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Appendix A Glossary of Terms and Definitions

Term Definition Source'

Accident An accident is a series of events that involves damage to a defined system (I0OM, 1999)
disrupting the ongoing or future output of the system.
Active error (or Active errors (or active failures) occur when the actions and decisionsof (MERS-TM,

active failure) individuals result in failures that can immediately or directly impact undated)
patient safety.

Active error Active errors are errors that occurs at the level of the frontline operator ~ (I0OM, 1999)
and whose effects are felt almost immediately.

Activefailureand Active failures can be thought of as occurring at the sharp end of a (MERS-TM,

types of active continuum of decisions, environmental factors, and actions that affect undated)

failure patient care. There are three major types of active failures: 1) Knowledge-

based failure — occurs when individuals are unable to apply their existing
knowledge to new situations; 2)Rule-based failure — occurs when a person
failsto carry out a procedure or protocol correctly or chooses the wrong
procedure; 3) Skill-based failure — occurs when a person failsin the
performance of aroutine task that normally requires little conscious effort.
Most of us operate in the skill-based mode for many of the activities that
we perform on adaily basis. If aroutine is changed or interrupted, an error
may occur.

Active failure An error which is precipitated by the commission of errors and violations. (JCAHO,
These are difficult to anticipate and have an immediate adverse impact on undated(a))
safety by breaching, bypassing, or disabling existing defenses.

Adverse drug event Any incident in which the use of a medication (drug or biologic) atany  (JCAHO,
(adverse drug error) dose, amedical device, or a specia nutritional product (e.g., dietary undated(a))
supplement, infant formula, medical food) may have resulted in an

adverse outcome in a patient.

Adverse drug An undesirable response associated with use of a drug that either (JCAHO,

reaction (ADR) compromises therapeutic efficacy, enhances toxicity, or both. undated(a))

Adverse event An untoward, undesirable, an usually unanticipated event, such as death of (JCAHO,
apatient, and employee, or avisitor in a health care organization. undated(a))

Incidents such as patient falls or improper administration of medications
are also considered adverse events even if there is no permanent effect on

the patient.

Adverse event Aninjury caused by medical mismanagement rather than the underlying  (Brennan et a,
disease. 1991)

Adverse event Aninjury that was caused by medical management and that resultsin (QuIC, 2000)
measurable disability.

Adverse event Aninjury resulting from a medical intervention. (I0OM, 1999)

Adverse event Adverse Events that may be candidates for root cause analysis are (VA NCPS, 2002)

untoward incidents, therapeutic misadventures, iatrogenic injuries, or

other adverse occurrences directly associated with care or services

provided within the jurisdiction of a medical center.
Adversereaction I the adverse reaction caused a significant or permanent changein a (Henkel, 1998)
leading to disability patient’s body function, physical activities, or quality of life (examples:

strokes or nervous system disorders brought on by drug therapy).

Adversereaction  If an adverse reaction to a medical product is a suspected cause of a (Henkel, 1998)
leading to death patient's death.

Adversereaction  If aperson isadmitted or has a prolonged hospital stay because of a (Henkel, 1998)
leading to serious adverse reaction(e.g. a serious allergic reaction to latex)

hospitalization

Adversereaction  If use of amedical product required medical or surgical treatment to (Henkel, 1998)

leading to need for  prevent impairment (examples: burns from radiation equipment or
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Term

Definition Sourcet

intervention to
avoid permanent
damage

Adverse reaction
leading to birth
defects, miscarriage,
stillbirth or birth
with disease
Adverse reaction
leading to life-
threatening hazard

Antecedent event

Barrier

Blunt end of health
care system

Classification
system

Close Cdlls

Complication

Device-related
serious injury

Error of commission An error which occurs as aresult of an action taken. Examples include

Error of omission

breakage of a screw supporting a bone fracture).

If exposure to amedical product before conception or during pregnancy is (Henkel, 1998)
suspected of causing an adverse outcome in the child (example:

malformation in the child caused by the acne drug Accutane, or

isotretinoin).

If the patient was at risk of dying at the time of the adverse reaction or if it (Henkel, 1998)
is suspected that continued use of a product would cause death (examples:

pacemaker breakdown or failure of an intravenous (IV) pump that could

cause excessive drug dosing.

An antecedent describes the preceding event, condition, or cause. (MERS-TM,
Therefore, antecedent events are those actions and decisions that led up to undated)

the consequent event. An event may have multiple antecedent (or
preceding) events leading up to the consequent event. Antecedent events
and conditions can be discovered by asking why of the consequent event.
A barrier is any action or process built into the work flow to check for
accuracy or quality and that may prevent an event. Although barriers are
designed to avert accidents (or facilitate recovery), recovery does not
aways occur as the result of abarrier.

Those at the blunt end of the system affect safety through their effect on
the constraints and resources acting on the practitioners at the sharp end.
In medicine, the blunt end includes government regulators, hospital
administrators, nursing managers, and insurance companies.

The categorizing of errorsinto distinguished levels based upon their
behavior, accountability, outcome, context or process. Behavior
classifications - omission vs commission, misuse Vs overuse vs. underuse;
Accountability classifications - individual vs system and intentional vs.
unintentional; Outcome classification - a scale from no harm to death;
Context classification - low staff; Process classification - wrong dose vs.
Wrong process.

An event or situation that could have resulted in an accident, injury or
illnessto a patient, avisitor, or staff, but did not, either by chance or
through timely intervention.

A detrimental patient condition that arises during the process of providing
health care, regardless of the setting in which the care is provided. For
instance, perforation, hemorrhage, bacteremia, and adverse reactions to
medication (particularly in the elderly) are four complications of
colonoscopy and its associated anesthesia and sedation. A complication
may prolong an inpatient’ s length of stay or lead to other undesirable
outcomes.

Aninjury or illnessthat islife-threatening; resultsin permanent
impairment/damage to body function or structure; or necessitates
medical/surgical intervention to prevent impairment/ damage of body
function/structure.

(MERS-TM,
undated)

(Cook and Woods,
1994)

(NPSF, 1997)

(VA NCPS, 2002)

(JCAHO,
undated(a))

(USUHS and FDA,
1997)

(JCAHO,
when adrug is administered at the wrong time, in the wrong dosage, or  undated(a))
using the wrong route; surgeries performed on the wrong side of the body;

and transfusion errors involving blood cross-matched for another patient.

An error which occurs as aresult of an action not taken, for example, (JCAHO,
when a delay in performing an indicated cesarean section resultsin afetal undated(a))
death, when a nurse omits a dose of a medication that should be

administered, or when a patient suicide is associated with alapsein
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Term Definition Sour ce'
carrying out frequent patient checks in a psychiatric unit. Errors of
omission may or may not lead to adverse outcomes.

Error The failure of aplanned action to be completed as intended or the use of a (QulC, 2000)
wrong plan to achieve an aim. Errors can include problems in practice,
products, procedures, and systems.

Error See "active failure” or "latent failure". (MERS-TM,

undated)

Error Failure of a planned action to be completed asintended or use of awrong (IOM, 1999)
plan to achieve an aim; the accumulation of errorsresultsin accidents.

Event Codes Part of describing an event involves assigning codes that tell what (MERS-TM,
happened and where the event first occurred in the organizational process, undated)
what happened (or what could have happened) and where it was later
discovered in the organizational process. Transfusion Services and Blood
Centers each have their own set of event codes because they perform
different functions and processes.

Event An occurrence with a potentially negative outcome that most often results (MERS-TM,

Forcing Function

Genotype

Human error

Human factors

from both latent conditions and human/active error. undated)

Something that prevents the behavior from continuing until the problem  (Reason, 1990)

has been corrected.

The characteristic collection of factors that lead to the surface, (NPSF, 1997)

phenotypical appearance of the event. They refer to patterns of

contributing factors.

See"active failure". (MERS-TM,
undated)

Study of the interrelationships between humans, the tools they use, and the (Weinger, 1998)

environment in which they live and work.

Intentionally Unsafe Acts, as they pertain to patients, are any events that result from: acriminal (VA NCPS, 2002)

Acts

Knowledge-based
failure

Latent
condition/error

Latent error

Latent failure

Medical error

Medical error

Medical error

Medication errors

act; a purposefully unsafe act; an act related to alcohol or substance abuse

by an impaired provider and/or staff; or eventsinvolving alleged or

suspected patient abuse of any kind.

When individuals are unable to apply their existing knowledge to new (MERS-TM,
situations. undated)
Latent conditions occur when individuals such as managers or (MERS-TM,
administrators take actions and/or make decisions that affect technical or undated)
organizational policy and procedures or the work environment. Their

actions and decisions may have unintended consequences in the future that

negatively impact patient care.

Errorsin the design, organization, training, or maintenance that lead to (I0OM, 1999)
operator errors and whose effects typically lie dormant in the system for

lengthy periods of time.

An error which is precipitated by a consequence of management and (JCAHO,
organizational processes and poses the greatest danger to complex undated(a))
systems. Latent failures cannot be foreseen but, if detected, they can be

corrected before they contribute to mishaps.

An adverse event or near miss that is preventable with the current state of  (QulC, 2000)
medical knowledge.

An unintended act, either of omission or commission; an act that doesnot (JCAHO, 2001)
achieve its intended outcome.

Failure of a planned action to be completed asintended (i.e. error of (Cooper et d.,
execution) or the use of awrong plan to achieve an aim (error of 2001)
planning).

A medication error is any preventable event that may cause or lead to (NCCMERRP, 2001)
inappropriate medication use or patient harm while the medicationisin



Term

Definition Sourcet

Mistake

Near miss

Near miss

Near miss

Near miss
Negligence

No harm event

Omission

Patient safety

Patient safety

Patient safety

Phenotype

Proximate cause

the control of the health care professional, patient, or consumer. Such
events may be related to professional practice, health care products,
procedures, and systems, including prescribing; order communication;
product labeling, packing and nomenclature; compounding; dispensing;
distribution; administration; education; monitoring; and use.

Result of conscious deliberation, when a person generalizes too rapidly,
classifying a new situation as similar to an old one when, in fact there are
significant discrepancies; false generalizations. Contrasted to dlips, which
are almost always small things: a misplaced action, the wrong thing
moved, a desired action undone. They are relatively easy to discover by
simple observation and monitoring. Mistakes can be major events, and
they are difficult or even impossible to detect--after al, the action
performed is appropriate for the goal.

An event in which the unwanted consegquences were prevented because  (Van der Schaaf et
there was arecovery by identification and correction of the failure, either al., 1991)

planned or unplanned.

An event or situation that could have resulted in an accident, injury or
illness, but did not, either by chance or through timely intervention.

A near miss event is an event for which unwanted consequences were
prevented because some recovery action was taken that identified and
corrected the failure. Recovery actions, which are present in all near miss
events, can be planned or unplanned. The recovery is planned if it results
from abarrier, such as a check point in the work process, that was
designed to catch mistakes or ensure quality. However, the recovery is
unplanned if it results from an accidental or lucky catch. MERS-TM
categorizes eventsinto three types. misadventures, no harm events, and
near miss events.

Any process variation which did not affect the outcome, but for whicha  (JCAHO,
recurrence carries a significant chance of a serious adverse outcome. undated(a))
Failure to use such care as areasonably prudent and careful person would (JCAHO,
use under similar circumstances. undated(a))
A no harm event is an event that has actually occurred (no recovery action (MERS-TM,
was taken) but where no actual harm has come to the patient or the undated)
organization. Except for "luck” (or in health care, the robust nature of
human physiology), these accidents would have become misadventures.
Failure to carry out some of the actions necessary to achieve adesired
goal.

Freedom from accidental injury; ensuring patient safety involvesthe
establishment of operational systems and processes that minimize the
likelihood of errors and maximize the likelihood of intercepting them
when they occur.

The avoidance, prevention and amelioration of adverse outcomes or
injuries stemming from the processes of health care. These eventsinclude
“errors,” “deviations,” and “accidents.” Safety emerges from the
interaction of the components of the system; it does not reside in a person,
device or department. |mproving safety depends on learning how safety
emerges from the interactions of the components. Patient safety is a subset
of healthcare quality.

A process that guards against any adverse condition in a patient occurring (AHRQ, 1999)
as aresult of testing or treatment by care giver(s).

The phenotype of an incident is what happens, what people actually do or (NPSF, 1997)
what they do wrong, what you can observe. They are specific to the local

situation and context — the surface appearance of an incident.

An act or omission that naturally and directly produces a consequence. It  (JCAHO,

(Norman, 1990)

(QuIC, 2000)

(MERS-TM,
undated)

(Reason, 1990)

(I0M, 1999)

(NPSF, 1999)
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is the superficial or obvious cause for an occurrence. Treating only the undated(a))
"symptoms," or the proximate specia cause, may lead to some short-term
improvements, but will not prevent the variation from recurring.

Quiality of care Degree to which health services for individuals and populationsincrease  (I0M, 1999)
the likelihood of desired health outcomes and are consistent with current
professional knowledge.

Risk containment  Immediate actions taken to safeguard patients from a repetition of an (JCAHO,
unwanted occurrence. Actions may involve removing and sequestering  undated(a))
drug stocks from pharmacy shelves and checking or replacing oxygen
supplies or specific medical devices.

Risk management  Clinical and administrative activities undertaken to identify, evaluate, and (JCAHO,
reduce the risk of injury to patients, staff, and visitors and the risk of loss undated(a))
to the organization itself.

