only the physical exam
and results of routine laboratory screening to identify
volunteers with substance abuse problems.

This study was designed to determine the prevalence
of drugs of abuse among a research population who
volunteered to be research subjects in protocols devel-
oped by the National Institutes of Health, Obesity and
Diabetes Clinical Research Section in Phoenix,
Arizona. We recruited the first 100 subjects who were
admitted to the clinical research unit for other studies
to participate in anonymous urine drug testing for
drugs of abuse. In a one-year period between 1993-
1994, 284 subjects were admitted to the clinical
research unit and 105 (42%) consented to participate.

Methods
Subjects: Subjects recruited for a variety of clinical
research studies between July 1993 and July 1994 were
asked to participate in this study of anonymous
screening for drugs of abuse and alcohol. No subject-
identifying information was recorded on the blood
and urine samples of those who consented to drug
and alcohol testing, thus guaranteeing the anonymity
of participants. Subjects were informed that participa-
tion was voluntary and that a refusal to participate
would not affect their eligibility for the primary study.
This study was approved by the NIDDK Institutional
Review Board (IRB) and written informed consent was
obtained prior to testing.

Urine Collection and Analysis: Urine was collected
in a sterile, single-use, plastic container within one
hour of admission and immediately delivered to the

laboratory. Qualitative determination of the presence
of the major metabolites of drugs of abuse (phencycli-
dine, benzodiazepines, cocaine metabolite, ampheta-
mines, tetrahydrocannabinol, opiates, barbiturates,
and tricyclic antidepressants) was performed using the
Triage Panel of Drugs of Abuse Immunoassay
(BIOSITE, San Diego, Calif.), a rapid competitive
immunoassay that simultaneously provides discrete
results for the major metabolites of eight different
classes of drugs in urine specimens. Monoclonal anti-
bodies, specific for these metabolites, ensure a high
degree of sensitivity and specificity.23

Blood Collection and Analysis: Blood levels of ethyl
alcohol were measured using the alcohol dehydroge-
nase method on a 3 mL sample of blood drawn with-
in one hour of admission.

Results
Between July 1993 and June 1994, 248 volunteers (145
male/103 female) were admitted to the NIDDK,
Clinical Research Unit. Men were 29.5 ± 6.2 years
(mean ± SD) and women were 28.8 ± 6.4 years.
Although all volunteers recruited for studies during
this period were asked to participate in this study, only
105 individuals (42%) consented to do so.

Of the 105 subjects who consented to testing for drugs
of abuse and alcohol testing, 44 (42%) tested positive
for drugs of abuse and four (4%) tested positive for
alcohol. The distribution of the testing results is
shown in Table 1. Sixty-six percent of the subjects with
a positive drug test tested positive for THC as a single
drug. Fourteen percent of the subjects with a positive
drug test tested positive for cocaine and all of these
subjects were positive for more than one drug. Thirty-
two subjects (73%) were identified as using a single
drug and 12 subjects (27%) were identified as using
multiple drugs. 

In a retrospective chart review seven years later, the
laboratory profiles of 399 subjects prescreened for
study eligibility between July 2000 and July 2001 were
reviewed. The group included 233 males, 31.5 ± 8.5
years and 166 females, 34.6 ± 9.0 years. Of the 399
subjects who were prescreened, 162 (40.6%) failed to
meet study eligibility criteria as a healthy research sub-
ject due to health problems and/or a positive urine
drug screen for drugs of abuse. Of these 162 subjects,
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77 (47.5%) tested positive for one or more substances
of abuse: 55 (71%) were positive for cannabis only, six
(8%) tested positive for cocaine only, and 16 (21%)
were positive for multiple drugs of abuse. (See Table 1.) 

Subjects who tested positive for drugs of abuse and
therefore were eliminated from participating in any of
our studies were counseled by the investigator to
abstain from drugs of abuse for two months and to
seek help through various local substance abuse coun-
seling agencies, if needed, and then were rescheduled
for pre-admission screening. Twenty-two percent of
the subjects who failed to meet study eligibility due to
a positive urine drug screen for drugs of abuse subse-
quently had a negative urine drug screen and a suc-
cessful study admission. 

Discussion
In this study, we determined the prevalence of drugs
of abuse and alcohol usage in a volunteer population
at the National Institutes of Health, Obesity and
Diabetes Research Section in Phoenix, Arizona. In a
subset of volunteers (n = 105) recruited for studies at
this facility who consented to anonymous urine drug
testing for drugs of abuse in a one-year period between

1993-1994, 42% tested positive for these substances.
Based on this study, urine drug screening for drugs of
abuse has become part of the eligibility criteria for all
of our protocols. In a follow-up record review two
years after the implementation of mandatory urine
drug screening for drugs of abuse, 19% of 399 poten-
tial research subjects tested positive for one or more
substances of abuse and were deemed ineligible to par-
ticipate in the facility’s studies.

