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1. Spontaneous Reportings
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2. Intensive hospital monitoring
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3. Epidemiological studies
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3.1 Prospective (Cohort) studies
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3.2 Retrospective (case-control) studles
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2. Retrospective L4111 Unmatched case-con-

trol studies
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3. Retrospective WUU Matched case-control
studies
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Reactions to Drugs)

1. Definite-a reaction which follows a
reasonable temporal sequence fl_;om administra-
tion of the drug, or in which the drug level has
been established in body fluids or tissues; which
follows a known response pattern to the suspected
drug; and which is confirmed Sy improvement
on stopping the drug (de-challenge), and reap-
pearance of the reaction on repeated exposure

(re-challenge).

2. Probable - a reaction which follows a
reasonable temporal sequence from administration
of the drug; which follows a known response
pattern to the suspected drug; which is confirmed
by de - challenge; and which could not be reason-
ably explained by the known characteristics of

the patient’s clinical state.

3. Possible - a reaction which follows a
reasonable temporal sequence from administration
of the drug; which follows a known response
pattern to the suspected drug; but which could
have been produced by the patient’s clinical state

or other modes of therapy administered to the
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patient.

4. Conditional - a reaction which follows
a reasdnable temporal sequence from administration
of the drug; which does not follow a known response
pattern to the suspected drug; but which could not
be reasonably explained by the know, character-
istics of the patient’s clinical state.
The function of this category is to retain tempor-
arily those cases which may be manifesting a
yet undescribed adverse drug reaction, and allow
later reclassification of the case when more
information becomes available, This- category
would prevent the loss of previously unsuspected -
drug reactions, and help identify new adverse
drug reactions.

5. Doubtful-any reaction which does
not meet the criteria above.

Evaluation of adverse drug reactions
based on ‘“‘definite” “or ‘‘probable’’reactions
should eliminate many ‘““false-positive” reactions-
i.e. reactions which might be -interpreted as
advc;rse drug reactions, but in fact are not. However,
these strict criteria may also exclude some reac-
tions which were indeed adverse reactions to
drugs (“falsenegatives™). Ihclusion of the “possible”
category would diminish the frequency of false-
negatives, but would also increase the frequency
of false-positives. Thus, data based on “definite”
and “probable” reactions may tend to underesti-
mate the true incidence of adverse reactions
to drugs, which data that include, in addition
to these two categories, ‘“‘possible” reactions
may tend to overestimate the incidence of adverse

drug reactions,
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