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Abstract

Background

A course of at least 60 days of antimicro-
bial prophylaxis was recommended for
more than 10,000 persons with suspect-
ed or confirmed exposure to Bacillus
anthracis related to bioterrorist attacks
that occurred in the fall of 2001. In
response, the National Pharmaceutical
Stockpile (NPS) and the Centers for
Disease Control and Prevention (CDC)
supported state and local health depart-
ments by distributing antimicrobial
agents and providing technical assis-
tance in the management of issues 
arising from the agents’ distribution.

It is anticipated that results of this 
program monitoring will guide the
design of better anthrax post-exposure
prophylaxis campaigns in the future.
In addition to the telephone interview,
CDC requested that we conduct medical
record follow-up with those persons
who reported a potential severe adverse
event (PSAE).

CATI Interview

The list of subjects for this follow-up
included those who completed the initial
60-day program evaluation interview, as
well as those who completed or did not
refuse the 6-month follow-up interview.
The CATI interview changed between the
6-month follow-up and the 12-month fol-
low-up. In the 12-month interview,
respondents were allowed to report up
to three different symptoms or medical
problems they had experienced since
January 1, 2002. For each symptom
reported, they were then asked if they
had visited a doctor’s office, emergency
room, or hospital for treatment. This
allowed the respondents to report a
potential total of three symptoms and
potentially nine visits to different
providers for treatment of those symp-
toms. If respondents reported visiting any
providers, for any symptom they report-
ed, they were identified as having a
potential PSAE. RTI sought verbal consent
to follow up with all medical providers
reported by the respondents to obtain
their medical records. Of the respon-
dents who reported potential PSAEs, CDC
selected approximately 250 for medical
provider follow-up.

Medical Providers

RTI followed similar procedures as in the
60-day and 6-month follow-ups. However,
the 12-month follow-up was more com-
plicated, as respondents could potentially
have reported up to nine different
providers for RTI to contact. RTI sought
medical records from more than 500
providers that respondents reported,
which is more than twice as many
providers as in either of the two previous
follow-ups. RTI took the following 
measures to ensure medical records 
were collected from as many providers 
as possible:

■ Trained more field interviewers and
sent them out earlier

■ Provided field interviewers with a
HIPPA card

■ Grouped cases at the same large hos-
pitals together to minimize visits and
burden of hospital staff

■ Changed the structure of the RTI con-
trol system to ease management of
cases and providers

■ Faxed requested information to
providers.

Purpose

The three main objectives of the program
evaluation are:

■ Assess the provision of stockpile 
medications to state and local health
departments

■ Estimate the level of adherence to
antimicrobial regimens

■ Evaluate the number of antibiotic-
related adverse events.

CATI Interview
The program evaluation began with
an initial 60-day computer-assisted
telephone interview (CATI). Within 10
days of the contract award date, RTI
programmed the questionnaire and
began the telephone interviews. RTI
attempted to interview 10,000 sample
members.

The questionnaire asked about the
antibiotics that were received and
possible side effects or PSAEs that
respondents may have experienced.
Respondents were asked if they had
visited a doctor’s office, an emergency
room, or a hospital for treatment dur-
ing a certain time frame after they had
received the antibiotics. If respon-
dents reported that they had visited
one of those medical providers, verbal
consent was sought from the respon-
dent so that RTI could follow up with
the respondent’s medical provider to
obtain medical records. RTI completed
interviews with 6,295 of the respon-
dents. Of those, CDC selected approxi-
mately 250 persons for RTI to follow
up with their medical providers.

Medical Providers
CDC reviewed the list of persons with
PSAEs and identified those for whom
medical records should be requested.
RTI contacted the providers and
requested the respondent’s medical
records. Once RTI received the medical
records, abstraction specialists com-
pleted medical abstractions of the
records to determine whether the
antibiotics that were taken and the
PSAE that was reported were causally
related. A severe adverse event (SAE)
specialist then reviewed the medical
abstraction and identified cases that
needed further review through a clini-
cal summary. The data from both the
abstraction form and the clinical sum-
mary form were keyed into an elec-
tronic dataset and then reported to
CDC. In addition, as part of the con-
tract, a Safety Summary Report was
submitted to CDC and the FDA report-
ing on all SAEs that were identified.