Root cause analysis A process for identifying the basic or causal factor(s) that underlie (JCAHO,
variation in performance, including the occurrence or possible occurrence undated(a))
of asentinel event.

Root cause The underlying factors that, if eliminated, could reduce therisk of ssimilar (JCAHO,
errorsin the future. undated(a))

Rule-based failure  When a person fails to carry out a procedure or protocol correctly or (MERS-TM,
chooses the wrong procedure. undated)

Safety Freedom from accidental injury. This definition recognizes that thisisthe (NPSF, 1999)
primary safety goal from the patient’s perspective.

Sentinel event An unexpected occurrence involving death or serious physical or (JCAHO,
psychological injury, or the risk thereof. Serious injury specifically undated(a)); (VA
includes loss of limb or function. The phrase, "or the risk thereof" includes NCPS, 2002)
any process variation for which a recurrence would carry a significant
chance of a serious adverse outcome. Such events are called "sentinel"
because they signal the need for immediate investigation and response.

Sharp end of Practitioners at the sharp end actually interact with the hazardous process (Cook and Woods,

healthcare system  intheir roles. In medicine, these practitioners are anesthesiol ogists, 1994)

Skill-based failure

Sip
System

System

Systems error

Underlying cause

Unpreventable
adverse event

surgeons, nurses, and some technicians who are physically and temporally

close to the patient.

When a person fails in the performance of aroutine task that normally (MERS-TM,
requires little conscious effort. (Most of us operate in the skill-based mode undated)

for many of the activities that we perform on adaily basis. If aroutineis
changed or interrupted, an error may occur.)

Type of error that results from automatic behavior, when subconscious
actions that are intended to satisfy our goals get waylaid en route.

A regularly interacting or interdependent group of items forming a unified (QulC, 2000)
whole.

A set of interdependent elements interacting to achieve a common aim.
These elements may be both human and non-human (equipment,
technologies, etc.).

An error that is not the result of an individual’ s actions, but the predictable (Qul C, 2000)
outcome of a series of actions and factors that comprise a diagnostic or
treatment process.

The systems or process cause that alow for the proximate cause of an
event to occur. Underlying causes may involve special-cause variation,
common-cause variation, or both.

An adverse event resulting from a complication that cannot be prevented  (QulC, 2000)
given the current state of knowledge.

(Norman, 1990)

(I0M, 1999)

(JCAHO,
undated(a))

References for the National Quality Forum were not included because their Website denies permission to quote.



Appendix B Detailed Descriptions of Adverse Event Reporting Systems of Four DHHS

Agencies
AERS

Reporting or Database System:

Adver se Events Reporting System (AERS) - Drugs and Therapeutic
Biological Products

Part |. Data Acquisition:

A. General Information

1. Report Title

N/A

2. Internet Location: http://

http://www.fda.gov/cder/aers/

3. Host Organization(s)

The Food and Drug Administration (FDA), Center for Drug Evaluation and
Research (CDER)

4. Primary contact information (e.g.
IAddress, Phone)

Ralph Lillie - (301) 827-3513 LILLIE@CDER.FDA.GOV

Roger Goetsch - (301) 770-9299 GOETSCH@CDER.FDA.GOV
Sandra Valencia- VALENCIA@CDER.FDA.GOV

Carol Holquist — (301) 827-0195

B. Overall System Features

5. System purpose/mandate

(any information on role in mission,
leadership support, integration with
quality assurance activities and history)

The Adverse Event Reporting System (AERS) is an information workflow
system (including a computerized information database) designed to
support the FDA's post-marketing safety surveillance program for all
approved drug and therapeutic biologic products. The ultimate goal of
IAERS isto improve the public health by providing the best available tools
for storing and analyzing safety reports. Reports from AERS are used by
FDA staff in conducting post marketing drug surveillance and compliance
activities and in responding to outside requests for information. One major
function of AERS datais to ensure that a product’s labeling information
correctly captures the adverse events associated with the product. This data
can also be used to re-evaluate an approval decision on an established
product. The majority of adverse event activity is seen in the first three
years of post market surveillance. Among AERS system features are: the
on-screen review of reports; searching tools; and various output reports.
'The reportsin AERS are evaluated by clinical reviewersin the Center for
Drug Evaluation and Research (CDER) and the Center for Biologics
Evaluation and Research (CBER) to detect safety signals and to monitor
drug safety. They form the basis for further epidemiological studies when
appropriate.

IAdverse event reports received through form 3500a (mandatory —
manufacturers/distributors/packers) or 3500 (voluntary — health
professional/consumer) are received by MedWatch and triaged by Logisticg
Applications who QA’s form and sends drug/biologic reports to AERS.
Logistic Applications also adds MedDRA codes to describe event/outcome.
IAlso get reports from USP and CIOM S forms (international). Mandatory
reporting of serious and unlabelled adverse eventsis required within 15
days. Periodic reporting of non-serious (labeled or unlabelled) and serious-
|abeled events. Manufacturer can get exemption from reporting of labeled,
non-serious events. Note that thisis different from medical device
reporting that requires reporting of serious events only. For non-serious,
reporter can enter a“medically important event” (ie. In box B2), possibly
using MedDRA, rather than selecting “death” etc..

6. What is the geographic scope of data
collection (national, state, local, facility
etc)?

Datafor AERS isreceived from both national and international sources.




Reporting or Database System:

Adver se Events Reporting System (AERS) - Drugs and Therapeutic
Biological Products

7. What is the unit of data entry
(e.g., event, patient, product)?

Events covered by AERS include specia nutritional products, drugs, and
licensed biological products. An adverse event is any undesirable event
associated with the use of a drug or therapeutic biologic in humans. An
Individual Safety report will not be entered into the database unless it
passes certain quality parameters. One of those is to meet a minimum data
et - having avalid reported drug, an event (reaction), patient, and reporter.

8. Who is allowed/required to input
information?

For licensed biological products - any person whose name appears on the
|abel of alicensed biological product as its manufacturer, packer, or
distributor has reporting responsibilities, as does the individual or corporate
entity that holds the product license. For drugs - The manufacturer
applicant is required to report. In addition, any person whose name appears
on the label of a marketed drug as its manufacturer, packer, or distributor
has reporting responsibilities, as does the individual or corporate entity that
holds an approved new drug application (NDA), abbreviated new drug
application (ANDA), or antibiotic application. For purposes of this
guideline, "applicant” includes all persons with reporting responsibility
under 21 CFR 310.305 and 314.80.

Reporting may also be done (and is encouraged) on avoluntary basis from
health care professionals and consumers through the MedWatch program.
AERS also receives input from the USP Medication Errors Reporting
Program. The appropriate fields from these forms are entered into AERS
using a MedDRA preferred term of “medication error”.

9. What are the regulations/laws
affecting reporting?

Drug manufacturers of NDA and ANDA drugs (See
http://www.fda.gov/medwatch/report/mfg.htm) and licensed manufacturers
of approved biologic product license applications are required to report
adverse experiences to the FDA under 21 CFR 310.305, 314.80, 314.98,
and 600.80. See http://www.fda.gov/medwatch/report/guide2.htm and
http://www.fda.gov/medwatch/report/mfg.htm for details. Regulations
Sheet al so has more detail s on the specific regulations.

10. Does the system allow for/require
anonymous input? If yes, describe.
(include any consequences to
contributor for reporting, confidentiality
policies that apply to entered data)

E.5 (Voluntary Form 3500) - Option not to disclose identity to
manufacturer to avoid FDA providing reporter name, address and phone
number to manufacturer of a suspect drug or biologic.

For mandatory reporting (Form 3500a): FDA has promulgated a regulation
[21 CFR §20.63(2)] that extends protection against disclosure of voluntary
reports held by medical device, pharmaceutical, and biologics
manufacturers by preempting state discovery laws. User facility name will
not be released to the public under the FDA Modernization Act. FDA will
also not release the identity of the patient or any information that can be
used to identify the patient, such as the serial number of an implanted
device. Nor will it release the name of any person other than the MDR
contact. The name of the reporter and facility are deleted from disclosed
data. Please note that the FDA is required under the Freedom of
Information and Privacy Acts (SEC 552, Title 5, USC) (PL 93-579) to
delete, prior to public disclosure, any information that constitutes trade
secrets, and confidential, commercial, or financial information; and any
personal, medical and similar information that would constitute a clearly
unwarranted invasion of personal privacy. Included in the deletion
requirements are all identification of the reporters and userfacilities
associated with the events. The USP Medication Error Reporting Program
allows reporters to submit anonymously but thisis rarely done. The system
asks for reporter identification but not institution where error occurred.
Reporter may maintain confidentiality beyond USP for data sent onto FDA,
manufacturers and | SMP.




Reporting or Database System:

Adver se Events Reporting System (AERS) - Drugs and Therapeutic
Biological Products

11. What is the mode of data acquisition
or input (mail, web form, phone etc)?

M edWatch Voluntary form 3500 can be sent by: mail, phone, fax or
completed on-line viathe MedWatch homepage:
https.//www.accessdata.fda.gov/scripts/medwatch/

Mandatory 3500A forms and the foreign form CIOM S| can be mailed
to:

Central Document Room (when duplicate copies for drugs)

Center for Drug Evaluation and Research

Food and Drug Administration

12229 Wilkins Avenue

Rockville, MD 20852

\When single copies for drugs are required by regulation:

Office of Drug Safety HFD-400

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Biologics:

Epidemiology Branch, HFM-220

Food and Drug Administration

1401 Rockville Pike

Rockville, MD 20852-1448

There are optional electronic versions available for filling out the form
using a PC. Thereis also work being done to report electronically
(Expedited Safety Reports) and draft guidance is available at
http://www.fda.gov/cder/guidance/4153dft.pdf. 4 Companies are currently
using electronic submission. 2 of these have stopped submission via paper
reporting. When areport isreceived, AERS assigns an individual safety
report (ISR) for each report with abar code. As part of processing, paper
submissions are scanned and stored in retrieval software. Faxes of
biologics and drug forms are also accepted, but only for periodic reports.
The USP MERS form s first sent to USP, then sent periodically via courier
to AERS where it is entered into the system. Analysts from the Office of
Drug safety pull mediation error reports from AERS each month. These
reports are used by a staff member at the FDA Office of Drug Safety to
enter the I1SR# and derived NCCM ERP codes into an Oracle database
maintained by the Office of Drug Safety.

12. What are the methods of editing
information (e.g. correcting/add more
information to records)

'The 3500a form allows follow-up information:Field H.2 - Correction:
Changes to previously submitted information. Additional information:
Information not know when the original report was submitted Response to
FDA request: Additional information requested by FDA concerning the
device/event. Device evaluation: analysis of eventAny change to a previous
report must be submitted in writing via a follow-up report. 3500 form -
reporter can send in afollow-up form or call to make changes.

13. Where is the collected data stored
(name of database, number of data
storage locations)?

IAERS is the database. The data from all sources eventually arrives at the
AERS triage unit — either directly (MedWatch forms) or from USP, CBER
or CDER. Under the supervision of FDA staff, datais entered and question
and answered by PS| International staff. The database programming and
design was created and is maintained by Booz-Allen and Hamilton. Data

storage requirements are specified in detailed specifications.




Reporting or Database System:

Adver se Events Reporting System (AERS) - Drugs and Therapeutic
Biological Products

14. How often is the system revised
(annual, semi-annual etc)?

A timeline was provided that shows the various versions of the AERS
database (See PM SS process evolutionary timeline Nov. 1997 to Dec 2001
document.) The timeline shows atotal of about 14 revisions over the past 5
years with an average of about 6 months between revisions. Revisions are
made based upon issues brought up via Change Control Requests and
reviewed by the Change Control Board.

One item which is updated on aregular basisis the MedDRA portion of the|
system. MedDRA is updated 2x per year. AERS updates one time per year
to accommodate the semi-annual MedDRA updates.

15. What are the methods for system
revisions (e.g. internal review and
design only, design under contract, with
or without customer input)?

Federal register notice - public comments

16. What are the minimal interface
requirements for contributors (e.g.
phone, internet access, certain level of
PC memory)?

No minimum. Form 3500 can be written out and mailed to FDA.

17. What new features are being planned
and/or are on wish lists?

Providing regulatory submissions of periodic reportsin electronic format -

see http://www.fda.gov/cder/guidance/4153dft. pdf.

Currently 4 companies are submitting electronically using ICH E2B asthe

standard format for transmission. Goal isto increase this over timein order
to reduce processing costs from $18/ISR to $5/I SR

C. Potential to link to other
information systems

18. Isinformation from this system
linked to other systems (including State
or other Federal Reporting Systems? If
yes, which datais linked?

MERS datais entered into AERS, then entered into an Office of Drug
Safety Oracle database. This datais used to make recommendations for
drug name changes and/or issuing of alerts. No links to state systems

D. Fieldsrelated to
contributor/participant | nfor mation:

Usethe following codesto classify each identified field in the reporting
system. P-Picklist items (list); S-Industry Standard (identify) ; N-
Narrative; FF- fixed format (e.g. date)

19. What types of contributors are
included in data acquisition? List fields
that indicate who/what facility submitted
the data.

