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Handling of Safety Information
During Clinical Trials
with Reference to ICH Guidance
and CIOMS Recommendations

E. Stewart Geary, M.D.
Eisai Co., Ltd.

Abstract

The CIOMS VI and VII reports contain significant recommendations which could dramatically change the
way safety information is communicated by sponsors of clinical trials. The reports make specific recommendations
regarding the determination of “expectedness” using the DCSI which conflict with current practices in Japan
and recommend that only unexpected reports be subject to expedited reporting to regulators. The
recommendations on reporting to investigators would represent an even more substantial change in that the
reports advocate a shift from the current system of relying on reporting of individual case reports to periodic
reporting of aggregate safety information. Finally, the reports make some recommendations on the management
of causality determinations for individual adverse event reports which seek to simplify and unify current practices.
It is unclear how many of these recommendations can be adopted in the current environment of heightened
safety concerns during clinical development but the CIOMS reports challenge us to reconsider our current
practices to improve the communication and management of safety information during clinical development.

Keyv words
CIOMS, pharmacovigilance, clinical trials, adverse event, adverse reaction

Rinsho Hyoka (Clinical Evaluation) 2007 ;34 : Il-W.
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Introduction

The challenges of managing the large volume
of new safety information generated during the
clinical trials process strain the resources of spon-
sors, investigators, and regulatory authorities
worldwide. In many ways, the increasingly inter-
national character of clinical development com-
pounds the challenges because a single active
chemical entity will be in different stages of clini-
cal development and marketing for various indi-
cations simultaneously worldwide. How should
this information be organized and communicated?
What formats of reporting by the sponsor to in-
vestigators best enable investigators to pick out
the significant new safety signals from the back-
ground noise generated by the overwhelming vol-
ume of information collected internationally? What
is the role of causality assessments of individual
reports of adverse events in screening out irrel-
evant adverse event reports or highlighting a new
safety issue? These are some of the challenges
addressed by the CIOMS VI ¥ and VII ¥ Working
Groups which will be described below. In addition,
mention will be made of two issues with special
relevance to clinical development in Japan: how
should foreign spontaneous reports be handled
when a compound is under clinical development
and when do blinded adverse event reports need
to be unblinded? The reader should note that be-
cause the CIOMS process is intended to challenge
and improve on existing practices, the recommen-
dations of CIOMS working groups do not have the
force of regulations and in some cases are not in
keeping with current adverse event reporting re-
quirements internationally. The CIOMS VI and VII
reports cover a wealth of issues but only those
recommendations relating directly to reporting

safety information were considered for inclusion

below.

“Expectedness” and its Role in
Determining Reportability of
Adverse Reactions

Japanese regulations on the role of
“expectedness” in reporting serious adverse re-
actions are unusual in two respects. First, only in
Japan are reactions considered to become
“expected” once they have been reported to in-
vestigators and institutions participating in clini-
cal trials. In other ICH territories reactions only
become “expected” during clinical trials once
they are identified as such in the Investigator Bro-
chure, The CIOMS Working Group III/V ¥ intro-
duced the concept of the Development Core Safety
Information (DCSI) as the portion of the Investi-
gator Brochure that presents core safely informa-
tion including identifying which reactions should
be considered “expected”. Both that working
group and the earlier report on the CCSI recom-
mended setting a relatively high threshold for
making an adverse reaction “expected” and add-
ing it to the CCSI/DCSI. In Japan it is difficult to
apply this concept of using a high threshold to add
terms to the DCSI (i.e. make them “expected”)
because the act of reporting a single case makes
the event expected and virtually has the effect of
updating the Investigator’'s Brochure.

A second unusual characteristic of Japanese
regulations is that reports of “death” or "life-
threatening” adverse reactions are subject to ex-
pedited reporting even if they are due to
“expected "events. In most (but not all) countries
only those serious reactions which are
“unexpected” are subject to expedited reporting.

The first of these differences has the effect of
decreasing expedited reports in Japan while the
second has the effect of increasing expedited re-
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ports. Note that it is not clear that the approach
taken in Japan on these two issues is inappropri-
ate. The CIOMS VI report notes that one conse-
quence of setting a high threshold before making
events “expected” has been to contribute to the
high volume of expedited reports currently over-
whelming Investigators and IECs/IRBs. The idea
of expediting reports of adverse reactions even
though they are “expected” is also actively dis-
cussed overseas: the FDA's proposed rule ¥ to
modify reporting regulations in the US would cre-
ate a list of “always expedited” reports that are
to be reported even though they are "expected”.
The CIOMS VI report has the following rec-
ommendations related to “expectedness” and the
DCSI:

