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DESCRIPTION
Causality assessment is a systematic process used to determine 
whether a particular medical event is related to the use of a drug 
or therapeutic intervention. It is a fundamental aspect of 
pharmacovigilance and plays a significant role in clinical trials as 
well as post-marketing surveillance. When an adverse event is 
reported, it is not always immediately clear whether the drug is 
responsible, whether the event is due to an underlying disease, 
or whether it occurred by coincidence. Causality assessment 
provides a structured approach to evaluate these possibilities and 
support informed decision-making.

The process begins with the collection of detailed information 
about the adverse event. This includes the patient’s medical 
history, the timing of drug administration, the onset of the 
event, and any other medications being taken. Temporal 
association is one of the first elements considered. If an event 
occurs soon after the administration of a drug, it may suggest a 
possible link, whereas events that occur long after exposure may 
be less likely to be related. However, timing alone is not 
sufficient to establish a causal relationship, and further 
evaluation is always required.

Another important factor in causality assessment is the known 
safety profile of the drug. If the reported event has been 
previously associated with the medication, this increases the 
likelihood of a causal relationship. On the other hand, if the 
event is not documented in existing literature or clinical data, it 
may represent a new safety signal or may be unrelated. In such 
cases, additional reports and analyses are needed to draw 
meaningful conclusions.

Dechallenge and rechallenge information can provide valuable 
insights. Dechallenge refers to the withdrawal of the drug to see 
if the adverse event resolves, while rechallenge involves 
reintroducing the drug to observe whether the event reoccurs. A 
positive rechallenge, where the event returns upon re-exposure, 
strongly supports a causal link. However, rechallenge is not 
always ethical or feasible, especially if the initial reaction was

severe. Therefore, decisions regarding rechallenge must be made
with caution and clinical judgment.

Alternative explanations must also be carefully considered
during causality assessment. Many patients have underlying
conditions that could account for the observed event. In
addition, interactions with other medications may contribute to
or fully explain the reaction. A thorough evaluation requires
considering all possible causes and determining which is most
consistent with the available evidence. This step helps avoid
incorrect attribution of adverse events to a drug when other
factors may be responsible.

Several standardized methods have been developed to guide
causality assessment. These include algorithm-based approaches
and expert judgment methods. Algorithms typically involve a
series of structured questions that lead to a classification such as
certain, probable, possible, or unlikely. Expert judgment, on the
other hand, relies on the experience and knowledge of trained
professionals who review the case in detail. Both approaches
have advantages and limitations, and in practice, they are often
used together to provide a more comprehensive evaluation.

Consistency of findings across multiple cases is another
important consideration. A single report may not be sufficient to
establish a causal relationship, but repeated observations of
similar events in different patients can strengthen the evidence.
This is particularly relevant in post-marketing settings, where
larger populations are exposed to the drug. Patterns that emerge
from multiple reports can help identify previously unrecognized
risks.

Causality assessment is not a one-time activity but an ongoing
process. As new information becomes available, initial
assessments may need to be revised. For example, additional
clinical data, laboratory findings, or new research may provide
further clarity. This dynamic nature ensures that safety
evaluations remain current and reflect the best available
evidence.
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CONCLUSION
Causality assessment is a vital component of drug safety
evaluation that helps determine the relationship between a
therapeutic intervention and an adverse event. Communication
of causality assessment findings is also important. Clear
documentation and reporting allow other professionals to
understand the reasoning behind a conclusion. This
transparency supports trust in the assessment process and

facilitates further analysis when needed. It also ensures that
important safety information is shared with relevant
stakeholders, including regulatory agencies and healthcare
providers. By systematically analyzing timing, clinical evidence,
alternative explanations, and existing knowledge, it provides a
structured framework for decision-making. Its ongoing and
collaborative nature ensures that safety information continues to
evolve, supporting the responsible use of medications and the
protection of patient well-being.
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