(P)E.2 - Hedlth professional. If you are not a health professional, write NA
YesNo (N) E.3 - OccupationG. All Manufacturers(N) G.1 - Contact Office
(name/address and manufacturing site)(N) G.2 - Phone number(P) G.3 -
Manufacturer Report source (check all that apply) - Check the box(es) that
most accurately describe(s) how the manufacturer [contact office] became
aware of the reported adverse event or from where the information about
the adverse event originated.Foreign - foreign country etcStudy - study that
involves a systematic collection of adverse events from a
protocolLiterature - If the report source is the scientific literature or an
unpublished manuscript, a copy of the article or manuscript must be
attached. Foreign language articles should be trandated into English.
Record the date of the article as the date of the event (block B3), and
provide afull literature citation in block H10;Drugs and Biologics: A
separate 3500A form must be completed for each identifiable patient
described in the article or manuscript. Consumer - recommend help of care
provider; Health professional; User facility - User facility should be
checked if the manufacturer received the report from the MDR contact in a
user facility asidentified in section F. Company rep, Distributor Other -
IAny source not covered by the previous categories. Note: AERS getsiit
product/manufacturer information from FDA's CDER dictionaries.
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20. |s participation mandatory or
\voluntary?

Mandatory for manufacturers, distributors, packers, and licensees. See
items 8 and 9.

21. List fields related to
contributor/participant contact
information

(N)E.1 - Reporter Address and Phone #

22. List fieldsrelated to facility contact |N/A
information(include type of facility,

teaching status, id information)

23. List fields related to distributor N/A

contact information

24. List fields related to manufacturer
contact information

G. All Manufacturers

(N) G.1 - Contact Office (name/address and manufacturing site)

(N) G.2 - Phone number

(N) G.9 - Manufacturer Report # - used by AERS staff to identify potential
multiple submission of information on the same event. Mulitple | SRs with
the same manufacturer number are stored in the system as a case.

E. Fieldsrelated to Provider of Care
Infor mation:

Use the following codesto classify each identified field in the reporting
system. P-Picklist items (list); S-Industry Standard (identify) ; N-
Narrative; FF- fixed format (e.g. date)

25. List fields related to Provider of
Care identification

N/A

26. List fields that identify types of care
providersincluded in system

N/A

F. Fieldsrelated to Patient
Infor mation:

Usethe following codesto classify each identified field in the reporting
system. P-Picklist items (list); S-Industry Standard (identify) ; N-
Narrative; FF- fixed format (e.g. date)

27. List fieldsrelated to identifying
patient - initial data entry (e.g. SSN,
initials, system-assigned ID etc)

(N)A.1 - Identifier - patient'sinitials or some other type of information that
will allow you, the reporter to readily locate the case if you are contacted
for more information. Do not use patient's name or SSN.

28. List fields related to patient contact
information (e.g. address, zip code,
county, region)

N/A

29. List fields related to patient
demographics (e.g. age, sex, race)

(N)A.2 - Age at time of event OR Date of Birth - provide the most precise

information available. For age, indicate time units (3 years+-use years, less
than 3 years old, use months; less than 1 month old, use days)

(P)A.3 - Sex (if congenital anomaly, report sex of the child)

Female

Male

(N)A.4 - Weight (in Ibs OR kg)

**Race could be included by reporter in medical history of patient, but not
a separate field (see question 31)

30. What patient identification is
retained after verification of event
information (e.g. al contact information
or pseudo id assigned, is patient ID
available for follow-up/outcome
information)?

No traceable data - patient initials or other reporter assigned 1D are entered
in database.
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31. List fieldsrelated to pre-existing
conditions and/or medical history of
patient

(N)Drugs and Biologics - C.10 - Concomitant medical products and
therapy dates (exclude tx of event)

List and provide therapy dates for any other medical products (drugs,
biologics, medical devices, etc.) that a patient was using at or around the
time of the event. DO NOT include products used to treat the event.
(N)B.7 - Other relevant history, including preexisting medical conditions
(e.g., alergies, race, pregnancy, smoking and alcohol use, hepatic/renal
dysfunction, etc.)

(P)Categories for race (as specified in instructions):

Am. Indian — Alaska Native= American Indian or Alaska Native
Asian= Asian Continent to include Indian Subcontinent

Native Hawaiian or other Pacific |slander= Native Hawaiian or other
Pacific |slander

Black= Black, not of Hispanic origin

Hispanic= Hispanic

White= White, not of Hispanic origin

32. List fields that capture the clinical
condition of patient at time of event

C.4 - Diagnosis for use of drug, biologic

33. List fields related to financial/charge
information (e.g. length of stay, charge
or payment for care, insurance coverage
- Medicare, Medicaid, private,
CHAMPUS, uninsured etc)

N/A

34. List any other types of information
collected about the patient

(P) B.2 - Outcome attributed to adverse event - these are regulatory
definitions of serious outcomedeath (date in fixed format)life-
threateninghospitalization - initial or prolongeddisabilitycongenital
anomaly required intervention to prevent permanent

i mpairment/damageother (narrative description)Note: thisis used to
classify report and sort for data entry

G. Fieldsrelated to
Event/Error/Product | nfor mation:

Use the following codesto classify each identified field in the reporting
system. P-Pick list items (list); S-Industry Standard (identify) ; N-
Narrative; FF- fixed format (e.g. date)

35.Type of eventsincluded (e.g. drug,
device, biologic, vaccine, nosocomial
infection, surgery mishaps, etc)

Drugs, biologica products

Product problemsinclude, but are not limited to, such concerns as:
Suspected contamination;

Therapeutic failures; Product confusion (caused by name, labeling, design
or packaging); Suspected super potent or subpotent medication;

L abeling problems caused by printing errors/omissions.
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36. List fields associated with
medication-related events (e.g. drug
name, dose, dates of therapy,
manufacturer)

A separate form should be submitted for each individual product problem
report.

(S - drug trade name) C.1 - Name (give labeled strength and mfr/labeler, if
known) Use the trade name as marketed.

If unknown use the generic name (with the manufacturer or labeler's name,
if known). For quality problem reports, include the manufacturer's name
and the labeled strength for both prescription and non-prescription
products.

(N)C.2 - Dose frequency & route used. Describe how the product was used
by the patient.

For reports involving overdoses, overdose amt, not prescribed amount.
(N)C.3 - Therapy dates (if unknown, give duration). Provide the date
administration was started

(or best estimate) and the date stopped (or best estimate). If no dates are
known, an estimated

duration is acceptable or if therapy was less than one day, then durationis
appropriate.

(P) C.5 - Event abated after medication use stopped or dose reduced

Yes

No

Doesn't apply

(N) C.6 - Lot # (if known). If known, include the lot number(s) with all
product problem reports,

or any adverse event report with a biologic or medication

(N) C.7 - Exp. Date (if known). Include with all product problem reports
ONLY.

(P) C.8 - Event reappeared after reintroduction

Yes, No, doesn't apply

(S-NDC codes) C.9 - NDCH# - for product problems only (if known)
National drug code

36. List fields associated with
medication-related events (e.g. drug
name, dose, dates of therapy,
manufacturer) continued

(N) G.5 - Manufacturers should provide whatever information is applicable
to the suspect medication identified in section C(S-NDA#)(A)NDA #: The
abbreviated new drug application or the new drug application (NDA)
number. The report should be filed to the first approved NDA if a product
has several NDASs and the specific one cannot be determined (S-IND#)
IND #: Theinvestigational new drug (IND) application number (S-PLA%#)
PLA #:. Composed of the 4-digit U.S. License Number followed by a dash,
followed by the 4-character Product Code Pre-1938: Check the box if the
suspect medication was marketed prior to 1938 and does not have an NDA
# OTC Check the box if the suspect medication can be purchased over-
Product: the-counter (without a prescription) (S-Protocol #) G.6 - If IND,
protocol# Note: CBER supplies alist of products to the contractor(BAH)
for insertion into AERS.

37. List fields associated with medical
device-related events (e.g. brand name
of device, type of device, usage,
manufacturer name, operator of device)

N/A

38. List fields associated with vaccine
related events.

N/A

39. List fields associated with infection
related events.

N/A
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40. List fields associated with any other
type of event. List type of event.

N/A

41. List fields that allow input and/or
classification of the event/harm
(narratives, problem codes, adverse
event terms)

(P) B.1 - Classification

Adverse Event

Product Problem (defects/malfunctions)

(N) B.5 - Describe event or problem

For an adverse event:

Description of the event in detail, including a summary of all relevant
clinical information (medical status prior to the event; signs and/or
symptoms; differential diagnosis for the event in question; clinical course;
treatment; outcome, etc.). If available and if relevant, includes synopses of
any office visit notes or the hospital discharge summary. Copies of these
records are attached with any confidential information deleted. If itis
determined that reuse of a medical device labeled for single use may have
caused or contributed to an adverse patient outcome, report the facts of the
incident in B5 and the perceived contribution of reuse to the occurrence.
For a medication or special nutritional product problem, indicate if a
sample is available for use by FDA

(S-MedDRA, WHOART or custom) G.8 - Adverse event term(s) - Include
alist of adverse event terms that most accurately characterize the adverse
event described in narrative format in block B5. Terms should be listed
with the most important term(s) first. The terminology may be an
accepted standard (e.g., MEDDRA or WHOART), averbatim term, or the
manufacturer's own terms. AERS staff use MEDDRA classification of
narrative.

42. List fields associated with when the
event occurred

(FF) B.3 - Date of event (mo/day/yr) - Provide the actual or best estimate
of the date of first onset of the adverse event. If day is unknown, month and
year are acceptable. If day and month are unknown, year is acceptable.
\When a newborn baby is found to have a congenital anomaly, the event
onset date is the date of birth of the child. When afetusis aborted because
of acongenital anomaly, or is miscarried, the event onset date is the date
pregnancy isterminated. If information is available as to time during
pregnancy when exposure occurred, indicate that information in narrative
block B5.

43. List fields associated with tracking
the time between the event, when
reported, when acted upon etc

(FF) B.4 - Date of thisreport (initial reporter)(FF) G.4 - Date received by
manufacturer (mm/dd/yy)(P) G.7 - Type of report For licensed biological
products, the regulations describe types of adverse experience reports: (a)
15-day Alert reports (15-day)(b) Periodic Adverse Experience reports.
(Periodic)For drug adverse events - (a) 15-Day Reports of Serious,
Unlabeled Events - ones that AERS staff really ook at - manufacturers
have responsibility for indicating whether a report involves serious,
unlabeled event. Note: AERS only accepts CIOMS reports for this type of
event(b) Periodic Reports (serious, labeled or non-serious unlabeled -
everything but those identified by manufacturer as 15-day) required for
each approved NDA, ANDA, and antibiotic application. Periodic reports
are due quarterly for the first three years after approval, and annually
thereafter. Serious defined asinvolving death, life-threatening,
hospitalization, disabled, congenital anomaly, important medical event.
Reported in H.1 - Type of Reportable event on 3500aThere are also high
profile reports that can be for drugs or biologics and involve MedWatch or
15-day reports. These involve drugs which are identified as having
potential safety issues. The above are labeled on the 3500a form as:15-
dayperiodic
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44. List fields associated with where the
event occurred

N/A

45. List fields associated with patient
diagnosis, care, treatment, tests, and
other follow-up provided to patient
because of the event

(N) B.6 - Relevant tests/laboratory data (with dates)

Include: relevant negative test and laboratory findings, in order to most
completely convey how the medical work-up/ assessment led to strong
consideration of medical product-induced disease as etiology for clinical
status, as other differential diagnostic considerations were being
eliminated; relevant baseline laboratory data prior to the administration or
use of the medical product; laboratory data used in diagnosing the event;
available laboratory data/engineering analyses (for devices) that provide
further information on the course of the event

If available, include: any pre- and post-event medication levels and dates
(if applicable);synopses of any relevant autopsy, pathology, engineering, or
|ab reports

46. List fields related to follow-up of
event that are not associated with a
particular patient

(medi cation/manufacturing/policy
actions to correct/update event)

(P) E.4 - Initial reporter also sent report to FDA? Yes, No, unknown
(Allows staff to track multiple reporting of same event)

(P) G.7 Type of report - one of the choicesisfor follow-up with number
[manufacturer only]

Follow-up: Check if the report is afollow-up to a previously submitted
report. Allows user to provide additional or corrected information on the
previously reported event. Follow-up reports on drugs and biologics should
contain information that was submitted in the original report if the
information is still correct.

47. List fields related to the outcome of
event

(P) B.2 - Outcome attributed to adverse eventdeath (date in fixed
format)life-threateninghospitalization - initial or prolonged disability
congenital anomaly required intervention to prevent permanent

i mpairment/damage other (narrative description)

48. List any other fields related to the
event or any other information collected
by the reporting system (e.g. root cause
analysis, results of investigations etc)

Note - PSI international staff receive several sources of information that are
not the 3500 or 3500A form - e.g. USP Medication Error Reporting
Program, MedWatch direct reports on Biologic Products, international
CIOMS | form for reporting of international drug events. Fieldsin AERS
are based upon the 3500a form so whenever data is entered into AERS the
data from these forms are 'forced' to fit into the existing AERS fields.

