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1. General comments — overview

Stakeholder no. General comment (if any) Outcome (if applicable)

1 Why a specific BE guidance for carglumic acid (dispersible tablets) as 1. Accepted.
the general BE guidance can be followed without problems.
2. The comment has been acknowledged; however, this is
1. Some APIs are stated as BCS Class | or lll (e.g. sunitinib, addressed in the guideline, therefore no further action is
Emtricitabine/tenofovir disoproxil, etc.), and also requirements for BE  needed.
study are stated. It is unclear if the meaning is this APl is not qualify for

BCS-biowaiver. 3. Accepted.
2. Maybe add one row of “remarks for biowaiver”? information for 4. As it is neither BCS Class | nor BCS Class 111, a BCS
additional strengths, BCS-biowaiver, and solution with sorbitol (e.g. biowaiver is not possible.

Oseltamivir) can put here.

3. Background is written differently for the same statement in BCS and
strength.

4. With regards to APl with unknown BCS, should we give
recommendations for biowaiver? We have seen “The available data
on solubility does not allow the BCS classification of oseltamivir. If
the Applicant generates the solubility data and classifies the drug
according to the BCS criteria as highly soluble, a BCS biowaiver could
be applicable.” This recommendation never appears with other APIs
under the same conditions.

2 As per Daily dose of Carglumic acid Dispersible tablets, 200mg, For the design of BE studies with healthy volunteers the
tablets required 100mg/kg , if we consider 75 kg weight of average strength is applicable and not the dose. BE studies should be
subject then we required atleast 37 tablets per subjects and if we can performed with 200mg of Carglumic acid (its strength) and
plan minimum 18 subjects BE study then applicant required not following the dose as the question suggests.

Innovator products at least 666 Tablets ( Carbaglu) from Europe
markets.
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Carbaglu registered in Europe as Orphan drug and 666 tablets of
single lot of Carbaglu is not available in Europe Market.

In such circumstances, Can generic company use multiple different
lots of Carbaglu for as a reference drugs in single BE study? Pl. guide
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