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Abstract

The operational engine of a pharmacovigilance department is the
processing of Individual Case Safety Reports (ICSRs), a highly
structured, assembly-line workflow required to transform raw safety
information into a valid regulatory submission. The lifecycle begins
with Book-in and Triage, critical steps that establish the "Day 0"
regulatory clock and prioritize cases based on seriousness and
reporting timelines. The core processing phase involves Data Entry,
where clinical details are transcribed into structured database fields,
and Narrative Writing, where the medical story is synthesized into a
coherent chronological summary. To ensure accuracy and
consistency, every case undergoes a rigorous Quality Review (QR)
before medical assessment. Beyond the initial processing, active
Follow-up procedures are essential. Safety teams must exercise due
diligence to query reporters for missing information, transforming
incomplete reports into medically assessable cases. This entire
process is governed by strict compliance standards, ensuring that
every valid adverse event is captured, assessed, and reported to
health authorities like the FDA and EMA within the legally mandated
7-day or 15-day windows, preventing regulatory non-compliance
and ensuring continuous safety monitoring.
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Learning Objectives

After completion of the chapter, the learners should be able to:

e  Execute the case intake process, establishing the "Day 0"
clock and verifying the four criteria for case validity.

e  Triage incoming safety reports to prioritize processing
based on seriousness and regulatory reporting deadlines
(7-day vs. 15-day).

e  Construct a coherent medical narrative that accurately
synthesizes clinical data, chronology, and outcomes from
source documents.

e  Perform a Quality Review (QR) of safety cases to ensure
data accuracy, coding consistency, and narrative logic.

e  Demonstrate due diligence in follow-up procedures to
obtain missing medical information from reporters.

THE CASE PROCESSING LIFECYCLE

he management of Individual Case Safety Reports

(ICSRs) acts as the operational engine of the

pharmacovigilance department. It is a highly
structured, assembly-line process designed to transform a raw,
often chaotic piece of medical information into a standardized
regulatory report suitable for submission to health authorities.
This lifecycle begins the precise moment a pharmaceutical
company or its representatives become aware of an adverse
event. The initial stages of this process, specifically Book-in and
Triage, are arguably the most critical steps in the entire
workflow because they establish the regulatory clock. A failure
or delay at this entry point can result in a late submission to
health authorities, triggering compliance findings and potential
regulatory inspections.

Book-in and Registration: The Front Door

The first step in the lifecycle is Book-in, also frequently
referred to as Registration or Intake. This is the formal process
of logging the receipt of safety information into the company's
central safety database. The specific calendar date on which any
employee of the company first receives the information is legally
defined as "Day 0." Regulatory clocks for expedited reporting,
which mandate submission within seven or fifteen days
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depending on seriousness, start ticking immediately from Day
0, not from the day the data entry begins or when the safety
physician reviews the case. Therefore, accurate and immediate
timestamping is essential. Whether the report arrives via email,
fax, telephone, literature search, or an electronic gateway, it
must be date-stamped to establish this legal timeline. This strict
adherence ensures that the company remains compliant with
global reporting obligations.

1. Receipt 2. Triage 3.Datakntry \\4.QC Review
Day 0 Prioritize Coding & Narr. Verification

Figure 8.1: The Case Processing Workflow

Upon receipt, the intake team must determine if the
incoming information constitutes a valid case. A safety report is
only considered valid for processing if it contains the four
minimum criteria, often remembered by the mnemonic PRED.
The first essential element is an identifiable Patient, which can
be established through initials, age, gender, or a patient
identification number. The second element is an identifiable
Reporter, such as a doctor, nurse, pharmacist, or consumer, who
can confirm the event and acts as a point of contact for follow-
up. The third element is a specific Adverse Event, describing the
negative medical outcome or symptom. The fourth and final
element is a suspected Drug, specifically the company's
medicinal product. If any single one of these four elements is
missing, such as a doctor reporting that a patient had a stroke
but refusing to identify the specific drug used, the case is
considered invalid. Invalid cases cannot be submitted to
regulators because they lack the basic information required to
assess safety. In such instances, the safety team attempts to
query the reporter to obtain the missing information, but the
regulatory clock does not formally start until all four elements
are present.

Once a case is deemed valid, the next critical step is the
duplicate search. Patients often interact with multiple healthcare
providers during a medical crisis, and a single adverse event
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might be reported independently by a general practitioner, a
specialist, a pharmacist, and even the patient themselves. If these
reports are entered as four separate cases, it artificially inflates
the drug's risk profile, making the drug appear more dangerous
than it truly is. The Book-in team searches the safety database
using demographic identifiers like gender, date of birth, event
date, and reporter name to see if this patient and event already
exist in the system. If a match is found, the new information is
processed as a Follow-up to the existing Case ID, enriching the
current record. If no match is found, a new unique Case ID is
generated, commencing the lifecycle of a new report.