H. Implications

49. Integration with other systems

I ntegration with other systemsis performed as part of the AERS
information flow process. The AERS central triage unit receives and
distributes MedWatch direct reports to appropriate divisions of FDA or
CDC(See PMSS Document/I SR Process Flow Diagram) - ie MAUDE data
goesto CDER, VAERS data goes to CDC, MERS data comes from USP -
treated as direct report - sent to Jerry Phillips for entry into his database
with addition of NCCMERS, then back to AERS for entry, Biologic
Products and Therapeutic biologics go to CBER, Food and Nutrition and
Herbal Supplements go to CFSAN. AERS does integrate with the MERS
system by accommodating the fields in this reporting system (See template
for MERS system for more details on fields used). AERS a so alows the
use of an international form - CIOMSI. If the CIOMS | form is used, it
will be accepted in place of the form FDA 3500A or VAERS form for
foreign serious and unexpected reports only (15 day reports) and should
contain, at a minimum, information including an identifiable source, a
patient (even if not precisely identified by name and date of birth), a
suspect product and a suspect event. Also, while the therapeutic biologics

(about 10% of reports) are not exactly the same as drugs,
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fields identified on the 3500a that refer to drug information are the fields
used for entering therapeutic biologic information. Some blood product
information is entered into AERS, but that isonly if it comesinasa
direct report (MedWatch) and can be easily entered into AERS.

50. Methods used to de-identify data

No automated didaction - FOI office - has accessto AERS database. They
receive arequest for information, getsline listing of, send to copy of report
to requester, after remove fields. The following fields are removed for
MAUDE by FDA The name of the reporter and facility are deleted from
disclosed data before release of the report. In addition, an automated
process is used to delete the following fields and any proper namesin
narrative fields (this often must be done manually by an analyst). Double
checked by an analyst:A.1 - Patient identifier A.2 - Age at time of event or
Date of birth A.3 - Sex A.4 - WeightB.6 - Relevant tests/laboratory data,
including dates B.7 - Other relevant history, including preexisting medical
conditionsD.7 - If implanted, give date D.8 - If explanted, give date E.1 -
Name, address & phone # E.3 - Occupation F.2 - UF/Dist/lmporter report
number F.3 - User facility or distributor/Importer name & address F.4 -
Contact person F.5 - Phone Number F.10 - Event problem codes H.6 -
Evaluation codes

51. Technical Information

Part I1. Data Structure & Storage:

I. Facility/L ocation

52. What is the address of the data
storage facility?

53. What type of facility is used to store
data (3rd party data center, secured
computer room, someone’s cubicle)?

secured computer room

54. |sthere a network interconnect for  fast ethernet
physically distributed systems?

55. What type (private lines, VPN, Internet
Internet) of network interconnect is

used?

56. What is the network protocol TCP/IP
(TCP/IP, IPX, €etc.)?

57. What is the bandwidth of network  |10/100mb
the interconnect (dial-up, ISDN, T1, T3,

etc.)?

58. What is the network (WAN) Fiber Optic with Switches.

topology, including diagram if
available?

59. WHO DESIGNED THE SYSTEM?
WHO OPERATES THE SYSTEM?

Booz, Allen, Hamilton designed/devel oped/maintains the applications; PSI
International staffs the operations, including data entry and document
management.

J. Data Storage System/Server

(1) SIMBA - AERS Production Server (2) eSub Gateway server
(3) RetrievalWare Server

60. Who is the manufacturer (Sun, HP,
IBM, Compaq, etc.)?

(1) Compaq (2) Sun (3) Compaq

61. What is the model number (Sun
Enterprise 10000, HP 9000, etc.)?

(1) Alphaserver 4100 5/600 (2) Sun Ultrall (3) Proliant 6400
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62. What is the number/speed (Mhz) of
processors?

(1) 3@ 600 Mhz (2) 200 MHz, 256MB (3) 4/500 mhz

63. How much memory is available
(Gb)?

(1) 3Gb (2) 1Gb (3) 4Gb (26B in use)

64. What is the disk - manufacturer,
amount (Gb) & type (SAN, RAID
Array, etc.)?

(1) 6 internal drives (capacity each = 4Gb, 9Gb) and ~30 external drives
(capacity each = 9Gb, 18Gb, 36Gb)

(2) 6 * 9Gb Drives = 54Gb

(3) Internal - 4/9 GB disks(2 are Raid 1). 44/18 GB Disks (Raid 0+1) and
4/9 gb Disks, 4/18 GB disks(not mounted)

65. What is the operating system (e.g.
Sun Solaris 2.6.1)?

(1) VMS7.21(2) NT 4.0/ SP6 (3) NT 4.0/ SP6a

OTHER COTS

(1) Oracle 7.3.4, MedDRA v4.0 (2) RetrievalWare, eSub v2.1, Oracle
forms, Templar 4.2 (3) Tomcat 2.3, Apache Server 1.3, JRE 1.3

K. For Each Application

66. What commercial off-the-shelf
(COTS) software (e.g. RDBMS,
Query/Reporting Tools, etc.) is utilized?

Oracle Client, Oracle Forms 5.0.6.10, Reports 3.05.9, MS Word 7.0,
Rational Rose CASE tool, KAWA 4.0 (Integrated Devel opment
Environment for JAVA)

67. What custom-programmed
application software is utilized? Using
which language(s) (e.g. C,C++, PERL,
ASP, VB/COM)?

Java

68. Which categories best describe this
system?

- Isthere an operational data store

Yes

- Isthere an all-encompassing data
warehouse versus focused data mart(s)?

No

normalized relational database design?

- Isthere an Online Transaction Yes
Processing (OLTP) system utilizing a
normalized relational database design?

- Isthere adata warehouse utilizinga | No

- Isthere adimensional data warehouse
utilizing a star schema design?

No

- Isthere Statistical analysis system
utilizing flat files, either raw dataor in a
format intrinsic to the system (e.g. SAS
or SPSSinternal system format)?

No

- Isthere an Online Analytical
Processing (OLAP) utilizing
denormalized relational design such as
star-schema or snowflake schema?

No

- Isthere an OLAP system utilizing
multidimensional design (e.g.
hypercubes)?

No

- Are there other structured data format,
such as XML, HTML, or other?

Yes. EDI

- Isthere aData Mart?

Yes
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69.How is the data structured?

- An event occurrence (EO) table with
one row per event

Event Occurrence data stored in multiple tables in normalized data base
structure; ERD provided

- A person table with one row per
person, linked to events by PERSONID

No

- An adverse-event (AE) taxonomy
table, with one row per event type,
linked one-to-many to the EO table by
AEID

/Adverse Event Categories adhered to in data submission process.

70. How much disk spaceis currently
allocated to the system?

116 GB

71. How much disk space is available on
this system?

22 GB

L. For Each Major Data Structure

72. What is the width of thetable/ file/
subject data area (bytes)?

No information

73. How many data elements
(approximate) in the table/ file / subject
data area?

ISR (Individual Safety Report) table has 50 columns with another 30
columns normalized into 5 other related tables, including free text
comment tables.

74. What is the raw data record size
(bytes) or structured raw data such as
HTML or XML?

Therow length isin bytes, and so is the size of each one of those tables
TABLE_NAME,AVG_ROW_LEN SIZE, AERS CASES46
115343360;AERS_INDIVIDUAL_SAFETY_REPORTS,208, 602931200;
AERS _REACTIONS,86,

555745280;AERS REPORTED_DRUG_PRODUCTS,166,996147200;AE
RS SEARCH_CRITERIA, 198,4014080. We only listed some of the
major tables.

75. What is the approximate number of
rows in the table, or observations?

suspected drug adverse events reported = 5,500/week or 286K /year; other
data=689 (per month?)

76. What time period is currently
represented in the database? Projected
change over the next 1-3 years?

at least 4 years observed in sample reports - may grow continually with no
roll-off

77. Are there any theoretical maximums
that cannot be exceeded? (e.g. #
providers, # recipients, etc.)

IAccording to the hardware configuration that we currently have on the
SIMBA (AERS production box) we can support roughly 300-500
concurrent users. To the best of my knowledge, thisisthe only limitation

that out system has.
How many physical tablesin the 150-200
database?

< 10

How many tables containing key data
for analysis?

Part Ill. Data Use & Analysis:

78. System Contact

Min Chen, Associate Director of Drug Risk Evaluation, Office of Drug
Saf ety

79. Contact Address

CDER- 5600 Fishers Lane, Rockville, MD, Rm 15B-08

80. Contact Phone

301-827-3169

81. Contact Email N/A
82. Hardware Platform N/A
83. Operating System N/A
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84. Who is the developer?

The database programming and design was created and is maintained by
Booz, Allen, Hamilton

85. Who is responsible for the system
architecture?

Booz, Allen, Hamilton

86. User Types

FDA — CDER (Office of Drug Safety, Office of New Drug, Office of
Compliance - for drugs), CBER (for biologics/vaccines), users of publicly]
available FOI available data, FDA aso has agreement to allow Canada
access to AERS

87. What is the frequency of Reports?

IAs needed to investigate specific Adverse Event reports

88. Who generates the reports? See User Types
89. What is the method of access? AERS software or AERS data mart
90. What is the turnaround time? Real time

91. What isthe level of automation?

N/A — AERS software

92. Type Of Reports

Workload and operational reports to track flow and follow up on AE
reports. Query function supports complex querying and a variety oOf
content/format outputs. Can do frequency counts. Approx. 12 - 13 "canned
reports’. TAS, an MS-Access database tool developed by PSI, captures
management metrics allowing the monitoring of reports as they flow
through the PMSS process. AERS “data mart” also available to internal
FDA users (e.g., Office of New Drug, Review Division). AERS FOI
information is made publicly available by providing quarterly CD ROMsin
ASCII format and SGML (ICH e2B) format for six AERS data tables.
Available through NTIS. Data currently not made publicly available
through the FOI or Web because of resource limitations.

93. What is the unit of observation?

Individual report of adverse event associated with a drug or biologic
product

94. What are the avail able data fields?

The terminology may be an accepted standard (e.g., MEDDRA or
WHOART), a verbatim term, or the manufacturer's own terms. Contractor
adds/updates MEDDRA classification of narrative.

95. Isthere a controlled vocabulary?

Event described using MedDRA codes assigned by Logistics Applications.

96. Exportability

Cannot download directly to Excel but can do so indirectly.

97. User Profile

Safety Evaluators in Office of Drug Safety (follow up on AE reports,
primarily pharmacists). Office of New Drug (Review Division), Office of
Compliance

98. How are the reports used?

Workload module routes reports to inbox of safety evaluators (15 day
mandatory report and voluntary reports from consumers/professionals are
priority). Biologics reports routed to CBER dtaff. Safety evaluators
determine if event is, in fact, linked to the drug based on their clinical
knowledge/experience. Often call reporter for information (eg. missing pat
history, labs, diagnosis, duration of therapy, concomitant drugs). Will also
use query function to search AERS by drug, MedDRA code, age,
timeframes, reporter, and location code. Canned reports used to investigate
case series for a specific drug/event. Goal is to determine that there is g
"safety signal" to prompt further action. Focus is on investigation of
serious, unlabeled events. Will summarize data from the "case series' in
IAERS. Recommendation may be made to Office of New Drug, Review
Division re: labeling change (adverse reaction, precaution, warning, boxed
warning, restricted use or contraindication). If warranted, "Dear Doctor"
letter sent. If can't find option to manage risk, may result in withdrawal,
Reports may prompt further epidemiological studies where appropriate,
Once "safety signal" identified, office tries to assess size of risk.
IAssessment may involve use of other data (see below). Review Division
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may also use AERS data as part of acting on safety alert.

99. Report Dissemination

Internal within FDA divisions

100. What is the primary goal?

Meet regulatory compliance demands by identifying and assessing
individual reports of adverse drug reactions and taking appropriate action
within the scope of FDA authority.

101. Integration

MERS data is entered into AERS. No links to state systems. Safety
Evaluators primarily use AERS to investigate reports. May aso use
Medline to search for published reports. When assessing risk of potential
problem, Safety Evaluators attempt to estimate patient exposure (ie,
Denominator information) and how much the reported rate truly reflects
incidence. This may involve analysis of IMS data (purchased by FDA and
available in house). Requests can also be made to have specific analysig
done using other databases per FDA cooperative agreements. These include
Boston University, Harvard Pilgrim Health Cooperative, Johns Hopkins,
Vanderbilt, United Health Group, HMO Research Network, Aetna, State
Medicaid databases. FDA in process of acquiring more databases in house.
“CBER piloting a large-linked database project that utilizes databases of
several MCO's, which will provide the opportunity to study potential rare
adverse outcomes’.

Other related systems:

e COMIS (CDER's tracking of IND and NDA info, e.g., pending
application, previous reviews etc.)

e Drug Filing System (contains information related to new drug
application, e.g. pre-approval reviews)

Given the specific nature of the analyses conducted, direct integration of

IAERS with other databases my not produce a significantly enhanced

knowledge base. Access to other databases to conduct epidemiological

assessment supports follow up regarding specific drug/biologic problems.

102. HIPAA Compliant

Yes

Future

There is a list of possible AERS enhancements (as yet unimplemented)
developed during initial system design. Increased data mining.
Development of tool to identify change in reporting incidence to alert FDA
to potential problems

Note:

There is a Drug Quality Reporting System dealing with product quality]
problems (eg. Labeling, broken safety seals, wrong dosage dispense, wrong
color tablets).

