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Dear Dr. Short:

Re: 2ZESTRIL® (lisinopril dihydrate)
— NDA_19-777

The purpose of this submission is to provide the Agency data to suppor€4
the change of solvent used in the manufacture of the lisinopril TFA ester used
in the manufacture of lisinopril dihydrate. The currently approved supplier -
of lisinopril TFA ester uses as the solvent in the
manufacturing process. As a result of the "Montreal Protocol,”. the supplier
is proposing to change the solvent used for the manufacture of lisinopril TFA
ester to a mixture of

Attachment 1 contains a summary of the change.
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Attachment 2 provides the old and new specifications for the lisinopril
TFA ester. The currently approved specifications for lisinopril dihydrate
have not changed from that currently approved and are provided for your
convenience.
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= Attachment 3 contains comparative batch analyses on four batches of
lisinopril TFA ester manufactured with the old and new solvents. -
Additionally, comparative batch analyses have been provided for three batches
of lisinopril dihydrate manufactured with llslnoprll TFA ester manufactured
with both the old and new solvents. .. -
The applicant hereby commits to place the first batch of each dosage
strength of drug product into its commercial stability program and report the
results to the Agency in the applicant's Annual Reports.

The applicant hereby certifies tha* a copy of this submission was

T submitted, in accordance with 21 CFR 314.70(a), to the Philadelphia Dlstrxct
- Office. o
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If you should require additional clarification or information, please do
not hesitate to contact me.

Slncerely,

Manager, Marketed Products Group

Drug Regulatory Affairs Department
(302) B8B6-2594

(302) B86-2822 (fax)
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