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PHARMACOLOGIST REVIEW OF GLP EIR (CP 7348.808) 
 
Firm Name:  Medimmune, LLC 
City, State:  Gaithersburg, MD 
EI Dates:  September 18-20, 2017 
FDA Participants: John Dan, Investigator, ORA-OBIMO-DBIMO 1 
   Charles R. Bonapace, Pharm.D., Pharmacologist, CDER-OSIS 
 
Inspection Summary 
This FY2017 inspection was the first FDA GLP inspection of Medimmune, LLC.  Two GLP 
studies were audited during the inspection.  At the close-out meeting, no Form FDA 483 was 
issued; however, two items were discussed with the management.  The first discussion item 
pertained to the possibility of employees using SOPs without adequate training because there were 
gaps between the approval and effective dates of SOPs.  The second item pertained to inadequate 
documentation of method validation studies with large molecules, where the run acceptance 
criteria was % of the accuracy and precision instead of the usual %.  The final 
classification of the inspection is No Action Indicated (NAI).  I recommend that the data from the 
audited studies and other studies of similar design conducted at Medimmune, LLC be accepted for 
Agency review by the pertinent review divisions. 

   
Studies Audited during this Inspection 

 Study No.: AAO00095     
Study Title: A 9-Month Intravenous and Subcutaneous Dose Toxicity, Toxicokinetics, 

and Immunogenicity Study of MEDI-563 in Cynomolgus Monkeys with a 
12-Week Recovery Period 

Study Initiation Date: February 6, 2009 
Final Report Date: February 3, 2011 
 
 

 Study No.: AAO00036    
Study Title: Maternal, Embryo-Fetal and Neonatal Toxicity Study of MEDI-563 

Administered Bi-Weekly by Intravenous Injection to Pregnant Cynomolgus 
Monkeys, Including a 6.5 Month Postnatal Evaluation 

Study Initiation Date: November 11, 2008 
Final Report Date: April 19, 2011 
 
Test Article: MEDI-563, Benralizumab 
Testing Facility:  
Sponsor: AstraZeneca Pharmaceuticals, LP (Gaithersburg, MD) 
 
Relevant FDA Applications: BLA-761070  
 IND 100237 (Submitter in DARRTS:  Medimmune, LLC) 
Review Divisions: Division of Pulmonary, Allergy, and Rheumatology Products (DPARP) 
 (BLA-761070 and IND 100237) 
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During the inspection, the firm stated that the acceptance limits were widened from within % 
to within % because the ELISA analytical method had a limited optical density span, which 
limits the method’s ability to consistently perform within % accuracy and precision. 
 
OSIS Evaluation:  Although widening acceptance limits to within % from the accepted 
within % could impact the quality and integrity of data generated with this bioanalytical 
method, the conduct and results of the method validation were accurately reported in the method 
validation report and the impact of widening the acceptance criteria are not significant enough to 
alter the study outcome. 
 
Recommendations: 
• After evaluating the inspectional findings, the data from the two audited studies were found to 

be reliable.  Thus, I recommend that studies AAO00036 and AAO00095 be accepted for 
Agency review. 

• The data from studies with similar design conducted before the end of the surveillance interval 
should be accepted for Agency review without an inspection. 

• The next inspection should be scheduled in three years. 
• Final classification:  No Action Indicated (NAI).  

 
Abhijit Raha, Ph.D.     Charles R. Bonapace, PharmD 
Pharmacologist      Director, DNDBE   

 
Date Assigned: 07/02/2017 
EI Dates:  09/18/2017 through 09/20/2017 
District Office: Baltimore (BIMO-East) 
FDA Investigators: John Dan, ORA-OBIMO-DBIMO 1  
   Charles R. Bonapace, Pharm.D., CDER-OSIS 
     
 
Inspection Type:              Routine Surveillance    X     Directed (For Cause) 
FDA-483 Issued:     X      No              Yes 
Letter Issued:      X      None              Inspection Close-Out Letter 
 
 
Date EIR Assigned to Reviewer: 10/23/2017 (retrieved from OSAR database) 
1st Draft Review Completed: 10/26/2017  
 
 
Inspection Conclusion:                     NAI                          
District Decision:                               NAI 
Final HQ Classification:                   NAI   
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LABELS AND LABELING REVIEW

Date: October 4, 2017
Reviewer: Vicky Borders-Hemphill, PharmD

Labeling Review Specialist
Office of Biotechnology Products (OBP)

Through: Jennifer Swisher, PhD, Product Quality Reviewer
OBP/Division of Biotechnology Review and Research I

Application: BLA 761070
Product: Fasenra (benralizumab)
Applicant: AstraZeneca AB
Submission Date(s): November 16, 2016, August 11, 207, September 5, 2017, 

and September 27, 2017

I) RECOMMENDATION

The labels and labeling for Fasenra (benralizumab) injection, 30 mg/mL single-dose prefilled 
syringe for subcutaneous use submitted on August 11, 2017 (container labels and carton 
labeling), September 5, 2017 (lidding labeling), and September 27, 2017 (prescribing 
information) are acceptable from a quality perspective.