Studies supported by the National Institutes of Drug
Abuse have suggested that drug addiction is a chronic
brain disease—similar to diseases such as cancer, heart
disease, and diabetes—that involves a complex mixture
of biology and behavior.24 In addition, recent evidence
in humans suggests that these drugs of abuse may
affect metabolic parameters under investigation in
clinical studies.25 Cocaine produces unique abuse and
withdrawal patterns that affect mood, behavior, sleep,
appetite, and brain activity.26 Studies utilizing positron
emission tomography and [18F]-fluorodeoxyglucose
have identified several areas of the brain affected by
chronic cocaine use.1,4,7,9 In humans, it has been sug-
gested that cocaine abusers have decreased “sensitivity
to reward” circuits in cortical regions of the brain con-
nected to limbic areas.10 Crack cocaine appears to have
a preferential effect on the metabolic and electro-phys-
iological activities of the frontal and temporal regions
of the brain, although the permanence of these effects
remains to be determined.6 THC is known to affect the
immune system by altering arachadonic acid metabo-
lism in lymphocytes by increasing the production of
lipoxygenase products.3 The cannabiniod CB1 receptor
found in the brain is a powerful mediator of hyper-
phagia, and exposure to cannabis increases this recep-
tor in certain regions of the brain.2 Moreover, heroin
addicts, similar to patients with Type 2 diabetes, do not
respond appropriately to glucose signals.5 Increases in
hemoglobin A1c concentrations and decreases in the
acute insulin response to intravenous glucose have
been documented in narcotics addicts, suggesting
defective glucose recognition by pancreatic beta cells. 

Finally, in addition to the confounding effects that
drug abuse may have on the metabolic profile of a vol-
unteer, recreational drug usage by research subjects
admitted to an inpatient research facility also presents
a safety issue. If a volunteer is using illicit drugs prior
to admission, there is no guarantee that the subject
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Table 1: Number of subjects who tested positive for
substances of abuse and the substances identified by
the TRIAGE immunoassay

# of Subjects (n = 44) # of Subjects (n =
77)
Drug(s) (1993-1994) (2000-2001)

Cannabis (THC) only 29 (66%) 55 (71%)

THC and cocaine 4 (9%) 12 (16%)

Cocaine only 0 6 (8%)

THC and amphetamines 4 (9%) 0

Benzodiazepines (BZO) 3 (7%) 0

THC and BZO 1 (2%) 1 (1.2%)

THC, BZO, and cocaine 1 (2%) 0

Amphetamines only 0 1 (1.2%)

Amphetamines and cocaine 0 1 (1.2%)

Opiates only 0 1 (1.2%)

Opiates and cocaine 1 (2%) 0



will not use drugs during the course of the study. This
could put the subject at risk for drug-drug interactions
and/or behavior issues that could put other subjects or
staff at risk.

Subjects who test positive for drugs of abuse and, who
are therefore ineligible for admission are counseled by
the investigator and offered information about drug
counseling resources in the community. Two months
after a positive urine drug screen, a subject may pre-
screen again. If the subject again fails drug testing for
drugs of abuse, he or she no longer is eligible for study
recruitment. 

Conclusion
This study shows that substance abuse was common
among adult volunteers recruited for clinical research
studies at the National Institutes of Health in Phoenix;
42% of a subset of volunteers tested positive for sub-
stance abuse in 1993-1994. Based on these results, it is
now standard policy to include urine testing for drugs
of abuse for all studies conducted at the NIDDK in
Phoenix, and urine testing for drugs of abuse is clear-
ly stated in all consent forms. Subject recruiters inform
interested volunteers that this testing will be per-
formed on the day of admission and anyone testing
positive will be excluded from the study. In a follow-
up review of 399 subjects prescreened for study inclu-
sion in 2000-2001, 19% tested positive for drugs of
abuse and were ineligible for study admission, sug-
gesting that this policy has been successful in screen-
ing out subjects engaged in active substance abuse,
thus ensuring the integrity of our research studies with
healthy volunteers.
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Considerations in Regulatory Affairs 

Combination product final rule on mode of action
In the August 25, 2005, Federal Register, the FDA
announced a final rule amending its combination
product regulations to define “mode of action” (MOA)
and “primary mode of action” (PMOA). Along with
these definitions, the final rule sets forth an algorithm
FDA will use to assign combination products to an
agency component for regulatory oversight when FDA
cannot determine with reasonable certainty which
MOA provides the most important therapeutic action
of the combination product. Finally, the final rule will
require a sponsor to base its recommendation of the
FDA component with primary jurisdiction for regula-
tory oversight of its combination product by using the
PMOA definition and, if appropriate, the assignment
algorithm. The final rule is intended to promote the
public health by codifying the agency’s criteria for the
assignment of combination products in transparent,
consistent, and predictable terms. The regulation is
effective November 23, 2005.

