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General

Thisisasens ble document which makes many reasonable pointsfrom thelist of reasonsfor performing
a meta-andyss to the idea that a meta-andyds protocol should be specified in advance of the
knowledge of the individud study results, and at the same time recognising that this is not aways
redidic.

However, we find the title somewhat confusing. From it, one may get the impression that the document
addresses meta-analysis versus one (pivotal) study (in a submission). However, this does not seem to be the
case. Thefact that ‘meta-andyss and ‘one pivota study’ are addressed as separate topics should be
borne out more clearly inthetitle. We suggest: “ Pointsto consider on validity and interpretation
of a meta-analysis and of a single pivotal study, respectively”.

An index, even though the document is rdatively short, may neverthdess help to emphasse the
Separate points being made.

The specific comments below concern, in the main, matters of emphas's, but assumes that the
document is meant to address two separate topics, meta-andyss and one pivota study.

Specifics
I INTRODUCTION

The statement " the use of a meta-analysis to provide the pivotal evidencein an application
will always be problematic" (start of 2" paragraph, page 1) istoo strong. The dternaiveto a
meta-andyds in the sense of summarisng datais an informd andyss. This could well be consdered
more problematic than a meta-andyss. We acknowledge as pointed out in the guiddine that stronger
evidenceis sought from ameta- andlys's (something appreciably lower than 5%, if Sgnificance hasbeen
asessed at 5% for the individud studies). However, this does not mean, that meta-analyses are
inherently problematic. We consder that it is essentid that two issues are dearly distinguished: the
standard of proof and the means for assessing whether that standard has been reached.



11.1.2 TIMING OF PRE-SPECIFICATION

As mentioned earlier we support the contention that a meta-anayss should be pre-specified.
Nevertheless, the main issue is thet of fair summary and presentation of the results. Has the sponsor
performed the meta-analysi's using “utmost good faith”? Such “utmost good faith” is dearly eeser to
believe in, when the andyss protocal is specified in advance. Notwithstanding this, the guideline does
recognise that there may be Stuations where a meta-andyss may be driven by the individua study
results. We are somewhat puzzZled however, to read that this is the case when seemingly
conflicting results need to be put into perspective.

[1.11.3 REGULATORY PREREQUISITES OF RETROSPECTIVE META-ANALY SES

"Prerequisitesfor apotentially acceptable retrospective meta- andysisinclude’ may betoo strong when
after lising S prerequisitesit isstated that “for meta- anayseswhere these requirements are not fulfilled
it will prove difficult to get a regulatory acceptance’. For example, if (a) “some studies were clearly
pogitive’, (b) “inconclusive studies showed positivetrends’ and () “the pooled confidence interval was
well away from zero”, it would be strange to insst that there should be (d) “no dtatistical or mgjor
numerica heterogeneity”. Such heterogeneity is most likely precisdy where a trestment is effective.
Thus, given the circumstances (a) — (), it isalmost certain that asuitable transformation of scalewould
succeed in removing the heterogenaity. We wonder if in fact it is the intention that all the
mentioned situations must exist. If that is not the case, a reformulation is necessary.

1.2 SELECTION OF STUDIES

Thesub-headingsof 11.2.1and 11.2.2 could well beimproved upon to better reflecting thetype
of study selection relevant to various types of submission. After al, an application for a New
Chemicd Entity takes quite a different course from that of an gpplication amed a providing key
evidence for registering a generic, or providing further evidence for re-positioning of an existing drug.
The point is that the appropriateness of a prospective or a retrospective meta-andyss could well be
thought of as depending largdly on the status (new/generic/registered) of chemicd entity.

A point in favour of a meta-analyssof anew chemicd entity isthat it will usualy be possibleto identify
al studieswithout elaborate literature searches. However, snceameta- andyssisaforma summary of
the evidencein asubmission, thereisacasefor the sponsor presenting asummary of exactly thosetrids
for which he is repongible whether or not other trids exist and whether or not the regulator may in
addition wish to see such trids included in afurther andyss.

[11.3.1 CLINICAL RELEVANCE

It is suggested that this section recognises that the same issues exist for superiority as well
asfor non-inferiority studies. Although ‘superiority’ is not mentioned per sethe tenant of
the paragraph is‘difference’.



111.3.2 HETEROGENEITY AND EXTERNAL VALIDITY

This section israther obscure. Thereisaconflict between claming on the one hand that studiesthat
are too different should not be pooled and on the other hand seeking independent replication. A

decision not to pool studies becausetheresultsare different and the protocolsmay differ, isonly logica

if two assumptions are made. First, that the difference in results is a consequence of the presumed
difference in study. Second, that the potential bias-variance trade-off indicates the desrability of

eliminating bias at the expense of increased variance. The difference between the results of the studies
might be due to afactor other than that supposed. For example, one sudy may bein high-risk patients
and the other in low-risk patients, but these are not factorsthat are allocated at random. Hence, it may
be that the studies differ in some other quite fortuitous way, for example monitoring standards. That
being S0, unlessit can be established that one study isinherently more reigble than another, it might ill

be asafer strategy to pool the studies, even for the purpose of making predictionsfor high risk and for
low risk patients.

I ONE PIVOTAL STUDY

This section gtates that replication is the norm, but that one pivota study will be acceptable if the
evidence is exceptionaly compelling. Hence it ought to be perfectly reasonable for regulators to
welcome meta-analyss whilst stressing the necessity for convincing evidence.

However, from the list of reasons why two studies are better than one it rather looks asif a
more general use of the compound in different settings is advised. Can we still speak about
replication in this case? Even in this framework, "An indication for which no effective treatment
exigs' does not seem a reasonable argument for requiring more than one study.