Comments:

IAERS has 2 purposes. (1) To meet regulatory requirements that
manufacturers report serious problems. (2) Asatool for evaluating post
marketing drug safety.
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Reporting or Database System:
Program ID:

FDA-CDRH
Alternative Summary Reporting - Medical Devices

Part |. Data Acquisition:

A. General Information

1. Report Title

Medical Device Reporting-Alternative Summary Program

2. Internet Location: http://

http://www.fda.gov/cdrh/osb/guidance/315.html

3. Host Organization(s)

LAI enters data; TRW works on data storage

4. Primary contact information (e.g.
IAddress, Phone)

Primary Contact - Joyce Siwarski - 301-594-4550 x166;
JCS@CDRH.FDA.GOV

Data Acquisition - Mary Brady - mwb@cdrh.fda.gov

Data Storage — | saac Hantman 301-827-0036

Data Use/Analysis - 301-594-4550 x166; JCS@CDRH.FDA.GOV

B. Overall System Features

5. System purpose/mandate

(any information on role in mission,
|eadership support, integration with
quality assurance activities and
history)

The alternative summary reporting system replaces individual mandatory
reporting from manufacturers for those devices where documented
problems with the devices are well understood and there is diminished
return in the evaluation of individual event reports for these devices. The
manufacturer must request to be accepted into the Alternative Summary
program. Products approved for summary reporting require the periodic
submission of adverse event data in tabular format. The reason this system
was implemented was to reduce the amount of time spent entering these
type of eventsinto MAUDE so that the focus could be on less well known
or previously undetected events. It also provides significant economies for
both the device industry and FDA. In the past year, FDA received
approximately 50,000 reportsin summary format. While thisis a separate
database from the MAUDE system, it does access MAUDE for some
limited information.

Each line corresponds to an event. Patient, device, evaluation/results and
eval uation/conclusion codes are provided by manufacturer. No text
provided. Currently, approx. 40 products or product/problem combinations
report through ASR. Main purposes of ASR software are to: 1) support the
management of candidate exemptions (i.e. products exempted from case-
level adverse event reporting) 2) manage the receipt and data entry of
manufacturer summary reports 3) manage quality control 4) collect, store
and perform trending cal culations on data from both ASR and MAUDE 5)
manage data review by (i) supporting review of trending data exceeding
pre-set conditions (ii) enabling ad-hoc query of ASR info and (iii) allowing
generation of preformatted reports.

6. What is the geographic scope of
data collection (national, state, local,
facility etc)?

Same as MAUDE - products used in US, but could have international
manufacturer

7. What is the unit of data entry
(e.g., event, patient, product)?

The unit of dataentry isamedical device with documented problems.
IAdverse events included in summary reports should be submitted in aline-
item format, reporting selected data elements by individual adverse event,
rather than by the previous method of grouping adverse events by device

i dentification number.




Reporting or Database System:
Program ID:

FDA-CDRH
Alternative Summary Reporting - Medical Devices

8. Who is allowed/required to input
information?

Thisisavoluntary system which provides major time savings to
manufacturers and FDA. Authorized OSB reviewers can identify
candidates and offer exemptions or manufacturers can file for an
exemption which is entered into the ASR database and must be approved
by the FDA in order to participate in the program.

9. What are the regulations/laws
affecting reporting?

21 CFR Part 803.19 - provides authority for the creation of the Alternative
Summary Reporting Program

21 CFR Part 803.19(b) specifiesthat all requeststo participate in the ASR
program must be in writing and contain the following information:

* statement notifying FDA of request to participate

*identification of the device manufacturer

*product classification code(s) for the device(s) that will be included in the
IASR report

*the reporting site registration number, contact person and address of the
firm who will be submitting the ASR reportsto the FDA

21 CFR Part 803.55 - requiresfiling of initial baseline reports and
subsequent annual updates for devicesinvolved in adverse events that are
submitted to the FDA on form 3500a for the first time.

10. Does the system allow for/require
anonymous input? If yes, describe.
(include any consequences to
contributor for reporting,
confidentiality policiesthat apply to
entered data)

FDA will disclose to a patient requesting areport, al information in the
report concerning them, except for trade secret and confidential
commercia information. FDA [21 CFR §20.63(2)] extends protection
against disclosure of voluntary reports held by medical device,
pharmaceutical, and biologics manufacturers by preempting state
discovery laws. User facility name will not be released to the public under
the FDA Modernization Act of 1997. FDA will also not release the identity
of the patient or any information that can be used to identify the patient,
such as the serial number of an implanted device. Nor will it release the
name of any person other than the MDR contact. The name of the reporter
and facility are deleted from disclosed data.Please note that the FDA is
required under the Freedom of Information and Privacy Acts (SEC 552,
Title 5, USC) (PL 93-579) to delete, prior to public disclosure, any
information that constitutes trade secrets, and confidential, commercial, or
financial information; and any personal, medical and similar information
that would congtitute a clearly unwarranted invasion of personal privacy.
Included in the deletion requirements are all identification of the reporters
and user facilities associated with the events.

11. What is the mode of data
acquisition or input (mail, web form,
phone etc)?

IASR reports are to be mailed to the following address in an envelope or
other mailing container marked "ASR Report":

Food and Drug Administration

Center for Devices and Radiological Health
Medical Device Reporting

P.O. Box 3002

Rockville, MD 20847-3002

Request for exemption are to be mailed to:
IAlternative Summary Reporting Coordinator
Reporting Systems Monitoring Branch, HFZ-533
Division of Surveillance Systems

Office of Surveillance and Biometrics

Center for Devices and Radiologic Health

1350 Piccard Drive

Rockville, MD 20850
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12. What are the methods of editing
information (e.g. correcting/add more
information to records)

The following updates could occur.

* Updates to the Periodic Report detail information - device identifier,
event type, mfr aware date, QA functions.

These are submitted under Part |1 - Reportable events page as a separate
attachment with the firm's next ASR report. The system has a module
called Data Entry/Update-QC which allows the user to select certain
records and edit periodic report detail as well as perform a QA review of
the data entered into the system. Various reporting functions exist to assist
with QA as well as reviewing trends in data and looking for outlying and
unusual events- e.g. summary trend analysis, unusual event reports etc.
*Updates to exemption information - e.g. status, reviewer, comments,
contact information

*Updates to exempted Products information - e.g included products, trend
groups, unusual events

13. Where is the collected data stored
(name of database, number of data
storage locations)?

IASR - Oracle based DBMS linked to existing MAUDE DBMS via
baseline report information. The FDA isin the process of eliminating
baseline reporting. It'sinitial purpose was to obtain the most updated
product and manufacturer contact information. The problem isthat
manufacturers often do not send the FDA appropriate updates and the FDA
ends up making pseudo-baseline entries. FDA staff are working on a
different system to validate data entry and link the MAUDE to Alternative
Summary Report information.

14. How often is the system revised
(annual, semi-annual etc)?

System initiated in February 2000. Revised as needed to meet data entry
and reporting requirements.

15. What are the methods for system
revisions (e.g. internal review and
design only, design under contract,
with or without customer input)?

IASR can add to the fields collected if the item is already required for
MAUDE. However, if any additional information is requested (or goes
outside existing regulations), then must send out the proposed change for
public comments.

16. What are the minimal interface
requirements for contributors (e.g.
phone, internet access, certain level of
PC memory)?

No minimum requirements. Manufacturers send mailed reportsto FDA for
data entry

17. What new features are being
planned and/or are on wish lists?

1. Acceptance of electronic summary reports from Manufacturers
2. Addition of trending analysis for ASR and MAUDE-only data
3. Trending analysis using combination of chi2 and poisson

C. Potential to link to other
infor mation systems

18. Isinformation from this system
linked to other systems (including
State or other Federal Reporting
Systems? If yes, which dataislinked?

This system islinked to MAUDE viathe MAUDE baseline tables. Product
codes specified in the Exempted Products Information screen on ASR
must also be valid codesin MAUDE.
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D. Fieldsrelated to
contributor/participant
I nfor mation:

Usethe following codesto classify each identified field in the reporting
system. P-Picklist items (list); S-Industry Standard (identify); N-
Narrative; FF - Fixed Format (e.g. date)

19. What types of contributors are
included in data acquisition? List
fields that indicate who/what facility
submitted the data.

IASR Reporting Site Information

IASR Exemption Key - system generated

(S) - ASR Reporting Site CFN - the unique number assigned to each
manufacturing site. After initial creation, it will remain permanently
associated with the record (unless on rare occasion it is changed by the
system administrator). Accurate entry of avalid CFN will automatically
populate the rest of the ASR Reporting Site Information, as well asthe
Contact Information.

(N) - Name - name of reporting site (defaults to manufacturer unless
specified)

(N) - Street - street of reporting site

(N) - City - city, state, zip, country of reporting site

(S) - State, (S) Zip Code, (S) Country Code

20. |'s participation mandatory or
\voluntary?

\Voluntary - but must meet exemption regquirements

Fields on Exemption screen:

(P) - Offer/Acceptance Letter Required? Y ,N

(FF) - Date of Offer/Request L etter

(FF) - Date of Acceptance Letter

(FF) - Date of Grant Letter

(P) - Exemption No - the exemption number associated with the product
code(s)

(P) - Status (Pending Approval, Granted, Closed, Revoked, or Denied). If
status is granted, must have exemption no.

Note: An exemption number must exist and the exemption status must be
"“Granted” in order to proceed with data entry of periodic summary reports.
(FF) - Status Date - the date of the last exemption status change

(N) - Status comment - comments about exemption status

(N) - Exemption comment - description of the clinical condition specified
for an exemption.

(P) - Assigned Reviewer (list of allowable reviewers) - field is required if
exemption statusis granted

21. List fieldsrelated to
contributor/participant contact
information

N/A

22. List fieldsrelated to facility
contact information (include type of
facility, teaching status, id

i nformation)

N/A

23. List fields related to distributor
contact information

N/A

24. List fields related to manufacturer
contact information (ASR - Exemption
Information)

(N) - Name - the name of the contact person at the reporting site. This
information is editable.

(N) - Phone No - phone of contact person at reporting site, editable
(N) - Fax No - fax number of contact person at reporting site, editable
(N) - Email - email of contact person at reporting site, editable




Reporting or Database System: FDA-CDRH
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Usethe following codesto classify each identified field in the reporting
system. P-Picklist items (list); S-Industry Standard (identify); N-
Narrative; FF - Fixed Format (e.g. date)

E. Fieldsrelated to Provider of Care
Infor mation:

25. List fieldsrelated to Provider of  [N/A
Careidentification

26. List fieldsthat identify typesof ~ [N/A
care providersincluded in system

F. Fieldsrelated to Patient
Infor mation:

27. List fieldsrelated to identifying ~ [N/A
patient —initial data entry (e.g. SSN,
initials, system-assigned ID etc)

28. List fields related to patient contact|N/A
information (e.g. address, zip code,
county, region)

29. List fields related to patient N/A
demographics (e.g. age, sex, race)

30. What patient identification is N/A
retained after verification of event
information (e.g. al contact
information or pseudo id assigned, is
patient |D available for follow-
up/outcome information)

31. List fieldsrelated to pre-existing  [N/A
conditions and/or medical history of
patient

32. List fields that capture the clinical [N/A
condition of patient at time of event

33. List fieldsrelated to N/A
financial/charge information (e.g.
length of stay, charge or payment for
care, insurance coverage — Medicare,
Medicaid, private, CHAMPUS,
uninsured etc)

34. List any other types of information [N/A
collected about the patient




Reporting or Database System:
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G. Fieldsrelated to
Event/Error/Product | nfor mation:

Usethe following codesto classify each identified field in the reporting
system. P-Picklist items (list); S-Industry Standard (identify); N-
Narrative; FF - Fixed Format (e.g. date)

35.Type of eventsincluded (e.g. drug,
device, biologic, vaccine, nosocomial
infection, surgery mishaps, etc)

Medical device events associated with a particular event code, patient
problem, device problem, evaluation result and/or evaluation conclusion
that have been determined to be exempt from individual event reporting.
\When an exemption isfiled, the FDA entersinclusion and exclusion
criteriathat fit the exemption. Note that the exemption isonly for a
particular problem associated with a particular device. The following types
of events are always excluded from the ASR system and must be reported
as specified in 21 CFR 803.50 and 803.52:* Events that require the
submission of a5-day report under the requirements of 21 CFR 803.53.

* Events where the device, other than a mechanical heart valve (product
code LWQ), may have caused or contributed to a death. * Events involving
mechanical heart valves (product code LWQ) where the implant duration
was less than five (5) years. * Events involving a permanent pacemaker

el ectrode (product code DTB) where the manufacturer confirmed a device
failure. *Eventsinvolving aClass |11 device that has been marketed under
an approved PMA for less than two (2) years. * The occurrence of multiple
serious injuries as aresult of a single event or device failure. *Events
associated with explosion or fire. * Events that the manufacturer considers
unusual, unique or uncommon and that would be given an evaluation
conclusion code of 66-Unusual event (see Instructions for Completing
Form 3500A with Coding Manual for Form 3500A, dated December 14,
1995). FDA aso reserves the right to request the submission of an
individual event report on Form 3500a for any event included in an ASR
report if it determinesit needs the report to evaluate the event.

36. List fields associated with
medication-related events (e.g. drug
name, dose, dates of therapy)

N/A

37. List fields associated with medical
device-related events (e.g. brand name
of device, type of device, usage,
manufacturer name, operator of
device)

Each line item on the ASR report represents one adverse event.