FDA published the proposed rule on May 7, 2004.
Along with these definitions, the proposal set forth an
algorithm FDA proposed to use to assign combination
products to an agency component for regulatory over-
sight when FDA cannot determine with reasonable
certainty which MOA provides the most important
therapeutic action of the combination product.
Finally, the proposal put forth a requirement that a
sponsor make its recommendation of the FDA compo-
nent with primary jurisdiction for regulatory oversight
of its combination product by using the PMOA defini-
tion and, if appropriate, the assignment algorithm.

FDA received comments from 17 stakeholders on the
proposal, and almost all comments supported the rule
in whole or in part. A few general themes emerged
from the comments. Though generally supportive, the
comments asked that FDA provide the following clar-
ification: 

• clarification of the role of precedent in determin-

ing a combination product’s PMOA

• clarification of the role of intended use in deter-
mining a combination product’s PMOA

• clarification of the status of the Intercenter
Agreements established in 1991 and their role in
determining a product’s PMOA

• more examples to show how the PMOA defini-
tion might be applied to assign an FDA compo-
nent with primary jurisdiction for regulatory
oversight of a combination product

As defined in 21 CFR Part 3, a combination product is
a product comprised of any combination of a drug
and a device; a device and a biological product; a bio-
logical product and a drug; or a drug, a device, and a
biological product. A combination product includes:

• a product comprised of two or more regulated
components that are physically, chemically, or
otherwise combined or mixed and produced as a
single entity

• two or more separate products packaged together
in a single package or as a unit and comprised of
drug and device products, device and biological
products, or biological and drug products

• a drug, device, or biological product packaged
separately that, according to its investigational
plan or proposed labeling, is intended for use only
with an approved individually specified drug,
device, or biological product where both are
required to achieve the intended use, indication,
or effect and where upon approval of the pro-
posed product the labeling of the approved prod-
uct would need to be changed, e.g., to reflect a
change in intended use, dosage form, strength,
route of administration, or significant change in
dose

• any investigational drug, device, or biological
product packaged separately that, according to its
proposed labeling, is for use only with another
individually specified investigational drug,
device, or biological product where both are
required to achieve the intended use, indication,
or effect

FDA must assign an agency component to have 
primary jurisdiction for the regulation of a combina-
tion product. That assignment must be based upon a
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determination of the PMOA of the combination prod-
uct. For example, if the primary MOA of a combina-
tion product is that of a biological product, the prod-
uct is to be assigned to the FDA component responsi-
ble for the premarket review of that biological prod-
uct. FDA issued a final rule in 1991 establishing the
procedures, called the “request for designation” or
RFD process, for determining the assignment of com-
bination products.

The purpose of FDA’s Office of Combination Products
is to ensure the prompt assignment of combination
products to FDA components, the timely and effective
premarket review of such products, and consistent and
appropriate postmarket regulation of combination
products. Requests for assignment of combination
products are usually submitted very early in a prod-
uct’s development. This practice is encouraged
because it allows sponsors to begin working with an
FDA component as early in the development process
as possible. For some products, though, the PMOA of
the product is not readily apparent, to either FDA or
the product sponsor, at the time the request for assign-
ment is submitted. 

Determining the PMOA of a combination product is
also complicated for products that have two com-
pletely different modes of action, neither of which is
subordinate to the other. In close cases, assignments
may turn on subtle distinctions related to the deter-
mination of whether a MOA is “primary” or not. The
assignment process may appear to be unpredictable
when two slightly different products are assigned to
different agency components based on differences in
their PMOA.

To address these concerns, to simplify the designation
process for sponsors, and to enhance the transparen-
cy, predictability, and consistency of FDA’s assignment
of combination products, FDA issued this rule.

This final rule will fulfill the statutory requirement to
assign products based on their PMOA, and will use
safety and effectiveness issues, as well as consistency
with the regulation of similar products, to guide the
assignment of products when FDA cannot determine
with reasonable certainty which MOA provides the
most important therapeutic action of the combination
product. It ensures that like products similarly would
be assigned, and it allows new products for which the
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most important therapeutic action cannot be deter-
mined with reasonable certainty to be assigned to the
most appropriate FDA component based on the most
significant safety and effectiveness issues they present.
In addition, by providing a more defined framework
for the assignment process, a codified definition of
PMOA will further FDA’s requirement that it ensure
prompt assignment of combination products. Also,
this final rule adheres to FDA requirements that it
review practices specific to the assignment of combi-
nation products, consult with stakeholders and center
directors, and make a determination whether to mod-
ify those practices. This rulemaking will codify criteria
the agency has generally used since 1990. The final
rule will apply to RFD submissions received by the
agency on or after its effective date.

MOA is defined as “the means by which a product
achieves its intended therapeutic effect or action. For
purposes of this definition, ‘therapeutic’ action or
effect includes any effect or action of the combination
product intended to diagnose, cure, mitigate, treat, or
prevent disease, or affect the structure or any function
of the body.” Products may have a drug, biological
product, or device MOA. Because combination prod-
ucts are comprised of more than one type of regulated
article and each constituent part contributes a biolog-
ical product, device, or drug MOA, combination prod-
ucts will typically have more than one MOA.