® The CIOMS VI Working Group endorses
ICH Guideline E2A and thus recommends
the harmonization of criteria for expedited
reporting to regulatory authorities, to in-
clude suspected adverse drug reactions that
are both serious and unexpected. Only un-
der exceptional circumstances and on an ad
hoc basis (e.g., when close scrutiny and
monitoring of a specific adverse reaction is
warranted) should sponsors be expected to
report, on an expedited basis, suspected ad-
verse drug reactions that are considered
expected. If there is a need to report events
without regard to causality, this should gen-
erally be on a periodic basis with the peri-
odicity and format, e.g., line listing, agreed

in advance with the concerned authority.
® In order to maintain global consistency of
clinical trial reporting, the Working Group
recommends that once a drug is marketed,
the CCSI effectively become the reference
safety information for the purpose of deter-
mining expectedness for regulatory report-

ing from Phase IV clinical trials. For clini-
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cal trials of new indications, new popula-
tions or new dosage forms for a marketed
drug, every attempt should be made to align
the DCSI and the CCSI, but the DCSI
should be used if it is different from the
CCSLL

As with spontaneous reports, the determi-
nation of reportability for case reports from
clinical trials should be determined at the
event level. That is, a case would meet the
criteria for expedited reporting only if there
is a suspected adverse reaction that is both
serious and unexpected.

Sponsors should establish a policy of incor-
porating Development Core Safety Informa-
tion (DCSI) into every IB, either as a spe-
cial section of the IB or as an attachment to
the IB. The DCSI should clearly identify the
events for which the company believes
there is sufficient evidence to suspect a
drug-relationship. These would be the
events that would be considered expected
(“listed”) from the standpoint of pre-ap-
proval regulatory reporting criteria.
Sponsors should review the IB and DCSI at
least annually and update them as appropri-
ate. If there are no changes to the IB or
DCSI, then the investigators and ethics
committees should be so informed at a con-
venient opportunity.

The same previously recommended concept
and level of threshold for changes to the
CCSI (CIOMS III/V report) should be ap-
plied to the DCSI and informed consent in-
formation. Thus, communication to investi-
gators and IECs/IRBs of an update to the
DCSI may indicate the need to update the
informed consent form, the final decision
for which rests with the IEC/IRB.
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Reporting of Periodic Aggregate
Safety Information instead of
Individual Reports to Investigators
and Institutional Review Boards/
Ethics Committees

The ICH E2A Guideline does not specifically
discuss expedited reporting of adverse reactions
to investigators and Independent Ethics Commit-
tees/Institutional Review Boards (IECs/IRBs).
Although there has long been a requirement in the
US for sponsors to report adverse reactions to In-
vestigators the requirement in European countries
was not established until more recently. The EU
Clinical Trial Directive does not require Sponsors
to send individual safety reports to Investigators
but some EU Member States (e.g. Germany, Aus-
tria) have made this a requirement. One concern
that has been raised is whether Investigators
would be better able to evaluate the evolving safety
profile if they received aggregate safety informa-
tion on a periodic basis rather than individual re-
ports and indeed a quarterly line-listing is currently
used in Europe for this purpose. This would not
preclude sponsors from sending in significant new
safety information on an emergent basis -even if it
was based on a single case report-if that informa-
tion changed the risk-benefit profile for the inves-
tigational drug. The CIOMS VI recommendations
are as follows:

® Although contrary to established regula-
tions, the CIOMS VI Working Group pro-
poses that routine expedited case reporting
by sponsors to investigators and IECs/IRBs
be eliminated. Instead, sponsors should pro-
vide regular updates of the evolving ben-
efit/risk profile and highlight important
new safety information. Significant new in-
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formation, occasionally a single case report,
that has implications for the conduct of the
trial or warrants an immediate revision to
the informed consent would be communi-
cated on an expedited basis. More com-
monly, important new safety information
would be communicated periodically, based
on the assessment of accumulating, aggre-
gate information.

For unapproved products, instead of send-
ing individual expedited clinical trial case
reports to investigators and IECs/IRBs, as
mentioned above, the CIOMS VI Working
Group recommends periodic reports to in-
vestigators and IECs/IRBs. It is recom-
mended that such reports include a line list-
ing of unblinded clinical trial cases that
were expedited to regulatory authorities
since the last periodic report, a copy of the
current DCSI along with an explanation of
any changes, a statement if there are no
changes, and a brief summary of the emerg-
ing safety profile. Although it is recom-
mended that the default would be quarterly
updates, there may be circumstances when
a more immediate or less frequent commu-
nication would be appropriate.