Table 8.1: Minimum Validity Criteria for ICSRs (PRED)

Element Requireme Description Invalid

nt Example

Patient  Identifiable = Must have at "A person took
least one the drug..." (No
identifier: demographics
Initials, Age, provided).
Gender, DOB,
or Patient ID.

Reporte Identifiable A named "Anonymous

r source (HCP caller" with no
or Consumer)  phone number
with contact or address.
details for
follow-up.

Event Description A specific "Patient felt
adverse unwell" (Too
outcome, vague) or
symptom, or "Patient died"
diagnosis. without cause

(sometimes
valid, but poor).

Drug Suspected  The specific "Patient took a
company painkiller”
product (Unknown if it
(Brand or was the

Generic name).
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Triage and Prioritization: Sorting for Speed

After a case is booked in and assigned a unique number, it
moves to the Triage phase. Triage is a term borrowed from
military medicine meaning "to sort," and in pharmacovigilance,
it refers to the strategic sorting of cases based on urgency.

Table 8.2: ICSR Workflow Steps and Objectives

Step

1. Intake

(Book-
in)

2. Triage

3. Data
Entry

4.
Quality
Review

5

Medical
Review

6.

Submissi

on

Objectiv
e

Establish
Regulato
ry Clock.

Determin
e
Priority.

Digitize
Clinical
Data.

Verify
Accuracy

Assess
Medical
Logic.

Complia
nce.

Key Activity

Stamp "Day 0",
check Validity
(PRED), search
for duplicates.
Assess
Seriousness
(Fatal/LT vs
Other) to set
the deadline.
Transcribe
source docs,
MedDRA
coding, write
Safety
Narrative.
"Four-eye"
check of entry
against source
documents.
Confirm
Seriousness,
determine
Causality and
Expectedness.
Generate E2B
file, transmit
via gateway to
FDA/EMA.
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Quality Gate

Is the case valid?
Is it a duplicate?

Is this a 7-day or
15-day case?

Are all dates and
doses accurate?

Feedback loop to
entry staff if
errors found.

Company
Causality
Assessment
(Related/Not
Related).
Receipt of ACK
(Acknowledgme
nt) file.
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Given the strict deadlines imposed by health authorities,
safety departments cannot process cases in a simple
chronological order.

Patient Reporter
Identifiable Source

Event Drug

Adverse Outcome Suspected Product

Figure 8.2: The Four Criteria for a Valid Case

The Triage officer, typically a senior safety associate or a
nurse, reviews the source documents to perform a preliminary
seriousness assessment. They scan the narrative for the six
regulatory criteria of seriousness. Specifically, they look for
events resulting in death, life-threatening conditions, inpatient
hospitalization or prolongation of existing hospitalization,
persistent or significant disability, congenital anomalies, or
other medically significant events. If the event meets any one of
these criteria, the case is flagged as Serious and moved to the
Expedited workflow. This designation ensures that the most
critical cases are prioritized for immediate data entry and
medical review, targeting a submission timeline of seven or
fifteen days. Conversely, non-serious cases, such as mild
headaches or nausea that do not require hospitalization, are
routed to a Non-Expedited or routine workflow, which typically
allows for a longer processing timeline, often up to thirty or
ninety days depending on company procedures.

During triage, the case is also categorized by its source type,
as this dictates the processing rules and causality assumptions.
Solicited cases originate from organized data collection systems
like clinical trials or patient support programs. These cases
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require strict causality assessments and reconciliation with
clinical databases. Spontaneous cases come unsolicited from
healthcare professionals or consumers in the real world. These
reports are unique because regulators often view them as having
an implied causality; the reporter would not have taken the time
to report the event unless they suspected the drug was involved.
Additionally, the triager identifies special scenarios that require
specific handling, such as pregnancy reports, lack of efficacy, or
product quality complaints, routing them to specialized teams if
necessary. A properly triaged case ensures that the limited
resources of the safety department are focused on the highest-
risk reports first, guaranteeing compliance with global
regulatory timelines.

FOLLOW-UP PROCEDURES AND QUERY
MANAGEMENT

he lifecycle of a safety case rarely ends with the initial

report. In the real world of clinical practice, the first

notification of an adverse event is often fragmentary.
A physician might report a "severe allergic reaction" to a sales
representative in a hallway conversation, or a consumer might
call a helpline to report a rash without mentioning their age or
other medications. While this initial information acts as the
spark that creates the case, it is often insufficient for a
meaningful medical assessment. Therefore, the active pursuit of
missing information known as Follow-up is a fundamental
responsibility of the pharmacovigilance department.

The Imperative for Follow-up: From Validity to Assessment

The primary objective of follow-up is to transform a "valid"
case into a "medically assessable” case. An initial report might
contain the minimum four elements (Patient, Reporter, Event,
Drug) required for regulatory submission, but it often lacks the
nuance needed to determine causality. For instance, if a patient
suffers liver failure while on a study drug, the safety physician
cannot definitively attribute it to the drug without knowing the
patient's alcohol history, their baseline liver enzymes, and
whether they were taking other hepatotoxic medications.
Follow-up is the investigative process of retrieving these
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