• A constituent part has a biological product MOA
if it acts by means of a virus, therapeutic serum,
toxin, antitoxin, vaccine, blood, blood compo-
nent or derivative, allergenic product, or analo-
gous product applicable to the prevention, treat-
ment, or cure of a disease or condition of human
beings, as described in the Public Health Service
Act.

• A constituent part has a device MOA if it meets
the definition of device contained in the Food,
Drug and Cosmetic Act, it does not have a bio-
logical product MOA, and it does not achieve its
primary intended purposes through chemical
action within or on the body of man or other ani-
mals and is not dependent upon being metabo-
lized for the achievement of its primary intended
purposes.

• A constituent part has a drug MOA if it meets the

definition of drug contained in the Act and it
does not have a biological product or device
MOA.

PMOA is defined as “the single mode of action of a
combination product that provides the most impor-
tant therapeutic action of the combination product.
The most important therapeutic action is the mode of
action that is expected to make the greatest contribu-
tion to the overall intended therapeutic effects of the
combination product.” As with “mode of action” for
purposes of PMOA, “therapeutic” effect or action
includes any effect or action of the combination prod-
uct intended to diagnose, cure, mitigate, treat, or pre-
vent disease, or affect the structure or any function of
the body.

Anna J. DeMarinis, MA, CQA, MT

The DeMarinis Group

North Attleboro, Massachusetts
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Several FDA guidance documents issued
FDA recently issued a number of final and draft guid-
ance documents. Readers who wish to submit com-
ments on these documents should do the following:
Companies or organizations must submit two paper
copies of any mailed comments. Individuals may sub-
mit one paper copy. Submit written comments to the
Division of Dockets Management (HFA-305), FDA,
5630 Fishers Lane, Room 1061, Rockville, MD 20852.
Submit electronic comments to www.fda.gov/
dockets/ecomments. For both written and electronic
comments, the appropriate docket number must be
provided. This number is provided in the description
of each document, below.

Final FDA guidance on race and ethnicity data

In the September 19, 2005, Federal Register, FDA
announced the availability of a final guidance docu-
ment for industry titled Collection of Race and Ethnicity
Data in Clinical Trials. This guidance provides recom-
mendations on a standardized approach for collecting
and reporting race and ethnicity information in clini-
cal trials conducted in the United States and abroad
for certain FDA-regulated products. 

A draft of this guidance document was issued on
January 30, 2003. Based on comments received on the
draft and the refinement of FDA thinking on this
topic, FDA has revised the draft and is now issuing a
final guidance. This guidance provides a standardized
approach for the collection of race and ethnicity infor-
mation in clinical trials conducted in the United States
and abroad. The standardized approach was devel-
oped by the Office of Management and Budget (OMB).
FDA believes that the use of the OMB approach will
facilitate comparisons across clinical studies analyzed
by FDA and data collected by other federal agencies.
Although FDA has long requested the racial and eth-
nic ancestral origins of subjects in certain clinical tri-
als, FDA now is making recommendations on the
methods and categories to use when collecting and
reporting data. The Department of Health and Human

Services (HHS) issued a 1999 report titled Improving the
Collection and Use of Racial and Ethnic Data in HHS, in
which HHS announced the adoption of OMB
Directive 15 as part of its policy on collecting and
reporting data on racial and ethnic ancestral origins.

FDA received several comments in response to the
January 2003 draft guidance and has made some clar-
ifying changes in the final version of the guidance.
Specifically, FDA has:

• added reference to 21 CFR 314.50(d)(5)(v) to
include studies for efficacy

• clarified the traceability/mapping for racial and
ethnic ancestral origins

• added text to address gaps in the characterization
of race and ethnicity

• added text to allow omission of characterization
of Hispanic or Latino ethnicity for international
clinical trials

• changed the characterization of “Black, of
African heritage,” to “Black’” for studies conduct-
ed abroad

FDA accepts comments on final guidance documents
at any time. Comments will be considered in future
revisions. Submit written or electronic comments on
this guidance documents at any time, citing Docket
No. 2002D-0018. The document may be obtained
from FDA’s web site at www.fda.gov/cder/guidance/
index.htm. 

FDA final ICH guidance for arrhythmia drugs

In the October 20, 2005, Federal Register, FDA
announced the availability of a guidance document
titled E14 Clinical Evaluation of QT/QTc Interval
Prolongation and Proarrhythmic Potential for Non-
Antiarrhythmic Drugs. The guidance was prepared
under the auspices of the International Conference on
Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH).
The guidance provides recommendations to sponsors
concerning clinical studies to assess the potential of a
new drug to cause cardiac arrhythmias, focusing on
the assessment of changes in the QT/QTc interval on
the electrocardiogram as a predictor of risk. The guid-
ance is intended to encourage the assessment of drug
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effects on the QT/QTc interval as a standard part of
drug development and to encourage the early discus-
sion of this assessment with FDA.