(S) - Product Code — enter a product code already associated with the
exemption number. Once the product code is saved as part of the record, it
may no longer be edited or deleted unless done so by the system
administrator. (Same as MAUDE product codes)

Report ID No — unique internal identification number assigned by the
manufacturer to the individual complaint. This number must be unique
within this product code. It must also be different than summary report ling
item numbers entered in previous reporting periods.

(N) - Device ldentifier — (same as D.6 - Product Identification Information
on Form 3500A) Device code assigned during exemption entry. This will
be (S)Model # Found on the device label or accompanying packaging
(S)Cata og# Exact number asit appears in the manufacturer's catal og,
device labeling, or packaging.

(S)Serial # Found on the device label or accompanying packaging; itis
assigned by the manufacturer

(S)Lot# This number can be found on the label or packaging material.
(S)Other# Any other applicable identification number

The device identifier will be validated against the exemption device list
and baseline info.

38. List fields associated with vaccine
related events

N/A
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39. List fields associated with N/A
infection related events
40. List fields associated with any N/A

other type of event. List type of event.

41. List fields that allow input and/or
classification of the event/harm
(narratives, problem codes, adverse
event terms)

(P) F.10 - Event problem codes (see
http://www.fda.gov/cdrh/mdr/appendixc.pdf - Note: UF is supposed to
complete. Mfr fillsin if missing.) Patient codes - describe what happened
to the patient as aresult of the event - approximately 1600 codes (device
and patient mixed) Device codes — device problems or failures
encountered during the event (P) - Event Type — enter avalid event type
code d-death, i-serious injury, m-malfunction.

42. List fields associated with when
the event occurred

N/A

43. List fields associated with tracking
the time between the event, when
reported, when acted upon etc

(P) - Reporting Period (Quarterly, Semi-Annually) - on exemption screen;
when mfr will provide periodic reports

(FF) - First Period Start Date - when manufacturer will begin to report
Report Date — Thisis arequired field. It is the date on which the summary
report is prepared by the manufacturer Report Received Date - the date on
which the report was received by CDRH Starting Quarter Number —the
starting and ending quarters selected must reflect either a quarterly
reporting cycle (e.g., Quarter 1 through Quarter 1 of the same year), or if a
semi-annual reporting cycle, then two quarters (e.g., Quarter 1 and Quarter
2 of the same year, or Quarter 3 and Quarter 4 of the same year). Reporting
periods are defined in the exemption entry process. Starting Quarter Y ear —|
the year in which the periodic summary report submissions begin. Ending
Quarter Number — See explanation in Starting Quarter Number. This
number will be populated based on the reporting period defined for the
exemption. Ending Quarter Y ear - the year of the ending quarter of a
submission period, which defaults to the same as the Starting Quarter

Y ear.

(FF) - Event Aware Date — enter the date on which the manufacturer
became aware of the event. If an Event Aware Date is not entered, it will
default to the first day of the reporting period quarter/year, as entered on
the previous screen. If the event aware date falls within quarter for which a
report was previously submitted, it will be considered a supplemental line
item entry to the previous quarter’ s report. The line item will appear on the
Correction/Supplemental Report.

44. List fields associated with where
the event occurred

N/A

45. List fields associated with patient
diagnosis, care, treatment, tests, and
other follow-up provided to patient
because of the event

N/A
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46. List fields related to follow-up of
event that are not associated with a
particular patient

(medi cation/manufacturing/policy
actions to correct/update event)

(S-FDA Evaluation Codes for Manufacturers) H.6 - Evaluation codes (4
codes per subtype --see http://www.fda.gov/cdrh/mdrcode.pdf for list of
codes - approx 50 codes) Enter the applicable codes from the codes
manual for one or more of the categories listed. Conclusion codes must be
entered even if the device was not evaluated. If the reuse of a device may
have caused or contributed to the adverse event, then the appropriate
manufacturer Result codes are to be entered from the codes manual.
IApplicable reuse codes are 230-233 and may be used alone or with any
other applicable results codes. (see H8). Method - Enter Source of
evaluated device, type of evaluation performed (4 codes) Results - Enter
type of result code (see www.fda.gov/cdrh/mdr/appendixd.pdf- approx 350
codes) Conclusions - Enter conclusions code (approx 20 codes)(S) —
Evaluation/Conclusion CodeFor codes listed above, the reporter may
provide more than one code per category but should group by category.
Should represent the best knowledge of the AE and firm's evaluation
results and conclusion codes. Note that 90% of the information is done at
the product code level.Special guidelines for reporters - e.g If multiple
product codes have been approved under one ASR exemption number,
then only one quarterly report isrequired. If no eligible eventsin a quarter,
must still send in areport saying that.

47. List fields related to the outcome
of event

N/A

48. List any other fields related to the
event or any other information

collected by the reporting system (e.g.
root cause analysis, investigations etc)

IAssigned Reviewer — if the reviewer assigned to the report needs to be
changed, the data entry user must go to a supervisor who can perform the
action under UtilitiesyAssign Reviewer. By default, the reviewer assigned
to the summary report is the reviewer assigned to the exemption.

Comment - the user may enter comments regarding the summary report
information.

Quality Control Completion Flag —thisfield is checked after the data entry
user has quality controlled the information submitted by the manufacturer
against that which was entered into the ASR System by the data entry user.
Mfr QA Flag — this checkbox is accessible after the Quality Control
Completion Flag is checked. The box will be checked once any
discrepancies in the information submitted by the manufacturer have been
cleared up through communication with the manufacturer. Once this box is
checked, trend review can beinitiated and information in that summary
report may no longer be edited.

H. Implications

49. Integration with other systems

MAUDE

50. Methods used to de-identify data

Aggregate data

51. Technical Information

Part |1: Data Structure & Storage:

|. Facility / L ocation

52.What is the address of the data
storage facility?

OSM - 2098 Gaither Road, Rockville, MD 20850

53. What type of facility is used to
store data (3" party data center,
secured computer room, someone’s

Secured computer room
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cubicle)?

54.1s there a network I nterconnect for
physically distributed systems?

Yes

55. What type (private lines, VPN,
Internet) of network interconnect is
used?

WAN

56. What is the network protocol
(TCP/IP, IPX, etc.)?

TCP/IP

57. What is the bandwidth of the
network interconnect (dial-up, |SDN,
T1, T3, etc.)?

T3

58. What is the Network (WAN)
topology, including diagram if
available?

Not available

J. Data Storage System / Server

59. Who is the Manufacturer (Sun, HP,
IBM, Compag, etc.)?

Compaq

60. What is the Model Number (Sun
Enterprise 10000, HP 9000, etc.)?

AlphaServer 4100

(Gb)?

61. What is the number/speed (Mhz) of 4/600
processors?
62. How much memory isavailable  |4Gb

63. What is the disk — manufacturer,
amount (Gb) & type (SAN, RAID
Array, etc.)?

Compaq StorageWorks 610GB net RAID

64. What is the operating System (e.g.
Sun Solaris 2.6.1)?

OpenVMS 7.2-1

K. For Each Application

65. What commercial off-the-shelf
(COTS) software (e.g. RDBMS,
Query/Reporting Tools, etc.) is
utilized?

Oracle RDBMS, Oracle Forms, SQR ReportWriter

66. What custom-programmed
application software is utilized? Using
which language(s) (e.g. C,C++, PERL,
ASP, VB/COM)?

C,VB

67. Which categories best describe this
system?

- Isthere an operational data store?

Yes

- Isthere an all-encompassing data
warehouse versus focused data
mart(s)?

No

- Isthere an Online Transaction
Processing (OLTP) system utilizing a
normalized relational database design?

No
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- Is decision support normalized?

Yes

- Isthere adimensional data
warehouse utilizing a star schema
design?

No

- Isthere a statistical analysis system
utilizing flat files, either raw data or in
aformat intrinsic to the system (e.g.
SAS or SPSSinternal system format)?

No

- Isthere an Online Analytical
Processing (OLAP) utilizing
denormalized relational design such as
star-schema or snowflake schema?

No

- Isthere an OLAP system utilizing
multidimensional design (e.g.
hypercubes)?

No

- Are there other structured data
format, such as XML, HTML, or
other?

No

68. How is the data structured?

Total tables = 50; dictionary provided

-Isthere an event occurrence (EO)
table with one row per event?

Logical data model has one row per time period that captures # of adverse
events of atype for that period.

-Isthere a person table with one row
per person, linked to events by
PERSONID?

- Isthere an adverse-event (AE)
taxonomy table, with one row per
event type, linked one-to-many to the
EO table by AEID?

69. How much disk spaceis currently
allocated to the system?

188 Mb

70. How much disk space is available
on this system?

81 Mb

L. Major Data Structure

71. What is the width of the table/file/
subject data area (bytes)?

50 tables with approximately 30-5000 bytes per table.

72. How many data elements
(approximate) in the table/file/subject
data area?

50 tables with approximately 1-30 columns per table.

73. What is the raw data record size
(bytes) or structured raw data such as
HTML or XML?

N/A

74. What is the approximate number of
rows in the table, or observations?

50 tables with approximately 0-90,000 rows per table. A total of about
562,248 rows.

75. What time period is currently
represented in the database? Projected
change over the next 1-3 years?

76. Are there any theoretical
maximums that cannot be exceeded?
(e.g. # providers, # recipients, etc.)




Part I11. Data Use & Analysis:

78. System Contact

Pat Kingsley (Division of Post-Market Surveillance), Howard Press
(Division of Surveillance Systems, Chief of Information Analysis),
Suzanne Rich (Division of Post-Market Surveillance)

79. Contact Address

1350 Piccard Drive, Rockville, MD, 20850

80. Contact Phone

PK: 301-594-2784, HP: 301-827-2983, SR: 301-594-2581

81. Contact Email

PK: pak@cdrh.fda.gov HP: hap@cdrh.fda.gov SR:
SER@CDRH.FDA.GOV

82. Hardware Platform

VAX Cluster

83. Operating System

84. Who is the developer?

TRW under contract

85. Who is responsible for the system
architecture?

ORACE-based DBMS linked to existing MAUDE DBMS

86. User Types

FDA -

87. What is the frequency of reports?  [Being established

88. Who generates the reports? CDRH — departmental responsibility being determined
89. What is the method of access? ASR software

90. What is the turnaround time? Real time

91. What isthe level of automation? N/A

92. Type Of Reports

Main monitoring reports triggered if the change in rate of reportsfor a
particular product/problem a specified threshold. Statistical tests (Chi-
squared, Cox-Stuart) used to assess change in incidence. Software
provides a set of reports but, to date, not frequently used. Data most often
exported to Excel for ad hoc analysis.

93. What is the unit of observation?

ASR reports cover all adverse events associated with a qualifying
device/problem occurring within the reporting timeframe. Line level
detail correspondsto an individual adverse event covered within the
device/problem exemption.

94. What are the avail able data fields?

Primary fields are patient, device, product and evaluation codes. See
Input template for complete list.

95. Isthere a controlled vocabulary?

Patient, device, product and evaluation codes come from list maintai ned
by CDRH. They correspond to the codes captured in MAUDE.

96. Exportability

Y es and frequently done

97/ User Profile

CDRH - Division of Post-Market Surveillance, Division of Surveillance
Systems

98. How are the reports used?

Reports ostensibly used to monitor incidence of events, however, most
problems are so well known that reports require and prompt little follow
up. Unusual change incidence would prompt follow up investigation. Use
of system till evolving. May be opportunity to improve existing
reports/reporting function. Most assessment done by exporting data and
performing specialized analysisin Excel or other software.

99. Report Dissemination

CDRH - Division of Post-Market Surveillance, Division of Surveillance
Systems.

100. Primary Goal

Monitoring of known medical devices problems.

101. Linkable to Detail/Integration

Some reports available providing comparative statistics/trends between
MAUDE and ASR, however, ASR and MAUDE software and data are
not currently connected. Integrating data would allow a complete search
of all eventsrelated to a specific product type, manufacturer etc..
Currently, reports of exempted product/problem combination are kept
separately in ASR, requiring separate querying.

Facilities reporting to MedSuN may previously have reported to
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MAUDE. Manufacturers still required to report to MAUDE (through
MedWatch). Therefore, if a manufacturer becomes aware of an error
within a MedSuN participating facility, it is possible that a report of the
same error would be made to MAUDE by the manufacturer and MedSuN
by the facility. Note that the post-market surveillance follow up on the
MAUDE report may produce information useful to the MedSuN team.

102. HIPAA Compliant

No protected health information collected

Note:

In contrast to MAUDE requirements, manufacturers are required to
submit patient and device codesin ASR reports.

In the past year, FDA received approximately 50,000 reports in summary
format.




BPD

Reporting or Database System:
Program ID:

Biological Product Deviation Reporting (BPDR) System (BIODEV)

Part |. Data Acquisition:

A. General Information

1. Report Title

Biological Product Deviation Report

2. Internet Location: http://

http://www.fda.gov/cber/biodev/biodev.htm

3. Host Organization(s)

The Food and Drug Administration (FDA), Center for Biologics Evaluation and
Research (CBER)

4. Primary contact information
(e.g. Address, Phone)

Stan Pawlowski, (301) 827-2728, pawlowski @cber.fda.gov

B. Overall System Features

5. System purpose/mandate

(any information onrolein
mission, leadership support,
integration with quality assurance
activities and history)

FDA/CBER is responsible for regulatory oversight of the U.S. blood supply.
FDA promulgates and enforces standards for blood collection and for the
manufacturing of blood products, including both transfusible components of
whole blood, pharmaceuticals derived from blood cells or plasma, and related
medical devices. CBER works closely with other parts of the Public Health
Service (PHS) to establish blood standards, and to identify and respond to
potential threats to blood safety or supply. The Biological Product Deviation
Reporting system is one method CBER uses to monitor product deviation in
manufacturing of products, including testing, processing, packing, labeling, or
storage, or with the holding or distribution of alicensed biological product or a
blood or a blood component, in which the safety, purity, or potency of a
distributed product may be affected. There are approximately 25,000 reports
submitted per year. Electronic reporting just started in June 2001.