II) BACKGROUND AND SUMMARY DESCRIPTION

The Applicant submitted BLA 761070 for Fasenra (benralizumab) on November 16, 2016. 

Table 1: Proposed Product Characteristics of benralizumab. 
Proprietary Name: Fasenra
Nonproprietary Name: Benralizumab
Dosage Form: injection
Strength and Container-Closure: 30 mg/mL single dose prefilled syringe
Route of Administration: subcutaneous
Storage and Handling: refrigerated at 2°C to 8°C (36°F to 46°F) in 

the original carton to protect from light
Indication: as an add-on maintenance treatment for 

patients with severe asthma aged 18 years 
and older, with an eosinophilic phenotype

Dose and Frequency: 30 mg every 4 weeks for the first 3 doses, 
followed by once every 8 weeks thereafter
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MATERIALS REVIEWED

We considered the materials listed in Table 2 for this review.  

Table 2: Materials Considered for this Label and Labeling Review

Materials Reviewed Appendix Section
Proposed Labels and  Labeling A
Other B (N/A)
Relevant Code of Federal Regulations and 
CDER Labeling Best Practices

C

Acceptable Labels and Labeling D
n/a = not applicable for this review

III)  DISCUSSION

The proposed labels were evaluated for compliance to the applicable code of federal regulations 
and CDER Labeling Best Practices (see Appendix C).

IV)  CONCLUSION

The prescribing information, patient labeling, container labels, and carton labeling for Fasenra 
(benralizumab) injection 30 mg/mL single-dose prefilled syringe were reviewed and found to 
comply with the following regulations: 21 CFR 610.60 through 21 CFR 610.67; 21 CFR 201.2 
through 21 CFR 201.25; 21 CFR 201.50 through 21 CFR 201.57; 21 CFR 201.100, United States 
Pharmacopeia (USP) standards, and best labeling practices. The labels and labeling submitted 
on August 11, 2017 (container labels and carton labeling), September 5, 2017 (lidding labeling), 
and September 27, 2017 (prescribing information) are acceptable (see Appendix D) from a 
quality perspective. 

4 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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Appendix B: Other 

Appendix C: Applicant Code of Federal Regulations and CDER Best Labeling Practices

Table 3: Label1,2 and Labeling3 Standards

Container4 Label Evaluation

ConformsRegulations
Yes No n/a

Comments and Recommendations

Proper Name 
21 CFR 610.60 
21 CFR 201.50
21 CFR 201.10

x considered a partial label

Manufacturer name, 
address, and license 
number 
21 CFR 610.60 

x considered a partial label

Lot number or other 
lot identification 
21 CFR 610.60
21 CFR 201.18 
21 CFR 201.100

x considered a partial label

Expiration date 
21 CFR 610.60 
21 CFR 201.17

x considered a partial label

Multiple dose 
containers 
(recommended 
individual dose) 
21 CFR 610.60

x single dose prefilled syringe

Statement: “Rx only” 
21 CFR 610.60 
21 CFR 201.100

x Unbold and reduce prominence of “Rx Only” to allow 
for prominence of other critical information on the 
Principal display panel (PDP).

Applicant revised as requested
Medication Guide 
21 CFR 610.60 

x

1 Per 21 CFR 1.3 (b) Label means any display of written, printed, or graphic matter on the immediate container of 
any article, or any such matter affixed to any consumer commodity or affixed to or appearing upon a package 
containing any consumer commodity.
2 Per CFR 600.3(dd) Label means any written, printed, or graphic matter on the container or package or any such 
matter clearly visible through the immediate carton, receptacle, or wrapper.
3 Per 21 CFR 1.3(a) Labeling includes all written, printed, or graphic matter accompanying an article at any time 
while such article is in interstate commerce or held for sale after shipment or delivery in interstate commerce.
4 Per 21 CFR 600.3(bb) Container (referred to also as “final container”) is the immediate unit, bottle, vial, ampule, 
tube, or other receptacle containing the product as distributed for sale, barter, or exchange.
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Regulations Conforms Comments and Recommendations
Yes No n/a

21 CFR 208.24

No Package for 
container 
21 CFR 610.60

x

Partial label 
21 CFR 610.60
21 CFR 201.10

x Ensure the licensed manufacturer appears as the listed 
Applicant on the submitted Form FDA 356h per 21CFR 
610.60(a)(2). Revise from “AstraZeneca” to read 
“AstraZeneca AB”.

