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clinical or epidemiological investigation,
independent of design or purpose. It also
applies to cases not reported directly to a
sponsor or manufacturer (for example, those
found in regulatory authority generated ADR
registries or in publications). The source of
a report (investigation, spontaneous, other)
should always be specified.

Expedited reporting of reactions that are
serious but expected will ordinarily be
inappropriate. Expedited reporting is also
inappropriate for serious events from clinical
investigations that are considered not related
to study product, whether the event is
expected or not. Similarly, nonserious
adverse reactions, whether expected or not,
will ordinarily not be subject to expedited
reporting.

Information obtained by a sponsor or
manufacturer on serious, unexpected reports
from any source should be submitted on an
expedited basis to appropriate regulatory
authorities if the minimum criteria for
expedited reporting can be met. See section
III.B.

Causality assessment is required for
clinical investigation cases. All cases judged
by either the reporting health care
professional or the sponsor as having a
reasonable suspected causal relationship to
the medicinal product qualify as ADR’s. For
purposes of reporting, adverse event reports
associated with marketed drugs (spontaneous
reports) usually imply causality.

Many terms and scales are in use to
describe the degree of causality
(attributability) between a medicinal product
and an event, such as certainly, definitely,
probably, possibly, or likely related or not
related. Phrases such as ‘‘plausible
relationship,’’ ‘‘suspected causality,’’ or
‘‘causal relationship cannot be ruled out’’ are
also invoked to describe cause and effect.
However, there is currently no standard
international nomenclature. The expression
‘‘reasonable causal relationship’’ is meant to
convey in general that there are facts
(evidence) or arguments to suggest a causal
relationship.

2. Other Observations
There are situations in addition to single

case reports of ‘‘serious’’ adverse events or
reactions that may necessitate rapid
communication to regulatory authorities;
appropriate medical and scientific judgment
should be applied for each situation. In
general, information that might materially
influence the benefit-risk assessment of a
medicinal product or that would be sufficient
to consider changes in medicinal product
administration or in the overall conduct of a
clinical investigation represents such
situations. Examples include:

a. For an ‘‘expected, serious ADR, an
increase in the rate of occurrence which is
judged to be clinically important.

b. A significant hazard to the patient
population, such as lack of efficacy with a
medicinal product used in treating life-
threatening disease.

c. A major safety finding from a newly
completed animal study (such as
carcinogenicity).

B. Reporting Time Frames

1. Fatal Or Life-Threatening Unexpected
ADR’s

Certain ADR’s may be sufficiently alarming
so as to require very rapid notification to
regulators in countries where the medicinal
product or indication, formulation, or
population for the medicinal product are still
not approved for marketing, because such
reports may lead to consideration of
suspension of, or other limitations to, a
clinical investigation program. Fatal or life-
threatening, unexpected ADR’s occurring in
clinical investigations qualify for very rapid
reporting. Regulatory agencies should be
notified (e.g., by telephone, facsimile
transmission, or in writing) as soon as
possible but no later than 7 calendar days
after first knowledge by the sponsor that a
case qualifies, followed by as complete a
report as possible within 8 additional
calendar days. This report should include an
assessment of the importance and
implication of the findings, including
relevant previous experience with the same
or similar medicinal products.

2. All Other Serious, Unexpected ADR’s
Serious, unexpected reactions (ADR’s) that

are not fatal or life-threatening should be
filed as soon as possible but no later than 15
calendar days after first knowledge by the
sponsor that the case meets the minimum
criteria for expedited reporting.

3. Minimum Criteria for Reporting
Information for final description and

evaluation of a case report may not be
available within the required timeframes for
reporting outlined above. Nevertheless, for
regulatory purposes, initial reports should be
submitted within the prescribed time as long
as the following minimum criteria are met:
An identifiable patient; a suspect medicinal
product; an identifiable reporting source; and
an event or outcome that can be identified as
serious and unexpected, and for which, in
clinical investigation cases, there is a
reasonable suspected causal relationship.
Followup information should be actively
sought and submitted as it becomes available.

C. How To Report

The CIOMS-I form has been a widely
accepted standard for expedited adverse
event reporting. However, no matter what the
form or format used, it is important that
certain basic information/data elements,
when available, be included with any
expedited report, whether in a tabular or
narrative presentation. The listing in
Attachment 1 addresses those data elements
regarded as desirable; if all are not available
at the time of expedited reporting, efforts
should be made to obtain them. See III.B.

All reports must be sent to those regulators
or other official parties requiring them (as
appropriate for the local situation) in
countries where the drug is under
development.

D. Managing Blinded Therapy Cases

When the sponsor and investigator are
blinded to individual patient treatment (as in
a double-blind study), the occurrence of a
serious event requires a decision on whether
to open (break) the code for the specific
patient. If the investigator breaks the blind,
then it is assumed the sponsor will also know
the assigned treatment for that patient.
Although it is advantageous to retain the

blind for all patients prior to final study
analysis, when a serious adverse reaction is
judged reportable on an expedited basis, it is
recommended that the blind be broken only
for that specific patient by the sponsor even
if the investigator has not broken the blind.
It is also recommended that, when possible
and appropriate, the blind be maintained for
those persons, such as biometrics personnel,
responsible for analysis and interpretation of
results at the study’s conclusion.

There are several disadvantages to
maintaining the blind under the
circumstances described which outweigh the
advantages. By retaining the blind, placebo
and comparator (usually a marketed product)
cases are filed unnecessarily. When the blind
is eventually opened, which may be many
weeks or months after reporting to regulators,
it must be ensured that company and
regulatory data bases are revised. If the event
is serious, new, and possibly related to the
medicinal product, then if the Investigator’s
Brochure is updated, notifying relevant
parties of the new information in a blinded
fashion is inappropriate and possibly
misleading. Moreover, breaking the blind for
a single patient usually has little or no
significant implications for the conduct of
the clinical investigation or on the analysis
of the final clinical investigation data.

However, when a fatal or other ‘‘serious’’
outcome is the primary efficacy endpoint in
a clinical investigation, the integrity of the
clinical investigation may be compromised if
the blind is broken. Under these and similar
circumstances, it may be appropriate to reach
agreement with regulatory authorities in
advance concerning serious events that
would be treated as disease-related and not
subject to routine expedited reporting.

E. Miscellaneous Issues

1. Reactions Associated With Active
Comparator or Placebo Treatment

It is the sponsor’s responsibility to decide
whether active comparator drug reactions
should be reported to the other manufacturer
and/or directly to appropriate regulatory
agencies. Sponsors should report such events
to either the manufacturer of the active
control or to appropriate regulatory agencies.
Events associated with placebo will usually
not satisfy the criteria for an ADR and,
therefore, for expedited reporting.

2. Products With More Than One
Presentation or Use

To avoid ambiguities and uncertainties, an
ADR that qualifies for expedited reporting
with one presentation of a product (e.g., a
dosage form, formulation, delivery system) or
product use (e.g., for an indication or
population) should be reported or referenced
to regulatory filings across other product
presentations and uses.

It is not uncommon that more than one
dosage form, formulation, or delivery system
(oral, IM, IV, topical, etc.) of the
pharmacologically active compound(s) is
under study or marketed; for these different
presentations there may be some marked
differences in the clinical safety profile. The
same may apply for a given product used in
different indications or populations (single
dose versus chronic administration, for
example). Thus, ‘‘expectedness’’ may be