On Nov. 7, 2000, the FDA published afinal rule to amend the requirements of
reporting errors and accidents in manufacturing of products. The amended
regulation at 21 CFR 600.14 and the new regulation at 21 CFR 606.171 require
reporting of any event associated with the manufacturing, to include testing,
processing, packing, labeling, or storage, or with the holding or distribution of a
licensed biological product or a blood or ablood component, in which the safety,
purity, or potency of adistributed product may be affected. To facilitate
reporting, the FDA developed a standardized reporting format that may be
submitted electronically or in paper form by mail. The BPDR is used to collect
this information. Licensed manufacturers, unlicensed registered blood
establishments and transfusion services are required to report (must have FDA
Establishment Identifier or CLIA #). FDA Consumer Safety Officials then
monitor the information coming into BPDR, conduct analyses and take
appropriate actions. The Biologics Compliance Information System (BCIS), of
which BPDR is apart, also contains functions for "Recall Alert Information",
"Recall Tracking Information" and "Enforcement Action Information”.

6. What is the geographic scope of
data collection (national, state,
local, facility etc)?

The scope of the BPD system covers the US and miilitary facilities overseas.

7. What is the unit of data entry
(e.g., event, patient, product)?

'The unit of data entry isabiological product deviation which includes deviations

and unexpected events that may affect distributed products.




Reporting or Database System:
Program ID:

Biological Product Deviation Reporting (BPDR) System (BIODEV)

8. Who is allowed/required to
input information?

Licensed manufacturers of blood and blood components including source
plasma, unlicensed registered blood establishments, and transfusion services are
required to report any event associated with biologics, including blood and blood
components and source plasma, that represents a deviation in manufacturing to
the BPD system. Specifically, the manufacturer who had "control" over the
product when a deviation or event occurred must submit the report. Control
includes occurrence at manufacturer's facility or any facility under contract with
manufacturer. Can aso do viamail or fax

All hard copies are entered into the BCIS database by a data entry clerk. All web
copies are stored in FDA UUNET, transferred to CBER 1x/day, FDA analysts
pull up BIODEV (web) reports viaBCIS, then has ability to accept, reject
(duplicate), pending (notes button for email to firm). Analysts are notified of
possible duplicates when the EIN and tracking number are checked.

Coding of events - getting better. Used to write narrative, then assign codes.
Now, allow usersto enter codes. If code incorrectly, then analyst sends e-mail as
feedback to correct code.

Most of the time - no harm to patient - has potential to harm. Sometimes even if
infused in patient, no harm.

9. What are the regulations/laws
affecting
reporting?

'The Food and Drug Administration amended the regulation at 21 CFR 600.14 for
licensed biological products, and added arequirement at 21 CFR 606.171
applicable to al manufacturers of blood and blood components. Requires
reporting of any event associated with the manufacturing, to include testing,
processing, packing, labeling, or storage, or with the holding or distribution of a
licensed biological product or a blood or a blood component, in which the safety,
purity, or potency of adistributed product may be affected. These events include
deviations from current good manufacturing practices, applicable regulations,
applicable standards, or established specifications that may affect the safety,
purity, or potency of adistributed product. In addition, any unexpected or
unforeseeable event associated with manufacturing that may affect the safety,
purity, or potency of adistributed product must be reported. The reports must be
submitted as soon as possible but not to exceed 45 calendar days from the date
the manufacturer acquires information suggesting that a reportable event has
occurred. 21 CFR11 — transmission requirements.

Required form for input is OMB Form FDA 3486.

10. Does the system allow
for/require anonymous input? If
yes, describe. (include any
conseguences to contributor for
reporting, confidentiality policies
that apply to entered data)

The FDA isrequired under the Freedom of Information and Privacy Acts (SEC
552, Title 5, USC) (PL 93-579) to delete, prior to public disclosure, any
information that constitutes trade secrets, and confidential, commercial, or
financial information; and any personal, medical and similar information that
would constitute a clearly unwarranted invasion of personal privacy. Included in
the deletion requirements are all identification of the reporters and user facilities
associated with the events. All requests for reports for BPDR system go through
the FDA FOIA office.

11. What is the mode of data
acquisition or input (mail, web
form, phone etc)?

Form 3486. The report can be sent by mail to:

Director, Office of Compliance and Biologics Quality (HFM-600)
Center for Biologics Evaluation and Research

1401 Rockville Pike, Suite 200N

Rockville, MD 20852-1448 or

submitted electronically viathe web at:
http://www.fda.gov/cber/biodev/biodev.htm




Reporting or Database System:
Program ID:

Biological Product Deviation Reporting (BPDR) System (BIODEV)

12. What are the methods of
editing information (e.g.
correcting/add more information to
records)

IAmended or follow-up reports can be sent viaregular mail or e-mail. Follow-up
information is tracked in the Remarks section of the BCIS system and the Web
Notes window. These are used for internal communication by FDA staff. The
system also has a status flag - accepted, rejected, not reviewed, and pending.
These flags are used by CBER staff to track areport and to follow-up with
reporter if necessary.

13. Where isthe collected data
stored (name of database, number
of data storage locations)?

After a user has entered all required BIODEV information, the report can either
be saved or submitted to the FDA. Users receive a confirmation number to
identify saved reports. Saved reports can be edited, but are automatically deleted
if they are not completed and submitted to FDA/CBER within 30 days of
creation. Once areport is submitted it is no longer available to the reporting
facility for update. Mailed information is entered into the biological product
deviation module (BPD) of the Biologics Compliance Information System
(BCIS) - an Oracle 7.3.4 database-by CBER staff. CBER staff also accepts web-
based reports via this system. The BCIS not only collects the reporting data, but
tracks recall alerts, enforcement actions, and maintains alist of non-blood
facilities for use by CBER. Note that the dataisinitially stored at UUNET, then
an automated procedure pull the datainside FDA firewall.

14. How often isthe system
revised (annual, semi-annual etc)?

As needed, but done approximately quarterly

15. What are the methods for
system revisions (e.g. internal
review and design only, design
under contract, with or without
customer input)?

User feedback or change to FDA business rules with approval by BCIS control
board

16. What are the minimal interface
requirements for contributors (e.g.
phone, internet access, certain
level of PC memory)?

Contributors can either mail the BPDR or enter the information in an on-line web
browser form. Netscape or 1E 4.0 or higher

17. What new features are being
planned and/or are on wish lists?

* To allow usersto query their submission history - individual reports and
aggregate information. Dependent on having an ID/PW protection system.

* To Require User ID/PW for web access; currently Consumer Safety Officer at
FDA does have user id and password to get into BCIS system, but no ID
required to enter reportsinto BIODEV.

\Wish list would include wanting to have list of facilities, hospitals, size of
facilities - ways to identify who is reporting and who is not reporting
(denominator information)

C. Potential to link to other
infor mation systems

18. Isinformation from this system
linked to other systems (including
State or other Federal Reporting
Systems? If yes, which datais

Potential link to MERS-TM - both dealing with blood related issues ** Seelast
row at bottom of spreadsheet for narrative of how BPDR differs from MERS-
™

linked?




Reporting or Database System:
Program ID:

Biological Product Deviation Reporting (BPDR) System (BIODEV)

D. Fieldsrelated to
contributor/participant
Infor mation:

19. What types of contributors are
included in data acquisition? List
fields that indicate who/what
facility submitted the data.

Only those facilities that have been issued a Central File Number (CFN), FDA
Establishment Identifier (FEI), or Clinical Laboratory Improvement Act number
(CLIA). The number is validated against a list of existing entries. If the report is
from an unidentified facility, then there is follow up to determineif there wasa
data entry error or if the facility should be added to the valid manufacturer list.
*(S) A.2 - Reporting establishment identification number - unique ID used to
identify facility

CFN Number, FEI Number, CLIA Code [type required for on-line access,
otherwise enter in appropriate field on mail-in form]

In addition to above - the following fields are pulled from the registration
information on each facility:

Facility unique identifiers: registration number, (CFN - Central File Number - a
7 digit number ), or FDA Establishment Identification (FEI - which may be up to
10 digits assigned to your facility if you have completed an FDA Form #2830 for
blood establishments, FDA Form #2656 for drug manufacturers or FDA Form
#2891 for device manufacturers. If you have alicense number you will also have
a registration number), or CLIA number - a 10 character number that is assigned
by Center for Medicare and Medicaid Services (CMS - formerly HCFA) to
facilities who are eligible for Medicare reimbursement. Only provide this
number if you do not have a registration number etc Numbers assigned by Field
Accomplishments and Compliance Tracking System maintained by ORA

(P) Establishment identification number type - type of number entered in A.2

- see above

20. |'s participation mandatory or
\voluntary?

Mandatory for the facilities and under the conditions specified in the federal
regulations. Seeitem 9.

21. List fields related to
contributor/participant contact
information

From Reporting establishment information in A.1

*(N) - Point of contact name — Name of the person who is the point of contact
for the report

*(N) - Telephone - telephone number of the person who is the point of contact
(N) - Email address of contact — e-mail address, if available, of the person who
is the point of contact

22. List fieldsrelated to facility
contact information (include type
of facility, teaching status, id
information)

*(N) A.1 - Reporting Establishment Name:

Street Address Line 1

Street Address Line 2

City

State

Zip Code

Country [not required]

Point of contact

Telephone #

E-mail [not required

Defaults from registration information

Reporting Establishment Parent Name - Local Red Cross under license of
IAmerican Red Cross - legal name of facility they are operating under
Reporting Establishment Province Name

Reporting Establishment Foreign Postal Code

23. List fields related to distributor
contact information

N/A




Reporting or Database System:
Program ID:

Biological Product Deviation Reporting (BPDR) System (BIODEV)

24. List fieldsrelated to
manufacturer contact information

Facility = Manufacturer in this reporting system. Definition of manufacturer is
specified in regulation.

E. Fieldsrelated to Provider of
Care |nformation:

25. List fields related to Provider  [N/A
of Care identification
26. List fields that identify types of N/A

care providersincluded in system

F. Fieldsrelated to Patient
I nfor mation:

27. List fields related to
identifying patient - initial data
entry (e.g. SSN, initials, system-
assigned I D etc)

Not included- forminstructions, "DO NOT include donor, patient, or employee
personal identification information or other confidential information"

28. List fields related to patient
contact information (e.g. address,
Zip code, county, region)

N/A

29. List fields related to patient
demographics (e.g. age, sex, race)

N/A

30. What patient identification is
retained after verification of event
information (e.g. al contact
information or pseudo id assigned,
is patient ID available for follow-
up/outcome information)

N/A

31. List fields related to pre-
existing conditions and/or medical
history of patient

Could beincluded in these:

* (N) B.5 - Description of BPD — Describe the event in detail, including
description of what happened and a summary of all relevant information
(labeling, test results, reason for donor deferral, etc.). Do not include any
confidential information, such as patient, donor, or employee names

* (N) B.6 - Description of Contributing Factors or Root Cause. Describe all
contributing factors or root causes of the deviation or unexpected event. Please
indicate, if after investigation, aroot cause cannot be determined. Use page 3 for
additional space.

*(N) B.7 - Follow-up field: describe intended long-term and short-term follow-
up action plans.

32. List fields that capture the
clinical condition of patient at time
of event

Could beincluded in these:

* (N) B.5 - Description of BPD — Describe the event in detail, including
description of what happened and a summary of all relevant information
(labeling, test results, reason for donor deferral, etc.). Do not include any
confidential information, such as patient, donor, or employee names

* (N) B.6 - Description of Contributing Factors or Root Cause. Describe all
contributing factors or root causes of the deviation or unexpected event. Please
indicate, if after investigation, aroot cause cannot be determined. Use page 3 for
additional space.

*(N) B.7 - Follow-up field: describe intended long-term and short-term follow-
up action plans.