CATI Interview
The 6-month follow-up was conducted
with only a subset of the original list
from the 60-day program evaluation.
This cohort participated in the Anthrax
Vaccine and Antibiotics Availability
Program (AVAAP), under an
Investigational New Drug (IND) proto-
col. These individuals chose to receive
either antimicrobial prophylaxis for an
extended time period or antimicrobial
prophylaxis plus anthrax vaccine. CDC
selected 1,112 individuals who partici-
pated in AVAAP and contacted them in
the fall and winter of 2002 to complete
a 6-month follow-up. As with the 60-day
interview, a telephone interview was
conducted for the 6-month follow-up.
Respondents were not asked about the
antibiotics they received, but they were
asked about any possible side effects,
symptoms, or medical problems they
had experienced since January 1, 2001.
If respondents had visited a doctor’s
office, emergency room, or hospital for
treatment of any medical problems they
had experienced, they were identified
as having a potential PSAE. Once again,
RTI sought verbal consent from the
respondents to follow up with their
medical provider to obtain their med-
ical records. RTI completed CATI inter-
views with 889 of the respondents; of
the respondents who reported poten-
tial PSAEs, CDC selected approximately
100 for medical provider follow-up.

Study Design

CDC provided a list of persons possibly exposed to anthrax and
who were recommended to take 60 days of antibiotics. The fol-
lowing are the steps taken to complete each phase of the study:

■ A telephone interview was completed.

■ If potential PSAEs were identified based on the question-
naire, verbal consent to contact a medical provider was
sought from the respondent.

■ If verbal consent was given, contact with the medical
provider was established through a lead letter and 
follow-up telephone calls.

■ If the medical provider required a written consent form, the
necessary form was made available.

■ Medical records were sent to RTI.

■ Medical abstractions were completed based on the informa-
tion in the medical records.

■ If necessary, we completed clinical summaries and abbreviat-
ed clinical summaries (abbreviated summaries were complet-
ed for cases that did not need to be reported to the FDA).

■ Reports were sent to CDC and the Food and Drug
Administration reporting on the medical provider 
follow-up information.

The 24-month follow-up is planned to begin in January 2004.
RTI will attempt to complete a CATI interview with all respondents
who completed or did not refuse the 12-month CATI interview.
In addition, RTI will conduct a medical record follow-up with
respondents who report a PSAE. Similar procedures will be 
followed for the CATI and medical record follow-up.

Potential PSAE reported in CATI 838

Participant gave consent during CATI 569

Selected by CDC for follow-up 257

Provider level report

Total providers identified 542

Medical records request mailed to provider 541

Medical records request not mailed to provider * 1

Total medical records received 463 (85.4%)

Medical records received from provider for partial cases 53 (9.8%)

Medical records received from provider for completed cases 410 (75.6%)

Participant withdrew consent at a later date 31 (5.7%)

Unable to obtain written consent from participant 13 (2.4%)

Unable to obtain complete provider info from participant 24 (4.4%)

Unable to obtain medical records from provider ** 11 (2.0%) 

Case level report

Total cases 257

Data abstraction complete 208 (80.9%)

Lite clinical summary created *** 54 (21.0%)

Full clinical summary created 52 (20.0%)

No clinical summary needed 102 (39.7%)

Unable to obtain new provider info from participant 17 (6.6%)

Unable to obtain written consent from participant 10 (3.9%)

Unable to obtain medical records from providers ** 22 (8.6%) 

Number of
Cases/ProvidersDescription

Doctor visits only 135 49 35 14

ER visits only 24 21 18 3

Hospital visits only 19 14 10 4

Doctor and ER visits 20 20 19 1

Doctor and 
hospital visits 16 13 11 2

ER and hospital 
visits 9 9 6 3

Doctor, ER, and 
hospital visits 8 8 7 1

Total 231 134 106 28

Number of
Cases

Reporting
PSAEs

Approved
by CDC 

and Gave
Consent

Approved 
by CDC and
Did Not Give

Consent

Potential Severe
Adverse Event

(PSAE)
Reporting

Approved
by CDC

* One provider was located in Mexico. CDC decided not to follow up with this case.
** This was due to incomplete contacting information for the providers.

