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Discussions during this teleconference centered on a draft policy statement on the use of
metabolite data in bioequiva ence studies and associated questions posed by HC to the SAC
members. Thisrecord summarizesthe finad outcome and consensus reached by the members.

! Item 1 - Opening remarks, (Jake Thiessen)
! Item 2 - Presentation of HC questions (Eric Ormshby)

The draft policy wasintroduced. It reflects current practice, though we do not have a
published policy on the use of metabolite datain bioequivaence sudies. Statementsin current
guidelines are not clear. Severd questions remain to be resolved.

! Item 3 - Deliberation (Jake Thiessen)

Before addressing the draft policy and specific questions raised by the TPD, the Chair invited
generd comment on theissue. Some of the comments were:

-With ungtable drugs such as acetylsdicylic acid, it may be necessary to measure the
metabolite/breakdown product, in this case sdicylic acid.

-Parent compound isthe best if it can be measured (even if it is a pro-drug)

-Measurement of the parent compound may be a problem when the drug has very short haf-life,
where concentrations of the parent drug are too low to be measured reliably.

-Use of metabolite data may be acceptable if it reduces variability with highly varigble drugsi.e.
it may improve the qudity of the bioequivaence assessment.

-If the parent drug can be satisfactorily assessed, then it should be the choice

! Item 4 - Final recommendations (Jake Thiessen)

1) What is meant by “ reliably measurable” ? This question includes the issue of duration,
i.e., if the parent drug concentrations can be measured for just 2 hours, isthat an
adequate length of time?

No consensus was reached on a definition of “religble’ in this context. It was suggested that if a
company claimed that a drug was not reliably measurable they would have to provide an
acceptable judtification for the claim.

It was suggested that the analyticd method used should be able to cover 80% of the AUC,
expected based on literature data.

The method should be able to provide drug concentration versus time profiles that alow valid
caculation of the rlevant kinetic parameters/bioequivalence metrics.

State-of-the-art technology should be used where possible. Older vaidated methods could be
used if they suited the purpose of bioequivaence assessment.



ii) How to deal with situations where ‘bracketing’ studies must be done, i.e., studies on high
and low strengths where it may be possible to measure parent drug with the high dose
but not with the low dose? Isit acceptable to use the parent in one case and the
metabolite in the other?

It is acceptable to use the parent drug with the high dose and a metabolite with the low dose if
the parent cannot be reliably measured after the low dose.

It was reiterated that the andyte to be studied must be established a priori

iif) Under what, if any, circumstances would use of metabolite data be acceptable even
though the parent drug concentrations are measurable?

This question was not specificaly addressed. However, from the discussion it may be concluded
that an acceptable a priori judtification for the use of metabolite datainstead of parent drug data
could be provided even though the parent drug is measurable. For example, the parent drug
concentrations may be measurable but too low to dlow vaid cadculation of the rlevant kinetic
parameters /bioequivalence metrics.

iv) If metabolite data is to be used, does it have to be an active metabolite? If so, why?

The metabolite does not have to be an active one. 1t should be a primary (first step), mgor
metabolite. In addition if there is a choice between two primary metabolites, one being the
precursor of an active species and the other not, either metabolite may be used.

V) If metabolite data is to be used, does it have to be a major metabolite? (If so, what is
meant by ‘major’)? Or can any primary metabolite be used?

Any primary (first step) metabolite can be used. A mgjor metabolite (one present in the largest
quantities) would presumably be easier to measure and would have the highest reliability in
testing differences between the products.

Vi) How to deal with submissions where both parent and metabolite data have been provided

but the protocol does not specify which moiety isto be used for bioequivalence
assessment?

If the use of metabolite data instead of parent drug data has not been adequately justified a priori
and stated clearly in the protocol, the parent drug data should be used.

Vii) Are there cases where it would be necessary to base the BE determination on BOTH
parent and metabolite data? For example, one author suggests that the
parent/metabolite ratio is important in assessment of BE for amiodarone.

The committee did not have time to discuss this question specificaly. However, the discussions
did not present any compelling reasons to ever measure both parent and metabolite
concentrations in the assessment of bioequivaence.



The committee agreed with the wording of the draft policy statement with the following
exception:

In paragraph 3 the sentence

“The choice of using the parent drug or ametabalite isto be clearly sated, a priori, inthe
objective of the sudy in the study protocol.”

should be changed to read:

“The choice of usng the metabolite instead of the parent drug isto be clearly stated, a priori, in
the objective of the study in the study protocol.”

! Item 5 - Announcements/next meeting (Eric Ormsby)

A stakeholder workshop and SAC meeting are being tentatively arranged for June 2004. The
topics for the meeting have not yet been decided.

! Item 6 - Adjourn (Jake Thiessen) 3:05 PM

Prepared by: Marilyn Davis & Conrad Pereira (2004-01-28)