In 2004, FDA published a draft version of this guid-
ance. FDA requested comments on the draft. On April
11-12, 2005, FDA, the Drug Information Association,
and the Heart Rhythm Society cosponsored a public
meeting to discuss the draft guidance. This version of
the guidance is based on that feedback. 

The guidance document provides guidance on the
design, conduct, analysis, and interpretation of clini-
cal studies to assess the potential of a new drug to
cause cardiac arrhythmias, focusing on the assessment
of changes in the QT/QTc interval on the electrocar-
diogram as a predictor of risk. The guidance is intend-
ed to encourage the assessment of drug effects on the
QT/QTc interval, along with the collection of adverse
cardiac events related to arrhythmias, as a standard
part of drug development, and to encourage the early
discussion of this assessment with the FDA. The goal
of such discussions is to reach a common understand-
ing of the effects as early in development as practical,
with the goal of enhancing the efficiency of data col-
lection later in drug development. The guidance
incorporates the following changes: 

• a fuller discussion of the factors that influence
the clinical assessment of drug effects on the QT
interval 

• an adjustment in the statistical analysis of QT
interval data obtained as a part of early thorough
QT assessment.

FDA accepts comments on final guidance documents
at any time. Comments will be considered in future
revisions. Submit written or electronic comments on
this guidance documents at any time, citing Docket
No. 2004D-0377. The document may be obtained
from FDA’s web site at www.fda.gov/cder/guidance/
index.htm. 

Acne drug draft guidance

FDA announced the availability of a draft guidance
document titled Acne Vulgaris: Developing Drugs for
Treatment in the September 19, 2005, Federal Register.
Written or electronic comments should be submitted
to FDA by December 19, 2005, citing Docket No.

2005D-0340. The document may be obtained from
FDA’s web site at www.fda.gov/cder/guidance/
index.htm. 

This document was developed to provide guidance on
the development of drug products for the treatment of
acne vulgaris (other than nodulocystic acne). The
information presented may help applicants plan clin-
ical studies, design clinical protocols, implement and
appropriately monitor the conduct of clinical trials,
collect relevant data for analysis, and perform appro-
priate types of analyses of study data.

The recommendations in the draft guidance are based
on careful assessment of important issues raised in the
review of clinical trials for acne vulgaris. These recom-
mendations represent FDA’s current thinking regard-
ing design of clinical trials intended to support the
approval of drug products for the treatment of acne
vulgaris. Applicants are encouraged to discuss devel-
opment plans with the FDA review division before
embarking on a study, to ensure that the clinical trial
design and analysis plan meet defined objectives.

Draft guidance on ICH individual case safety reports

FDA announced the availability of a draft guidance
document titled E2B(R) Clinical Safety Data
Management: Data Elements for Transmission of
Individual Case Safety Reports in the October 3, 2005,
Federal Register. Written or electronic comments were
due by October 28, 2005, but FDA will accept general
comments on guidance documents at any time.
Comments should cite Docket No. 2005D-0390. The
document is available at FDA’s web site at
www.fda.gov/cder/guidance/index.htm. 

The draft guidance was prepared under the auspices of
ICH. The draft guidance, which revises previous guid-
ance on the same topic, provides standardized data
elements for the transmission of individual case safety
reports for preapproval and postapproval reporting
periods. The revisions in this draft guidance include
additional information and clarifications for the elec-
tronic transmission of individual case safety reports.
The draft guidance is intended to be used with other
ICH recommendations for electronic transmissions.

The earlier version of the ICH guidance was signed off
by ICH in July 1997 and issued by FDA in January
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1998. ICH subsequently issued a revised guidance in
November 2001, which FDA issued in April 2002. In
May 2005, ICH decided that the 2001 guidance should
be made available for public comment. The draft guid-
ance was revised to include additional information
and clarification for the electronic transmission of
individual case safety reports. The draft guidance
incorporates adjustments based on experience gained
after implementation of the guidance in the three ICH
regions and expands the use of the standard data ele-
ments to support vaccine reporting. For electronic
transmissions, the draft guidance is intended to be
used with the ICH M2 individual case safety report
(ICSR) message specification. The draft guidance rec-
ommends that electronic transmission of individual
case safety reports be implemented using the Medical
Dictionary for Regulatory Activities (MedDRA) and
ICH M5 data elements and standards where applica-
ble. FDA believes the ICH recommendations for the
electronic transmission of these reports will result in
more effective and efficient safety reporting to regula-
tory authorities worldwide.

Draft guidance on post-approval medical device
studies

FDA announced the availability of a draft guidance
document titled Procedures for Handling Post-Approval
Studies Imposed by PMA Order in the September 15,
2005, Federal Register. Written or electronic comments
were due by November 14, 2005, but FDA will accept
general comments on guidance documents at any
time. Comments should cite Docket No. 2005D-0348.
The document may be obtained from FDA’s web site at
www.fda.gov/cdrh/guidance.html. 