Applicant revised as requested
No container label
21 CFR 610.60 

x

Ferrule and cap 
overseal

x PFS

Visual inspection 
21 CFR 610.60

x

NDC numbers 
21 CFR 201.2 
21 CFR 207.35

x Not required for partial labels per 21 CFR 610.60(c).

Route of 
administration 
21 CFR 201.5
21 CFR 201.100

x container label lacks space, then this information must 
appear on the carton, PI, and IFU (if applicable). 

Preparation 
instructions
21 CFR 201.5 

x considered a partial label

Package type term
21 CFR 201.5

x considered a partial label

Drugs 
Misleading 
statements 
21 CFR 201.6 

x

Strength
21 CFR 201.10 
21CFR 201.100

x

Drugs 
Prominence of 
required label 
statements 
21 CFR 201.15 

x

Bar code label 
requirements 
21 CFR 201.25

x
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Regulations Conforms Comments and Recommendations
Yes No n/a

21CFR 610.67 
Net quantity 
21 CFR 201.51 

x considered a partial label

Usual dosage 
statement
21 CFR 201.55 
21 CFR 201.100

x container label lacks space, then this information must 
appear on the carton, PI, and IFU (if applicable). 

Inactive ingredients 
21 CFR 201.100

x container label lacks space, then this information must 
appear on the carton, PI, and IFU (if applicable). 

Storage 
requirements

x considered a partial label

Dispensing container
21 CFR 201.100

x  

Package Label5 Evaluation

ComplyRegulations
Yes No n/a

Comments and Recommendations

Proper name
21 CFR 610.61
21 CFR 201.50
21 CFR 201.10 

x

Manufacturer 
name, address, and 
license number 
21 CFR 610.61

On the lidding and the carton labeling, ensure the 
licensed manufacturer appears as the listed Applicant 
on the submitted Form FDA 356h per 21CFR 610.61. 
Revise from  

to read 
“Manufactured by: AstraZeneca AB”
Sodertalje, Stockholm County Sweden SE-15185
US License No. XXXX”

The applicant may include the distributor name and 
address since they have fulfilled 21 CFR 610.61(b).

Applicant’s revision is acceptable

Remove the word  from the US license No. 
statement. The Applicant revised as requested.

5 Per 21 CFR 600.3(cc) Package means the immediate carton, receptacle, or wrapper, including all labeling matter 
therein and thereon, and the contents of the one or more enclosed containers. If no package, as defined in the 
preceding sentence, is used, the container shall be deemed to be the package.  Thus this includes the carton, 
prescribing information, and patient labeling.

(b) (4)

(b) (4)
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Regulations Comply Comments and Recommendations
Yes No n/a

Lot number or 
other lot 
identification 
21 CFR 610.61

x

Expiration date 
21 CFR 610.61 
21 CFR 201.17

x

Preservative 
21 CFR 610.61

x Ensure “No preservative” appears on the lidding 
labeling per 21 CFR 610.61 (e).

The Applicant responded that they consider the lidding 
to be a partial label and that this not be added in order 
to maintain white space.

The Agency does not consider the lidding labeling a 
partial label since the partial label regulation pertains 
to container labels [see 21 CFR 610.60 (c)]. “No 
preservative” is required information per 21 CFR 
610.61 (e). To accommodate the addition of this 
information, consider locating the statement to appear 
on the line after “Do Not Shake or Freeze.”

The Applicant revised as requested.
Number of 
containers 
21 CFR 610.61

x

Strength/volume
21 CFR 610.61 
21 CFR 201.10 
21 CFR 201.100

x

Storage 
temperature 
21 CFR 610.61

x On the lidding and the carton labeling, revise the 
storage statement from 

 

to read “Store the prefilled syringe refrigerated at 2ºC 
- 8ºC (36ºF - 46ºF) in original carton to protect from 
light. Do not shake or freeze the syringe.”

Applicant revised as requested
Handling: “Shake 
Well”, “Do not 
Freeze” or 
equivalent 
21 CFR 610.61 

x

(b) (4)
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Regulations Comply Comments and Recommendations
Yes No n/a

Multiple dose 
containers 
(recommended 
individual dose) 
21 CFR 610.61

x single dose

Route of 
administration 
21CFR 610.61
21 CFR 201.5 
21 CFR 201.100

x

Known sensitizing 
substances 
21CFR 610.61 

x

Antibiotics added 
during 
manufacturing 
21 CFR 610.61

x

Inactive ingredients 
21 CFR 610.61 
21 CFR 201.100

x Revise the inactive ingredients list from  

to read 
“Contents: One 1-mL single-dose prefilled syringe that 
delivers 30 mg benralizumab, L-histidine… and Water 
for Injection, USP.” Ensure that the inactive 
ingredients appear in alphabetical order per USP 
<1091> Labeling of Inactive Ingredients. 
The Applicant revised as requested

Add the list of inactive ingredients to the lidding 
labeling. To accommodate this addition, remove the 
trademark statement, as the trademark statement is 
not required information per 21 CFR 201.15. 

