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Study description
The objective of this study is to estimate the risk of agranulocytosis associated
with the use of drugs. Agranulocytosis is a serious condition, with an estimated

incidence of 1.6:1 million to 7.0:1 million inhabitants per year.1,2 Case fatality



is around 10%, but this may depend to a large extent on the availability of
prompt antibiotic treatment. Almost all classes of medicines have been
implicated in agranulocytosis. Since 1980, a case-control surveillance study of
Agranulocytosis has been carried out in the metropolitan area of Barcelona.
With the aim of identifying all cases of agranulocytosis occurring in the study
population. Our centre maintains regular contact with a designated
hematologist of all hospitals in the area. Potential cases are patients with a
granulocyte count of <500/mm3, or a total white series count of <3,000/mm3
in two consecutive counts, with a hemoglobin level of 10 g/dl and a platelet

count of 100,000/mm3.
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Study timelines

Date when funding contract was signed
Planned: 01/01/1980

Study start date
Planned: 01/01/1980

Data analysis start date
Planned: 01/01/1986

Date of final study report
Planned: 31/07/2015

Sources of funding
e Other

More details on funding

Agencia Espafnola del Medicamento

Regulatory
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Was the study required by a regulatory body?
No

Is the study required by a Risk Management Plan (RMP)?
Not applicable

Methodological aspects

Study type
Study type list

Study type:

Non-interventional study

Scope of the study:

Assessment of risk minimisation measure implementation or effectiveness

Main study objective:
The main objective is to estimate the risk of Agranulocytosis associated to

several drugs.

Study Design

Non-interventional study design

Case-control

Study drug and medical condition



Anatomical Therapeutic Chemical (ATC) code
(NO2) ANALGESICS
ANALGESICS

Medical condition to be studied

Agranulocytosis

Population studied

Age groups

Children (2 to < 12 years)
Adolescents (12 to < 18 years)
Adults (18 to < 46 years)
Adults (46 to < 65 years)
Adults (65 to < 75 years)
Adults (75 to < 85 years)

(

Adults (85 years and over)

Estimated number of subjects
1200

Study design details

Outcomes

Odds ratios are calculated after controlling for confounding by applying a
multiple logistic regression model, including potential known confounders and
drug terms. Case-fatality rate for drugs showing odds ratio values significantly

higher than one, population attributable risks are calculated from the odds



ratio.

Data analysis plan

The analysis is performed with an unconditional and conditional multiple logistic
regression model.For increasing statistical power for risk estimation associated
with drugs having a low prevalence of use, the analysis is done with all the
cases for which information on drug exposures is available, and their respective
controls of agranulocytosis. The model included sex, age, and interviewer as
additional terms. Drug exposures are considered in different ways. The main
analysis refers to any exposure during the week before the index day, this
definition of exposure is decided after taking into account that for most of the
cases of agranulocytosis, the time elapsed from injury of the bone marrow or of
peripheral neutrophils to the appearance of the initial symptoms of infection is
usually less than 7 days. The following 2 additional confirmatory analyses are
performed: one, with the aim of exploring possible information bias, and the

other, to evaluate protopathic bias.
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The use of the ENCePP Seal has been discontinued since February 2025.
The ENCePP Seal fields are retained in the display mode for transparency

but are no longer maintained.

Data sources

Data sources (types)
Other

Data sources (types), other

Case-control surveillance database
Use of a Common Data Model (CDM)

CDM mapping
No

Data quality specifications

Check conformance

Unknown

Check completeness

Unknown

Check stability

Unknown
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Check logical consistency

Unknown

Data characterisation

Data characterisation conducted
No