The draft guidance is designed to assist the Center for
Devices and Radiological Health (CDRH) and sponsors
to meet their responsibilities to track post-approval
studies (sometimes called Condition of Approval
Studies) that are mandated for market approval of
medical devices. These studies are oftentimes mandat-
ed at the time the Center approves a Premarket
Approval Application (PMA) to address additional
concerns. This guidance aims to ensure that:

• sponsors submit clear, consistent, and timely
study reports

• CDRH can track the status of the studies

• CDRH staff reviews the studies and holds discus-
sions with the sponsors in a timely manner

• CDRH stakeholders can quickly learn about the
status of these studies

• CDRH can take appropriate and timely action
based on study results

FDA seeks comments on risk communication tools
FDA’s Center for Drug Evaluation and Research
(CDER) announced a December 7-8, 2005, public
hearing on CDER’s current risk communication strate-
gies for human drugs, as part of FDA’s ongoing effort
to improve risk communication. The purpose of the
hearing was to obtain public input on risk communi-
cation tools, identify stakeholders for collaborating on
and implementing additional tools, and obtain greater
understanding of the strengths and weaknesses of
existing risk communication. Transcripts of the hear-
ing will be available for review on the Internet about
30 days after the hearing. 

FDA is interested in obtaining public comment on the
following risk communication tools:

• patient information sheets 

• health care professional information sheets

• talk papers 

• public health advisories

• press releases 

• MedWatch listserv safety updates 

• patient safety news 

• CDER educational campaigns

• CDER Internet site 

Specifically, FDA has invited public comment from
external stakeholders on the following issues:

• What are the strengths and weaknesses of the
communication tools listed in this document?

• What information is available about awareness,
use, and perceptions of the effectiveness of these
communication tools by health care profession-
als and by the public in general?

• Do these tools provide the right kind and amount
of risk and other information that health care pro-
fessionals need to make informed decisions about
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whether to prescribe drug products, and that the
public needs to make informed decisions about
whether to use those products?

• How easily accessible and understandable are
FDA’s Internet-based sources of drug information?

• To what extent do CDER’s patient-focused com-
munication tools provide useful information for
people with low health literacy skills?

• What mechanisms should CDER consider to con-
vey risk information to special populations (e.g.,
elderly, non-English speaking)?

Written or electronic comments on these questions
will be accepted by FDA until January 9, 2006.
Comments can be submitted as instructed for the draft
guidance documents, citing Docket No. 2005N-0394.

OHRP guidance on IRB review of clinical trial web sites
On September 20, 2005, the Office for Human
Research Protections (OHRP) issued a guidance docu-
ment on Institutional Review Board (IRB) review of
clinical trial web sites. The draft guidance can be
viewed by clicking on the “News” links at the OHRP
web site. 

This document provides guidance for IRB review of
information provided to potential research subjects
through clinical trial web sites. This guidance, which
applies to HHS-conducted or -supported research,
describes the circumstances for which IRB review of
clinical trial web sites is required and provides some
points to consider in the review process. It also
describes the circumstances for which IRB review of
clinical trial web sites is not required. Some protocols
described on clinical trial web sites also may be subject
to FDA regulations, and FDA regulations and guidance
also should be consulted. 

Web sites, along with print and broadcast advertise-
ments, commonly are used by investigators and insti-
tutions to recruit research subjects. In some cases, the
information provided on these web sites may consti-
tute the earliest components of the informed consent
process. OHRP consistently has interpreted HHS regu-
lations to provide IRB authority and responsibility for
review of study recruitment material, including adver-
tisements. Although web sites use a different medium
than traditional print or broadcast advertisements, the

requirements are the same. 

When information posted on a clinical trial web site
goes beyond directory listings with basic descriptive
information, such information is considered part of
the informed consent process and therefore requires
IRB review and approval. Basic descriptive informa-
tion includes:

• title 

• purpose of the study 

• protocol summary 

• basic eligibility criteria 

• study site location(s), and 

• how to contact the study site for further infor-
mation

Clinical trial web sites that provide only directory list-
ings with basic descriptive information about clinical
trials in general (as listed above) do not need to be
reviewed by an IRB. Examples of clinical trial listing
services that do not need IRB review and approval
include the National Institutes of Health (NIH)
ClinicalTrials.gov web site, the NIH National Cancer
Institute’s cancer clinical trials listing (Physician Data
Query), and the government-sponsored AIDS Clinical
Trials Information Service.