*** A “lite clinical summary” is a shortened version of the full clinical summary form created by Dr.
David Booth.

Table 2  12-Month Phase II Medical Records Collection

Record of Data Collection for Potentially Severe Adverse Events
Total 12-month CATI completed interviews: 4,472

Table 1   6-Month CATI Interviews
Number of completed cases: 889

Anthrax letters were addressed
to prominent people

Deceased Cases

In all follow-ups, RTI has identified
through the CATI interview some
persons as deceased. RTI has been
working closely with CDC in devel-
oping a protocol to follow up with
these cases. Currently, any deaths
are considered SAEs and are
reported in the Safety Summary
Reports to CDC and the FDA.

FDA Reporting

The contract requires that RTI produce Safety Summary Reports
to be presented to CDC and the FDA. Two separate reports are
required. The first report contains SAE and non-SAE information
on the IND cohort. The second report contains SAE information
for all non-IND participants. Each report describes the SAE in
detail, the chronicity of the problem, and the casual relationship
of the SAE to the antibiotics that were recommended to be
taken. Each report provides detailed information about the
medical problem, similar to the level of detail presented in a
clinical trial.

60-Day 12-Month 24-Month 
FOLLOW UP

6-Month

Phase II Medical Provider Records
Collection and Medical Review

Calling Cases
For the 6-month CATI inter-
views, RTI instituted a method
that proved to be very useful.
Most of the sample for the 6-
month follow-up had com-
pleted an initial CATI interview
for the 60-day program evalu-
ation. To begin the 6-month
CATI follow-up, RTI attempted
the first two telephone calls
during the same day of the
week and at the same time of
day the respondent complet-
ed the initial 60-day interview.
This resulted in almost half of

the completed interviews’
being completed within the
first two calls that were
attempted for each case. This
dramatically reduced the
overall hours per completed
interview it took to complete
the follow-up and saved
money in the overall budget.
Due to its success, RTI used
this same procedure during
the 12-month CATI interview
and achieved similar results.
This procedure will also be
used during the 24-month
CATI interview.

Phase II Follow-up On Deceased Cases

A subset of the original group of persons
who received the initial antibiotics also
participated in the Anthrax Vaccine and
Antibiotics Availability Program (AVAAP),
under an Investigational New Drug (IND)
protocol. These individuals chose to
receive either antimicrobial prophylaxis
for an extended period or antimicrobial
prophylaxis plus anthrax vaccine.

Multiple follow-ups have been complet-
ed at the following three levels:

■ 60-day interview and medical record
follow-up

■ 6-month interview and medical
record follow-up

■ 12-month interview and medical
record follow-up.

An additional follow-up is scheduled 
to be completed at 24 months post-
exposure.

Medical Providers
Similar procedures were followed as
those for the 60-day medical provider
follow-up. In the process of contacting
providers, it became apparent that not
all providers accepted the verbal con-
sent script signed by the telephone
interviewer that showed the respon-
dents gave permission for release of
their medical records. Some providers
requested a written consent form
signed by the participant in the pro-
gram. RTI developed a Health Insurance
Portability and Accountability Act of
1996 (HIPPA)-compliant form to be
signed by the participant and sent to
the medical provider. In addition, RTI
employed field interviewers to follow
up with nonrespondent providers. The
field interviewers visited the provider’s
offices, helped them make copies,
obtained the medical records, and sent
them back to RTI for medical abstrac-
tion and clinical summary review.

the program monitoring was in compli-
ance with all HIPPA regulations and
changes. In addition, RTI provided its field
interviewers with a “HIPPA card,” which
restated the information in the initial
provider lead letter. This allowed the field
interviewers to present this card to the
medical providers to assure the providers
the project was following HIPPA regula-
tions. This proved to be very helpful to the
field interviewers and was also one of the
tools that increased the response rate in
the 12-month medical provider follow-up.

HIPPA Regulations

In April 2003, new HIPPA regulations were
put into effect. RTI was completing final
visits with providers in the 6-month 
follow-up, and the changes also affected
the 12-month medical provider follow-up.
The project is in complete accordance with
all HIPPA regulations. However, not all
medical providers understood or believed
this was the case once RTI began following
up with them to obtain medical records.
A paragraph was included in the initial
lead letter to respondents explaining that 
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