33. List fields related to
financial/charge information (e.g.
length of stay, charge or payment
for care, insurance coverage -

N/A




Reporting or Database System:
Program ID:

Biological Product Deviation Reporting (BPDR) System (BIODEV)

Medicare, Medicaid, private,
CHAMPUS, uninsured etc)

34. List any other types of
information collected about the
patient

N/A

G. Fieldsrelated to
Event/Error/Product
Infor mation:

35.Type of eventsincluded (e.g.
drug, device, biologic, vaccine,
nosocomial infection, surgery
mishaps, etc)

Any event associated with manufacturing to include testing, processing, packing,
labeling, or storage and the holding or distribution of blood or blood component.
The event must have the potential to affect the purity, safety or potency of a
distributed biological product. Deviations and unexpected events that occur after
release or distribution of products from the blood establishment, including those
related to the administration of blood or blood components are not reportable
under 21 CFR 606.171. If patient dies as result of problem - reportable under 21
CFR 606.171

36. List fields associated with
medication-related events (e.g.
drug name, dose, dates of therapy)

N/A

37. List fields associated with
medical device-related events (e.g.
brand name of device, type of
device, usage, manufacturer name,
operator of device)

N/A

38. List fields associated with
\vaccine related events

N/A

39. List fields associated with
infection related events

N/A

40. List fields associated with any
other type of event. List type of
event.

Blood Related Unit/Product. (P) C.1 Type of Product Blood - includes products
manufactured by blood and plasma establishments, such as whole blood, red
blood cells, fresh frozen plasma, platelets, plasmafor further manufacture and
Source Plasma Non-blood — includes products manufactured by a facility other
than blood establishments, such as vaccines, therapeutics, allergenics, in-vitro
diagnostics, and plasma derivatives. For Blood related-- (N)Total number of
units - Info on up to 18 different unit #s can be entered; reflects total number of
components potentially affected. For example, if one unit of whole blood was
manufactured into Red Blood Cells, Fresh Frozen Plasma and Platelets, the total
number of unitsis 1(N) - Unit # - donor or bleed number(FF) — Collection
date(MM/DD/YY YY) - date unit was collected(FF) - Expiration
date(MM/DD/YY YY) - date the component expires(S) - Product Code - code
that identifies the blood product [approximately 50 codes for blood products;
approximately 1650 for non-blood products - these are broken down into the
following categories: Allergenics, Derivatives,In-Vitro Diagnostics,
Therapeutics, and Vaccines] Use the code Y'Y 01 for products for further
manufacture, such as recovered plasma. Use the code DBOO for products not
listed on the Blood Product Codes list, such as IVIG or abumin (if the blood

establishment distributed it) and specify the product in the comments section.




Reporting or Database System:
Program ID:

Biological Product Deviation Reporting (BPDR) System (BIODEV)

40. List fields associated with any
other type of event. List type of
event. (continued)

(N) - Disposition - description of disposition — DO NOT list any products that
were not distributed

Allowablelist in BCIS:

Specify if the unit was distributed:

In-house (I1H) - distributed from the blood bank within a hospital to another
department, e.g., emergency room, surgery, nursing floor, etc.

'To another facility (AF) - distributed from a blood center to a hospital, from one
hospital to another, or from a blood or plasma establishment to a manufacturer of
biological products other than blood and blood components.

\Valid dispositions are;

No information - product distributed, information regarding final disposition not
available at time of reporting

Corrected by consignee - product distributed and deviation corrected by
consignee

Destroyed by consignee - product distributed and destroyed by consignee
Expired - product distributed and is now expired, no other information available
Returned and corrected - product distributed, returned to manufacturer and
deviation corrected

Returned and destroyed - product distributed, returned to manufacturer and
destroyed

Sent for further manufacturing - product distributed for further manufacture
Sent for further manufacturing of non-injectable products only - product
distributed for further manufacture into non-injectable products only
Transfused - product distributed and transfused to a patient

Other - if other is selected, please explain in Additional Comments

(P) - Notification - whether consignee was notified

Y, N, RN (reverse notification - if consignee notified reporter)

/Additional Comments (not clear on form)

For Non-blood related - (N) - Total number of lots - Info on up to 18 different
unit #s can be entered; reflects total number of potentially affected lots

(N) - Lot #

(FF) - Expiration date(MM/DD/YY YY)

(N) - Product type - on form it is narrative. IN BCIS -

allergenics

derivatives

in-vitro diagnostics

therapeutics

\vaccines

(S) - Product code (Enter size of coding system)

(N) - Disposition - on form it is narrative. IN BCIS -

destroyed by consignee

distributed

expired

returned and destroyed

returned and reworked

sent to distributor

other

(P) - Notification

Y,N Use comments section if do not have all of the required fields for at least
one of the affected components.




Reporting or Database System:
Program ID:

Biological Product Deviation Reporting (BPDR) System (BIODEV)

41. List fields that allow input
and/or classification of the
event/harm (narratives, problem
codes, adverse event terms)

* (N) B.5 - Description of BPD - Describe the event in detail, including
description of what happened and a summary of all relevant information
(labeling, test results, reason for donor deferral, etc.). Do not include any
confidential information, such as patient, donor, or employee names

* (N) B.6 - Description of Contributing Factors or Root Cause. Describe all
contributing factors or root causes of the deviation or unexpected event. Please
indicate, if after investigation, aroot cause cannot be determined. Use page 3 for
additional space. There are no specific cause codes defined in BPD.

* (N) B.7 - Follow up: action plan for follow-up. Describe the intended short
term and long term follow-up action plans, if applicable. Any corrective actions
identified do not have to be implemented at the time of filing this report. If
consignee notification or product retrieval was performed, please include the
date and method (letter, telephone, fax, etc.) of notification. Use page 4 for
additional space.

* (S) B.8 - BPD code - 6 character code made up of three levels. Thefirst level
(XX) identifies the system affected in which there was a breakdown or failure,
which resulted in the distribution of an unsuitable

product. The second level (YY) of the codeis a subset of the system affected.
The third level (ZZ) contains more detailed information regarding the BPD.
Sel ect the code that most closely describes the deviation or unexpected

event (seelist of Deviation Codes). If you cannot determine the appropriate
code, enter question marks. For example ??-?7?-?? or LA-?7?-7?

Blood Codes are divided into the following major categories:

Donor Suitability:

PD - Post Donation Information - 82 codes

DS - Donor Screening - 197 codes

DD - Donor Deferral - 127 codes

BC - Blood Collection - 16 codes

CP - Component Preparation - 26 codes

L aboratory Testing:

VT - Viral Testing - 17 codes

RT - Routine Testing - 19 codes

LA - Labeling - 47 codes

QC - Quality Control and Distribution - 85 codes

M1 - Miscellaneous - 10 codes

Non-Blood Codes are divided into the following:
IM - Incoming Material Specifications - 12 codes
PC - Process Controls - 21 codes

TE - Testing - 14 codes

LA - Labeling - 16 codes

PS - Product Specifications - 25 codes

QC - Quality Control and Distribution - 11 codes
M1 - Miscellaneous - 1 code

IAdditional Information (about specific unit)
Comments (genera information - if over 18 units, enter the additional
information here)

42. List fields associated with
when the event occurred

(N) B.2 - Date BPD occurred
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43. List fields associated with
tracking the time between the
event, when reported, when acted
upon etc

FDA USE ONLY at top of mail in form:

(N) - Date Received

(N) - Date Reviewed

InBCIS

(FF) - Entered date (MM/DD/YYYY)

(FF) - Reported date (MM/DD/YYYY)

(N) B.2 - Date BPD Occurred - instructions say to use MM/DD/YYY'Y format
*(N) B.3 - Date BPD discovered - The date the deviation or unexpected event
was discovered. The date discovered is the date you acquire information
reasonably suggesting that a reportable event has occurred. If the event occurred
at your contractor, the date of discovery is when the contractor learns about the
deviation or unexpected event. Please enter using the format mm/dd/yyyy

*(N) B.4 - Date BPD reported - corresponds to reported date in BCIS. The date
the report is submitted.

44. List fields associated with
where the event occurred

Can either be A.1 Reporting establishment information - see item 19 above
OR 'Deviation establishment'

*A.3 If the BPD occurred somewhere other than the reporting facility.

(N) - Establishment name

(N) - Street Address Line 1[not required]

(N) - Street Address Line 2 [not required]

(N) — City

(N) — State

(N) - Zip Code [not required]

(N) — Country

(S) A.4 - Establishment identification number

(P) Establishment identification number type — type of number entered in A.4
CFN Number, FEI Number, CLIA Code [type required for on-line access,
otherwise enter number in appropriate field on mail-in form]

In addition to above, the following fields are pulled from initial registration
information:

Deviation Establishment parent name - ?

Deviation Establishment province name

Deviation Establishment foreign postal code

* (S) B.8 BPD code

45. List fields associated with
patient diagnosis, care, treatment,
tests, and other follow-up provided
to patient because of the event

Could beincluded in these:

* (N) B.5 - Description of BPD

* (N) B.6 - Description of Contributing Factors or Root Cause

* (N) B.7 - Follow-up field: describe intended long-term and short-term follow-
up action plans.

* (S) B.8 BPD Code

46. List fields related to follow-up
of event that are not associated
with a particular patient

(medi cation/manufacturing/policy
actions to correct/update event)

*(N) B.7 - Follow-up field: describe intended long-term and short-term follow-
up action plans.

47. List fields related to the
outcome of event

Could beincluded in narrative of thisfield

*(N) B.7 - Follow-up field: describe intended long-term and short-term follow-
up action plans.

(N) C.1, C.2 - Disposition (see item 40 for list of dispositions)

(P) C.1, C.2 - Notification- Y,N, RN
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48. List any other fieldsrelated to
the event or any other information
collected by the reporting system
(e.g. root cause analysis,
investigations)

After reviewing the entry of a BioDev Web report, the person at BCIS
determinesif it isvalid. If valid, the user presses the transfer button to transfer al
available and appropriate info to the BPD Data table. When all required fields
are completed, user presses Save button to save the BPD report to BCIS.

BPD ID - generated when BPDR is saved to system

BPD No - generated when BPDR is saved to system - status flag changed to "A"
for accepted.

/Also B.1 - Establishment tracking # - user defined number used for internal
report identification This number could consist of no more than 14 numbers
and/or characters.

/Additional comments - use this section to further explain any missing
information or product information such as product code, product disposition, or
notification. If multiple units have the same information (i.e., collection date,
expiration date, product, disposition and notification) enter the information for
the first unit number and list the additional unit numbersin this section. If more
than 18 units were potentially affected, enter the product information for the first
18 units and enter the remaining unit numbers in this section.

Would like to use MERS-TM Root Cause Codes.

H. Implications

49. Integration with other systems

See MERS-TM/Electronic Biological Product Deviation System Interface
Feasibility Study dated 11/16/01 — preliminary findings are that varying formats
and input rules make building asingle portal interface less feasible. (p.15)
Integrates with other CBER system to get facility information linked to CFN and
FEI #. Regulatory Management System - Biological License Application, and
RMS -Blood Establishment Registration. Connecting to get facility information
from these.

50. What are the methods used to
de-identify data?

Done manually at FDA FOIA office according to CBER regulations.

51. Technical information

Part Il. Data Structure & Storage:

|. Facility/L ocation

52. What is the address of data
storage facility?

53. What is the Facility type (3rd

room, someone’s cubicle)?

party data center, secured computer

3rd party data center

54. |s there a network interconnect
for physically distributed systems?

Internet

55. What type (private lines, VPN,
Internet) of network interconnect?

Internet

56. What is the network protocol
(TCP/IP, IPX, etc.)?

57. What is the bandwidth of
network interconnect (dial-up,
ISDN, T1, T3, etc.)?

58. Network (WAN) topology,
including diagram if available
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59. Who designed the system?
\Who operates the system?

J. Data Storage System / Server

60. Who is the manufacturer (Sun,
HP, IBM, Compag, €tc.)?

61. What is the model number (Sun
Enterprise 10000, HP 9000, etc.)?

62. What is the number/speed
(Mhz) of processors?

63. How much memory (Gb), is
available?

64. What isthe disk —
manufacturer, amount (Gb) & type
(SAN, RAID Array, etc.)?

65. What operating system is used
(e.g. Sun Solaris 2.6.1)?

K. For Each Application

66. What commercia off-the-shelf
(COTS) software (e.g. RDBMS,
Query/Reporting Tools, etc.) is
utilized?

Cold Fusion; Oracle 7.3.4

67. What custom-programmed
application software is utilized?
Using which language(s) (e.g.
C,C++, PERL, ASP, VB/COM)?

SQL; HTML; Cold Fusion

68. Which categories best describe
this system?

Internet Web Application

- Isthere an Operational Data
Store?

No

- Isthere an all-encompassing data
warehouse versus focused data
mart(s)?

No

- Isthere an Online Transaction
Processing (OLTP) system
utilizing a normalized relational
database design?

No

- Isthere a data warehouse
utilizing a normalized relational
database design?

No

- Isthere adimensional data
warehouse utilizing a star schema

No

design?
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Program ID:

Biological Product Deviation Reporting (BPDR) System (BIODEV)

- Isthere astatistical analysis
system utilizing flat files, either
raw dataor in aformat intrinsic to
the system (e.g. SAS or SPSS
internal system format)?

No

- Isthere an Online Analytical
Processing (OLAP) utilizing
denormalized relational design
such as star-schema or snowflake
schema?

No

- Isthere an OLAP system
utilizing multidimensional design
(e.g. hypercubes)?

No

- Are there other structured data
formats, such as XML, HTML, or
other?

No

69. How is the data structured?

- Isthere an event occurrence
(EO) table with one row per event?

-Isthere a person table with one
row per person, linked to events by
PERSONID?

- Isthere an adverse-event (AE)
taxonomy table, with one row per
event type, linked one-to-many to
the EO table by AEID?

70. How much disk spaceis
currently allocated to the system?

71. How much disk spaceis
available on this system?

L. For Each Major Data
Structure

72. What is the width of the table/
file/ subject data area (bytes)?

73. How many data elements
(approximate) in the table/file/
subject data area?

74. What is the raw data record
size (bytes) or structured raw data
such asHTML or XML?

75. What is the approximate
number of rowsin the table, or
observat