Information exceeding such basic listing information
includes descriptions of clinical trial risks and potential
benefits, or solicitation of identifiable information. As
with the review of all recruitment materials, the IRB
should pay particular attention to risk and potential
benefit information to ensure it is presented in a bal-
anced and fair manner. The information presented
should not mislead, for example, by promising benefits
or implying a benefit beyond that potentially provided
by the research. An IRB reviewing clinical trial web sites
also should assess the types of incentives, if any, that
are being offered to prospective subjects. Monetary and
non-monetary incentives (e.g., access to services or
programs) can create undue influence on a potential
subject’s decision about research participation. The IRB
must ensure that the clinical trial web site makes clear
that participation in a trial is voluntary, and that incen-
tives for participation are not so great that they com-
promise a prospective subject’s assessment of the risks
or affect the “voluntariness” of his or her choices.

Some clinical trial web sites ask viewers to answer
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questions regarding eligibility for a specific clinical
trial. If identifiable private information is collected via
the clinical trial web site, the IRB should review plans
for protecting the confidentiality of that information.
The IRB should ensure that the web site clearly
explains how identifiable private information might
be used.

Informed consent must be obtained for the collection
of any information about the respondent unless the
IRB has determined that the informed consent require-
ment can be waived. There are only two circumstances
under which the regulations give IRBs authority to
waive the requirements for obtaining informed con-
sent. The guidance document fully describes the cir-
cumstances of informed consent waiver.

OHRP seeks comments on draft guidance 
on adverse events
OHRP is soliciting public comment on a draft guid-
ance for IRBs, investigators, research institutions, and
HHS agencies that conduct or sponsor research on
human subjects, and other interested parties. The doc-
ument is titled Guidance on Reporting and Reviewing
Adverse Events and Unanticipated Problems Involving
Risks to Subjects or Others. The draft guidance can be
viewed by clicking on the “News” links at the OHRP
web site. 

For many years the IRB and research communities
have requested that federal regulatory agencies pro-
vide harmonized guidelines and requirements for
reporting adverse events in the context of research
involving human subjects. Most recently, the
Secretary’s Advisory Committee on Human Subjects
Protections (SACHRP) at its March 2004 meeting
approved a resolution recommending to HHS that
OHRP and FDA promptly issue clear and consistent
joint guidance on IRB review of both internal and
external adverse event reports that will best serve to
protect human subjects and effectively reduce regula-
tory burden.

As an initial step in responding to SACHRP’s recom-
mendation, OHRP has developed draft guidance
regarding the reporting and handling of adverse
events and unanticipated problems involving risks to
subjects and others. In preparing this draft, OHRP
received comments from members of the Federal

Adverse Events Task Force (FAET). FAET was formed
after the SACHRP’s March 2004 resolution and
includes representatives from NIH (Chair), the Agency
for Healthcare Research and Quality, the Centers for
Disease Control and Prevention, FDA, OHRP, the
Department of Defense, and the Department of
Veterans Affairs, all ex officio members of SACHRP.

OHRP expects that its guidance on this topic will be
the first of many initiatives in a cooperative effort by
the major federal agencies that regulate, conduct, or
sponsor research on human subjects to develop a com-
prehensive and harmonized approach to the reporting
and handling of adverse events and unanticipated
problems. The ultimate goal of these efforts is to
ensure that the reporting and analysis of adverse
events and unanticipated problems occur in a timely,
meaningful way so that human subjects can be pro-
tected from avoidable harms. 

OHRP anticipates that its guidance may evolve in con-
junction with future initiatives of FAET and its mem-
ber agencies. In particular, OHRP will continue to
work with FDA to ensure that FDA and OHRP guid-
ance regarding the reporting and handling of adverse
events and unanticipated problems are harmonized to
the maximum extent possible. 

The draft guidance is consistent with OHRP’s long-
standing views regarding the reporting and handling
of adverse events under the requirements of the HHS
regulations for the protection of human subjects (45
CFR part 46), as articulated by OHRP staff in multiple
venues. The draft guidance does not represent any
change in OHRP’s position on this topic. Comments
should be submitted by January 13, 2006, to OHRP by
email at ohrp@osophs.dhhs.gov. Please include “Draft
guidance on reporting adverse events” in the subject
field. Alternatively, comments may be submitted by
mail to CAPT Michael Carome, M.D., U.S. Public
Health Service, Associate Director for Regulatory
Affairs, OHRP, 1101 Wootton Parkway, Suite 200,
Rockville, MD 20852.

FDA pediatric advisory committee meeting
FDA’s Pediatric Advisory Committee (PAC) has sched-
uled meetings on November 15-17, 2005, to discuss
several topics. On November 15, the Pediatric Ethics
Subcommittee of the PAC has scheduled discussion of
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a referral by an IRB of a proposed clinical investigation
involving children as subjects. The proposed clinical
investigation is titled “Gonadotropin Releasing
Hormone (GnRH) Agonist Test in Disorders of
Puberty.” The meeting agenda includes presentation
of an overview of the IRB referral process, background
information on disorders of puberty and hormonal
actions of leuprolide, an overview of the protocol and
the referring IRB’s deliberations on the protocol, and a
summary of public comments received concerning
whether the protocol should proceed. The subcom-
mittee is scheduled to discuss the proposed protocol
and develop a recommendation regarding whether
the protocol should proceed. The subcommittee’s rec-
ommendation would then be presented to the full
PAC. 