For approved products, the timeframe for
periodic reports to investigators and IECs/
IRBs would depend on the extent to which
new indications are being developed. For a
product undergoing Phase III trials, con-
tinuation of the quarterly reports would be
advisable. For well-established products,
less frequent updates would be appropriate
and at some point, there should only be a
need to update investigators and IECs/IRBs
when there is significant new information
to report. For Phase IV investigators and

their associated IECs/IRBs, communica-



tions of changes to the CCSI should be suf-
ficient,

When updates are provided by the sponsor
to investigators or IECs/IRBs, whether for
unapproved or approved products, line list-
ings should include only unblinded expe-
dited reports from clinical trials. The line
listings should include interval data, i.e.,
only cases expedited since the last update;
however, the summary of the emerging
safety profile should take into account all
of the accumulating data. The use of
MedDRA preferred terms is recommended.
The line listings generally should not in-
clude spontaneous reports; instead, signifi-
cant issues arising from spontaneous re-
ports can be described in narrative form in
the update.

If a significant safety issue is identified, ei-
ther from an individual case report or re-
view of aggregate data, then the sponsor
should issue a prompt notification to all par-
ties, namely regulatory authorities, investi-
gators, IECs/IRBs, and if relevant DSMBs.
A significant safety issue could be defined
as one that has a significant impact on the
course of the clinical trial or programme (in-
cluding the potential for suspension of the
trial programme or amendments to proto-
cols) or warrants immediate update of in-

formed consent.

The Development Safety Update
Report

For several years the FDA has required an
IND Annual Report ¥ which is submitted once a
year as a kind of periodic summary report of safety
and manufacturing changes related to a clinical

development program. More recently, the EU has
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begun to require an Annual Safety Report © dur-
ing the period of clinical development. CIOMS VI
introduced the concept of the Development Safety
Update Report (DSUR) which has now been pro-
posed in detail by the CIOMS VII working group
and is currently undergoing the ICH process as
guidance number E2F. CIOMS VI recommenda-
tions on the DSUR are as follows:
® It is proposed that there be a single Devel-
opment Safety Update Report (DSUR) for
submission to regulators on an annual ba-
sis, with a consistent format and content
which are yet to be defined. It is strongly
recommended that DSURs be based on an
entire development program and not per
protocol. Consideration should be given to
establishing a common international
birthdate which would be the date of first
authorization to begin clinical trials any-
where in the world. The DCSI should be
attached to the annual DSUR with an expla-
nation of any changes since the last update,
with any significant new safety information
highlighted.
For products with a well-established safety
profile and for which most clinical trials are
Phase IV studies
indication(s), it is recommended that the
PSUR replace the annual DSUR.
The CIOMS VII report goes into detail about
the proposed format and content of the DSUR. In

in the approved

general the DSUR borrows heavily from the prin-
ciples of the PSUR in being a single report for one
active substance, presenting all information avail-
able worldwide rather than being limited to the
development program in a single country or for a
single indication, and dating to a uniform
“international development birthdate” so that a
unified report can be prepared for regulatory au-

thorities around the world, regardless of when
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development may have begun in a specific country.

Causality Assessment of Individual
Adverse Events

Causality assessments of adverse events dur-
ing clinical trials have long been used as part of
the screen for what reports need to be expedited
to regulators and investigators. In general, only
reactions are reportable on an expedited basis
(with the additional condition in most countries
that the reaction be serious and “unexpected” in
the sense of not being noted as a reaction to the
compound in the Investigator's Brochure), but
causality assessments are also controversial be-
cause they are subjective and can be over-inter-
preted.

Many drug reactions only come to light by
comparisons of event frequencies between active
drug and placebo-treated groups in clinical trials
and if this comparison is performed using frequen-
cies of reactions (rather than frequencies of all
adverse events) then the analysis is unnecessarily
biased. For instance, the US FDA requires that
companies present in the Package Insert the fre-
quency of the most common adverse events from
clinical trials as events, not reactions, and when-
ever possible to include the event frequencies ob-
served in those trials for placebo or comparator
product-treated patients. There is emphasis in the
CIOMS VI recommendations on performing aggre-
gate safety analyses using comparisons of frequen-
cies of adverse events, not reactions.

