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In this issue of EJC, Perez-Gracia and colleagues ques-

tion the need for confirmationof response reported in can-
cer clinical trials. To illustrate this problem, the authors

have selected several phase II trials testing the activity of

a new anticancer agent in different tumour types. The

authors have compared the response rates obtained after

the first response evaluation with those obtained after

confirmation. The correlation between response rates (as-

sessed with Cohen�s Kappa coefficient) was excellent for

the pooled analysis of the trials andalsowithin each study.
On the basis of the results of their study and in absence of

an established scientific rationale to justify confirmation

of response the authors concluded that the need to con-

firm response is questionable and other similar studies

should be undertaken to confirm their findings.

As mentioned by the authors, the requirement to con-

firm the responses observed in cancer clinical trials is re-

ferred to in all published response evaluation guidelines
and inherited from the principles established to evaluate

response in breast cancer by Hayward et al. [1] in the late

1970s. These were the early days of modern chemother-

apy and tumour response was usually interpreted as hav-

ing true clinical benefit for the patient, hence a minimum

duration of response or disease stabilisation was required

to assure the response was of sufficient length to be

meaningful. Thus, the rationale for repeat evaluation
was not really to identify possible measurement error

but rather to document a minimum duration of response.

Twenty years later, the RECIST working group took

on the task of developing a revised set of response crite-

ria [2]. Amongst the many topics debated during that

process, one was whether there was a need to confirm
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partial and complete response. Since the early days of

response assessment in the 1970s, we have learned that
objective tumour response is not a guarantee of true

clinical benefit but it clearly is an excellent marker of

the potential for anticancer activity. Given the central

importance of response as defined over three decades

in making appropriate decisions about further develop-

ment of new agents, the RECIST working group consid-

ered carefully whether to eliminate the requirement for

confirmation and was reluctant to do so for a variety
of reasons as summarised here:

(a) Experience (in the form of blinded response

review) has demonstrated that there is a great deal

of variability in measuring lesion size – because of

the imprecision inherent to the methodology used
(technical and human factors confounded) – thus

having a response ‘‘confirmed’’ by a second set

of measurements helps assure it was not simply

error that led to the response designation.

(b) The response rate in phase II trials is not only used

as an indicator of biological anticancer activity,

but is also often critical for the future development

of the drug. In many instances, drug marketing
authorisations have been granted on the basis of

promising response rates from phase II trials

[3,4], thus reasonable efforts to assure its veracity

by confirmation seem justifiable.

(c) The sample size of phase II trials is small and con-

sequently even very few errors could have a sub-

stantial impact on the final outcome (in terms of

declared response rate) of a trial.
(d) The overall response rate is generally comprised of

partial responses sometimes together with a few

complete responses. Partial responses are those at
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greatest risk of erroneous designation because of

measurement errors or small physiological tumour

volume variations that could impact on the overall

assessment. Thus, confirmation serves to reduce

this source of error.

(e) Response duration is not reported consistently in
clinical trials – external review of responses is not

systematic: confirming responses within those tri-

als that do not have external review is an added

measure of certainty that the responses were not

based on flawed technique or measurement.

(f) It is worth noting that the RECIST working group

indicated that for phase III randomised trials,

where response rate is not the primary endpoint,
the justifications mentioned above are much less

relevant hence confirmation of response not

mandated.

What can we learn from the data presented by Perez-

Gracia and colleagues? Certainly the authors should be

commended for undertaking such a study. Any attempt

to supply evidence that can lead to simplification of re-
sponse evaluation in clinical trials is important, since the

scientific community is eagerly awaiting improvements

in methodology. The approach used by the authors to

try to demonstrate that response confirmation does

not add value to the overall response evaluation process

was useful but probably incomplete. Although the

kappa coefficient is very good for the pooled analysis

of trials and also within each study, this is not surpris-
ing: a confirmed response must be preceded by an

unconfirmed response by definition, so correlation is ex-

pected. However, the authors did not clearly discuss the

possible impact of the small but real differences between

response rates (confirmed versus unconfirmed) on the fi-

nal interpretation of each study – would the trials have

been interpreted differently and would different develop-

ment plans have been made? Phase II trials with objec-
tive response as the primary endpoint are usually set-

up so that a certain threshold in response rate is defined

in the protocol to determine the sample size and to have

a decision of go or no go at the end of the study. In the

present study, the overall response rates rages from 9%

to 36% and small variations in response rate could the-

oretically impact substantially on the final interpretation

of the individual trials.
It is also disappointing to see that out of 16 patients

who did not have response confirmed, 15 patients did so

simply because they were not re-evaluated. Thus, it can

be argued that this is not really a failure to confirm in

the traditional sense, but failure to evaluate. This repre-

sents not less than 14% of the responders.

This being said, the arguments put forward by the

authors to abandon the requirement for confirmation
of response are worth considering. The complexity and
the costs of confirmation, when the actual impact on re-

sponse rates is not high, argue against the practice. In

fact it is probable, as pointed out, that response rate

variations between studies of the same agent in the same

disease are greater than the impact within a study of

eliminating the requirement for confirmation. Further,
it is now commonplace to undertake independent review

of responses in phase II trials, decreasing the value of

confirmation to reduce measurement error (errors will

be identified by the independent reviewer(s)).

However, it is worth noting that for trials where re-

sponse is the primary endpoint, patients are usually

carefully followed until progression. This means that re-

peated examinations are being performed in any case to
determine response duration or to track progression

objectively. Thus, the ‘‘real’’ gain in convenience of

eliminating the confirmation requirement might be rela-

tively modest.

The study by Perez-Gracia and colleagues is interest-

ing and stimulates once again the debate about how

complex or simple response criteria should be. Further,

this raises the interesting question of how changing the
definition, and thus the likelihood of declaring response,

could (or should) impact on the interpretation of trials

that have a primary response endpoint. Before changing

response criteria to eliminate confirmation, more data

from other trials and agents should be evaluated. This

will enable researchers to understand the magnitude of

the effect on response rates in the event that confirma-

tion is no longer required and whether such a change
will also require modifying the thresholds for decision-

making when tumour response is the primary endpoint

of the study.
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