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Filability and QBR comments
"X"if Commentsyes

Application fiable?
X

Comments to be sent to finn? X Two ) sites in Canada have reliabilty issues. 
 perfonned the bioanalytical analyses for pitavastatin and

pitavastatin lactone in plasma and urine samples. If you intend to make labeling
claims for the interaction results between pitavastatin and fenofibrate plus
gemfibrozil (Study NK-104-109), you should do one of the following, in order of
preference:

. Repeat the pitavastatin and fenofibrate plus gemfibrozil interaction study.

. Re-assay the samples for pitavastatin and pitavastatin lactone at a
different bioanalytical facilty. For this option, the integrity of the original

samples must be demonstrated for the frozen storage period.
. Commission a scientific audit by a qualified independent expert, who is

knowledgeable in the area of human drug interaction studies and
bioanalytical data, and is selected by your company rather than by ,
to verify the results obtained by 

Pitavastatin is a 3R- and 55- specific stereoisomer. You should provide data to
demonstrate whether pitavastatin shows any chiral conversion via metabolism.

You should submit plasma pitavastatin and pitavastatin lactone concentration data
as well as phannacokinetic parameters for Study NK-104-1.37US.

QBR questions (key issues to be Exposure-safety and exposure-efficacy analyses, which help determine the risk/benefit ratio
considered) for using pitavastatin.

Other comments or infonnation Study NK-104-1.37US links the Phase 3 clinically-tested formulation and the to-be-
not included above marketed formulation. Hence, a DSI inspection on this pivotal bioequivalence study is in

order.

Clinical Site (total of 89 planned and 88 completed participants):

Study NK-104-1.37US "Single.(ose, randomized, open-label, crossover, bioequivalence
study of pitavastatin 2-mg and 4-mg tablets manufactured by Skyephanna, France, and
pitavastatin 2-mg and 4-mg tablets manufactured by Patheon, USA, in healthy volunteers"

Bioanalytical sites:

KOW/NK-104/08002 "An analytical investigation to detennine the plasma concentrations of
NK-104 and its lactone metabolite following a single dose, randomized, open-label, crossover,
bioequivalence study of pitavastatin 2-mg and 4-mg tablets manufactured by Skyephanna,
France and pitavastatin 2-mg and 4-mg tablets manufactured by Patheon, USA, in healthy
volunteers"

Primary reviewer Signature and
Date
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and Date
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