The agenda for the full PAC has been scheduled as fol-
lows. On November 16, 2005, the PAC is scheduled to
hear and discuss the recommendation of the Pediatric
Ethics Subcommittee from its November 15 meeting.
The PAC is also scheduled to discuss pediatric obesity
and clinical trial designs for the evaluation of devices
intended to treat pediatric obesity. On November 17,
2005, the PAC is scheduled to continue its discussion
of clinical trial designs for, and ethical issues related
to, the evaluation of devices intended to treat pedi-
atric obesity.

Secretary’s Advisory Committee on Human Research
Protections meeting
The Secretary’s Advisory Committee on Human
Research Protections (SACHRP), which was estab-
lished to provide expert advice and recommendations
to the Secretary of HHS on issues and topics pertaining
to or associated with the protection of human research
subjects, met November 1-2, 2005.

On November 1, SACHRP agenda topics included rec-
ommendations regarding the application of subpart A
of 45 CFR part 46 in the current research environ-
ment, and recommendations regarding DHHS regula-
tions and policies for research involving children, and
a report on progress to date from the Federal Adverse
Event Task Force.

On November 2, agenda topics included presentations
on several topics including an update from the
Institute of Medicine concerning work on a report on

research involving prisoners; an update on the joint
reviews of research involving children that have been
conducted by FDA and the Office for Human Research
Protections (OHRP); and a series of presentations from
ex-officio members to identify future priorities for
consideration by the Committee.

Dental and Craniofacial Research Institute 
seeks public input
The Blue Ribbon Panel on the Future of the National
Institute of Dental and Craniofacial Research (NIDCR)
Intramural Program is soliciting input from interested
parties. The Panel seeks written public testimony to be
submitted no later than the close of business on
December 30, 2005. Written input, limited to no more
than five double-spaced pages using 12-point type and
no less than 1½-inch margins, should be restricted to
the questions before the Panel (see below) and should
be addressed to Dr. Norman S. Braveman, Assistant to
the Director, NIDCR, Building 31, Room 5B55, 31
Center Drive, Bethesda, Maryland 20892. Although e-
mail submissions are acceptable, they must also be
accompanied by signed hard-copy submissions that
must arrive no later than close of business on
December 30, 2005. Public comments should be
restricted to the specific areas outlined below.

The NIDCR program is recognized as one of the pre-
mier dental research institutions in the world.
Research conducted there is unique in that it provides
scientists the opportunity to work on high-risk inno-
vative projects in a world-class multi-disciplinary envi-
ronment. At the same time, research conducted with-
in the program is not intended to mirror research sup-
ported by the Institute in the extramural community. 

The program conducts research in a wide range of
basic and clinical science and is currently organized
around seven units, including: craniofacial and skele-
tal diseases branch; craniofacial developmental biolo-
gy and regeneration branch; gene therapy and thera-
peutics branch; laboratory of oral sensory biology; oral
and pharyngeal cancer branch; oral infection and
immunity branch; and pain and neurosensory mech-
anisms branch. Intramural researchers currently inves-
tigate the molecular mechanisms of taste; the bio-
chemistry, structure, function, and development of
bone, teeth, salivary glands, and connective tissues;
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interactions between pathogens and oral tissues that
cause infectious and inflammatory diseases; genetic
disorders and tumors of the oral cavity; the cause and
treatment of acute and chronic pain; and the develop-
ment of new and improved methods to diagnose and
treat oral disease.

The focus of the Panel will be to provide recommen-
dations for an efficient and effective alignment of the
intramural program with opportunities for comple-
menting, rather than duplicating, research already
supported through the extramural research program
of the Institute. The specific questions to be addressed
by the Panel and for which written public comment is
solicited are:

• innovation/impact of research on the broader
field including the extent to which research con-
ducted in NIDCR laboratories influences research
conducted throughout the world

• basic organization of the intramural program
(laboratory and branch structure) including the
optimal use of resources and opportunities
unique to NIH-based scientists as well as the
extent to which the organization facilitates part-
nerships and collaborations within the program
and with other research entities (e.g., those sup-
ported by NIDCR extramural research grants,
other NIH scientists, industry) conducting
research

• effectiveness of the Board of Scientific Counselors
review process in identifying world-class innova-
tive research and in providing guidance for future
research directions

• optimal balance and connection between clinical
and lab-based research

• balance between intramural and extramural
research programs including funding levels and
scientific topics covered by each

• quality of post-doctoral training (career develop-
ment) including preparation for independent
research funded by government and non-govern-
ment sources

• recruitment issues (under-represented individuals
and missing areas of expertise) including specific
areas to redress gaps

• interactions with the Office of the Director, other
Institutes, and central services including special
problems or opportunities that may affect the
mission and directions of the intramural program
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