Different investigators will interpret different
grades of causality (“definite”, “probable”,
“possible”, “unlikely”, “remote”, etc.) differently
and even comparing established algorithms to
panels of experts gives poor agreement in the
grade of causality assigned 7. It is furthermore
unclear what is gained by having several catego-

ries beyond “reactions” and “events”. For in-
stance, is there added benefit in evaluating
“probable” reactions separately from “possible”
reactions or does this just add complexity to what
is already an uncertain determination? There are
also a number of terms - “unlikely”, “remote”,
“not likely” - that are interpreted by some read-
ers as indicating that a relationship is possible and
by others as indicating that a relationship does not
exist, It is unusual to be 100% certain that any event
is either definitely related or definitely not related
to a study drug so it is not useful to set very high
standards either for stating that an event is "not
related” or “is related” to the study drug, but it
should in any case be clear which of the two cat-
egories the report falls into in order to comply with
regulatory reporting requirements.

A special concern is raised on using “cannot
be ruled-out” as a threshold for considering an
adverse event to be a “reaction” . The use of
“cannot be ruled-out” as equivalent to establish-
ing a causal relationship dates in part to the ICH
E2A document ¥ which defined an “adverse drug
reaction” as occurring when “a causal relation-
ship between a medicinal product and an adverse
event is at least a reasonable possibility, i.e., the
relationship cannot be ruled out.” This definition
unfortunately contains two possible thresholds for
defining an event as a ‘reaction”, i.e. either there
is a “reasonable possibility” of a causal relation-
ship or a causal relationship “cannot be ruled
out.” Interestingly, the ICH E2D Guideline ¥
omits the phrase “cannot be ruled out” but re-
tains “reasonable possibility” in its definition of
areaction which is also in line with the recommen-
dation below from CIOMS VI.

The following bullet points show recommen-
dations from the CIOMS VI report regarding cau-
sality assessments:

— 142 —



There are no definitive methods for distin-
guishing most adverse drug reactions
(events that are causally attributable to
study therapy) from clinical adverse events
that occur as background findings in the
population and have only a temporal asso-
ciation with study therapy.

All adverse events, both serious and non-
serious, should be collected for any clinical
trial during development, regardless of pre-
sumed relationship to the study agent by
the investigator or sponsor, in order to al-
low for subsequent assessment of causality
using standardized methods for individual
cases and aggregate data. This applies not
only to the experimental product but to pla-
cebo, no treatment, or active comparator.
Causality judgments based on analysis of
multiple cases/aggregate data, rather than
on individual cases, are almost always more
meaningful and typically have a greater im-
pact on the conduct of clinical trials, includ-
ing changes to informed consent docu-
ments, study design, and core safety infor-
mation. However, causality assessment of
individual adverse events by the investiga-
tor may play a role in the early detection of
significant safety problems, and are the only
source of information on rare events.

The CIOMS VI Working Group recom-
mends that the investigator be asked to use
a simple binary decision for drug causality
(related or not related) for serious adverse
events, One possible approach that has
been suggested is to ask simply whether
there is a "reasonable possibility” or “no
reasonable possibility "that the study treat-
ment caused the event. Alternatively - Was
there a reasonable possibility? Yes or No.

It is virtually impossible to completely rule-
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out the role of a drug in causing an adverse
event in single-case reporting. Therefore,
the use of “unknown” or “cannot-be-ruled-
outadds little value in early determination
of safety concerns. The use of “cannot-be-
ruled-out”to imply drug relatedness would
lead to excessive over-reporting and excess
noise in the system.

It is recommended that regulators adopt the
phrase "a reasonable possibility of a causal
relationship” and consider dropping the
phrase “a causal relationship cannot be
ruled out” from the ICH E2A definition of
suspected adverse drug reaction.

The Working Group advocates adoption of
the recommendation by the CIOMS III/V
report on core safety information and the
DCSI (Development Core Safety Informa-
tion), namely that on the CRF and on any
serious adverse event form there be in-
cluded a standard list of potential causes
from which the investigator must choose
the most plausible one in his/her opinion,
specifically: medical history; lack of effi-
cacy/worsening of treated condition; study
treatment; other treatment, concomitant or
previous; withdrawal of study treatment (a
withdrawal reaction could be considered
drug-related); erroneous administration of
treatment; protocol-related procedure;
other - specify.

Itis recommended that investigators not be
asked routinely to indicate causality infor-
mation for non-serious adverse events.
However, there may be circumstances when
such assessments are useful and important,
such as for non-serious adverse events of
special interest.

The determination of causality of adverse

events should be based on a combination
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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

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

Lack of alternative explanation

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

® Positive outcome in targeted safety
study (ies)

e (Consistently higher incidence vs placebo or

active comparator (whether statistically sig-
nificant or not)

® 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)

® (onsistency of pattern of presenting symp-
toms '
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)
Known mechanism

® Recognized class effect
Similar findings in animal or in vitro mod-
els

e (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, although
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 ' . 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:

® 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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