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of clinical judgment and aggregate data
analysis based on all reported cases. Inves-
tigator causality assessment should be
taken into account and may be particularly
important when evaluating rare or unusual
events for which aggregate analytical meth-
ods are not applicable.

In addition, in the evaluation of causality, the
report makes the following recommendations es-
pecially when considering which adverse reactions
should be included in the Development Core
Safety Information (DCSI). In general, the report
places emphasis on the use of aggregate safety
data rather than individual case reports for
“robust determination of product-event relation-
ships and changes in the safety profile” .

For evaluation of causality of individual case
reports the following should be considered:

@ Positive rechallenge
@ Definitive (i.e., clearly defined, well docu-
mented specific case histories)
Time to onset plausible
Positive dechallenge
Lack of confounding risk factors

e © @ e

Amount and duration of exposure consis-

tent/plausible with cause and effect

@

Corroboration of the accuracy of the case
history

Case clear-cut, easily evaluated
Co-medication unlikely to play a role
Investigator’s causality assessment

® 6 o ¢

Lack of alternative explanation

For the evaluation of aggregate safety data,
the following points are relevant to evaluating cau-
sality:

© DPositive outcome in targeted safety
study (ies)
e Consistently higher incidence vs placebo or

active comparator (whether statistically sig-
nificant or not)

e Positive dose-response (fixed or escalating
dose studies)

@ Higherincidence vs comparator(s) of event-
specific patient discontinuations

@ Earlier onset and/or greater severity in ac-
tive vs comparator group(s)

@ C(Consistency of pattern of presenting symp-
toms

e Consistency of time to onset

@ Consistent trends across studies

@ Consistent pattern of clinical presentation
and latency

And the following previous knowledge of ad-
verse event and the drug (including metabolites)
or its class should be considered:

@ Recognized consequence of overdose

© Rarity of event in comparable untreated
populations or indications

© Eventis commonly drug-related (e.g., neu-
tropenia, Stevens-Johnson Syndrome)

® Pharmacokinetic evidence (e.g., interac-
tions)

e Known mechanism

© Recognized class effect

© Similar findings in animal or in vitro mod-
els

@ Closeness of drug characteristics to those
of other drugs known to cause the AE

Unblinding

Unblinding of treatment assignments for the
purpose of regulatory reporting of adverse reac-
tions continues to present a challenge. No one dis-
putes the need to unblind treatment assignment
when the information is necessary for the imme-
diate treatment of a clinical trial subject. However
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unblinding for regulatory reporting, even when it
is only performed for serious, unexpected adverse
reactions, can decrease the statistical power of a
clinical trial or even affect the overall blinded
status of the trial’s evolving efficacy results when
the trial’s efficacy endpoint is itself a serious out-
come (e.g. myocardial infarction or stroke) or a
general outcome (e.g. all-cause mortality) that
could encompass an unlimited number of serious
adverse events. In Japan it is not routinely neces-
sary to unblind to make an expedited report of an
adverse reaction during clinical development and
in the US it is also often accepted to report reac-
tions without unblinding but in many European
countries unblinding is required for expedited re-
porting.

The CIOMS VI report repeats the recommen-
dation from the ICH E2A Guideline ®,“Suspected
adverse drug reactions that are both serious and
unexpected, and thus subject to expedited report-
ing, should generally be unblinded.” but also
notes that there are circumstances when an ex-
ception to unblinding may be necessary. In any
case the report recommends that such exceptions
to unblinding be discussed and agreed with regu-
latory authorities in advance of the trial. Because
there may be circumstances when it is unclear if
an exception applies (for instance, if it has been
agreed that cases of “myocardial infarction” will
not be unblinded but the adverse event report re-
ceived does not yet have a confirmed diagnosis),
the report recommends establishing a committee
that would review potentially reportable cases and
adjudicate when the exception applies. Another
possible solution given is to establish an indepen-
dent Data Safety Monitoring Board which would
be charged with reviewing these reports, aithough
this would also have to be agreed to by the regula-
tory authority.

If unblinding is performed the question arises

_9_
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of what to do about placebo or comparator cases.
The CIOMS VI recommendations related to
unblinding are as follows:

® Suspected adverse drug reactions that are
both serious and unexpected, and thus sub-
ject to expedited reporting, should gener-
ally be unblinded. However, there are likely
to be special circumstances where an excep-
tion to this rule would be appropriate, for
example, where the efficacy endpoint is also
a serious adverse event (SAE). In this case,
the circumstance and the process to be fol-
lowed should be clearly defined in the pro-
tocol and the sponsor should seek agree-
ment from the relevant regulatory authori-
ties. Such exceptions should be clearly de-
scribed in the protocol and Investigator
Brochure.
Unblinded placebo cases should generally
not be reported to regulatory authorities on
an expedited basis. On the other hand, it is
recommended that unblinded comparator
cases be reported to regulatory authorities
and/or the company owning the compara-
tor on an expedited basis, regardless of
expectedness. Likewise, serious suspected
adverse reactions for open-label compara-
tors should be sent on an expedited basis
to the appropriate regulatory authorities
and/or company regardless of expectedness.

Spontaneous adverse event report
handling during clinical development

Drug development is a global activity and a
single active substance will often be developed for
a variety of new indications even after it has been
approved for one indication. What should be done
with spontaneous adverse event reports during

clinical trials? For many pharmaceuticals, the vol-
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ume of spontaneous reports can dwarf the num-
ber of reports generated during clinical trials but
these spontaneous reports, which come from a
variety of countries and from reporters who may
or may not be healthcare professionals, may be
less detailed or difficult to interpret in the context
of a clinical trial. In the US once a drug has been
approved for marketing a sponsor is not required
to make an IND safety report for any adverse event
that is not from the study itself 1 . Such sponta-
neous reports would still be subject to reporting
under the marketing authorization for the prod-
uct, but because no IND report is necessary they
do not go to investigators or Institutional Review
Boards participating in the clinical trial. Similarly
in the EU if the product has a Marketing Authori-
zation in any EU Member State, spontaneous ad-
verse reactions are not reported under the Clini-
cal Trial Authorization and thus are not expedited
to Investigators or Ethics Committees ® . At this
time Japan is the only ICH territory which requires
these spontaneous reports to be expedited to In-
vestigators even if the product is approved.

The CIOMS VI report notes that a
“heightened level of awareness” of serious ad-
verse events is necessary in early development but
that the situation changes once a product has been
approved for marketing. As noted above, the DSUR
would not include spontaneous reports in its line
listings. In addition, in the context of the above
regulations, the report recommends:

e The CIOMS VI Working Group proposes
that, as a general rule, 7-day reporting be
limited to reports from clinical trials and not
include those from the spontaneous report-
ing environment. This should generally ap-
ply to reporting in countries where the drug
is not yet approved as well as in countries

where the drug is approved.
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