The Applicant responded that they consider the lidding 
to be a partial label and that this not be added in order 
to maintain white space. 

The Agency does not consider the lidding labeling a 
partial label. However, we agree with the 
considerations for space and this information will 
appear on the carton and in prescribing information.

Adjuvant, if present 
21 CFR 610.61

x

Source of the 
product 

x

(b) (4)
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Regulations Comply Comments and Recommendations
Yes No n/a

21 CFR 610.61 
Identity of each 
microorganism 
used in 
manufacturing 
21 CFR 610.61

x See listing in PI

Minimum potency 
of product 
21 CFR 610.61 

x On the lidding, add the words “No U.S. standard of 
potency” per 21CFR 610.61 (r)
The Applicant responded that they consider the lidding 
to be a partial label and that this not be added in order 
to maintain white space.

The Agency does not consider the lidding labeling a 
partial label. “No U.S. standard of potency” statement 
is required information per 21 CFR 610.61 (r). This can 
be added as follows: 
“Do not shake or freeze the syringe. 
No Preservative. No U.S. Standard of Potency” 

The Applicant revised as requested.
Rx only 
21CFR 610.61
21 CFR 201.100

x

Divided 
manufacturing
21 CFR 610.63

x

Distributor 
21 CFR 610.64

x

Bar code
21 CFR 610.67
21 CFR 201.25

x

Strategic National 
Stockpile 
(exceptions or 
alternatives to 
labeling 
requirements for 
human drug 
products) 
21 CFR 610.68
21 CFR 201.26

x

NDC numbers 
21 CFR 201.2 
21 CFR 207.35

x

Preparation x
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Regulations Comply Comments and Recommendations
Yes No n/a

instructions
21 CFR 201.5
Package type term
21 CFR 201.5
 

x Relocate and revise the discard statement to appear 
adjacent to the package type term as follows: “1 
single-dose prefilled syringe. Discard unused portion.”

Applicant revised as requested
Drugs 
Misleading 
statements 
21 CFR 201.6

x

Drugs 
Prominence of 
required label 
statements 
21 CFR 201.15

x see inactive ingredient assessment above 

Net quantity 
21 CFR 201.51

x

Usual dosage 
statement
21 CFR 201.55 
21 CFR 201.100

x On the carton labeling, revise the usual dose 
statement from  

to read “Usual Dosage: See 
prescribing information” per 21 CFR 201.55.

Applicant revise as requested
Dispensing 
container
21 CFR 201.100

x

Medication Guide 
21 CFR 610.60
21 CFR 208.24

x

Prescribing Information and Patient Labeling Evaluation

ComplyLabeling 
Standards Yes No n/a

Comments and Recommendations

PRESCRIBING INFORMATION
Highlights of prescribing information
PRODUCT TITLE 
21 CFR 201.57(a)(2)

x

DOSAGE AND 
ADMINISTRATION 

x

(b) (4)
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Labeling 
Standards

Comply Comments and Recommendations
Yes No n/a

21 CFR 201.57(a)(7)
DOSAGE FORMS AND 
STRENGTHS 
21 CFR 201.57(a)(8)

x

Full Prescribing Information
2 DOSAGE AND 
ADMINISTRATION
21 CFR 201.57(c)(3)

x  

3 DOSAGE FORMS 
AND STRENGTHS  
21 CFR 201.57(c)(4)

x Added identifying characteristics per 
21 CFR 201.57(c)(4) 

TRADENAME is a clear to opalescent, colorless to 
slightly yellow solution and may contain a few 
translucent or white to off-white particles

Applicant revised as requested
6.2 
IMMUNOGENICITY

x Relocated the last paragraph to appear at the 
beginning of this section and revised the language 
for this standard statement based on our current 
labeling

Applicant revised as requested
11 DESCRIPTION 
21 CFR 201.57(c)(12)

x Deleted  from first paragraph since this 
paragraph discusses the drug substance
Applicant revised as requested
Added the dosage form per 21 CFR 201.57(c)(12)

Applicant revised as requested

Per OND best labeling practices revise the list of all 
inactive ingredients in alphabetical order (see USP 
Chapter <1091>)   followed by their quantitative 
information using the metric system of weight in 
parenthesis (x mg) except for those inactive 
ingredients added to adjust pH or tonicity or water 
for injection.

Applicant revised as requested
16 HOW SUPPLIED/ 
STORAGE AND 
HANDLING
21 CFR 201.57(c)(17)

x Added dosage form per 21 CFR 201.57(c)(17) to 
first paragraph

Applicant revised as requested

Revised the strength from  to “30 mg/mL” 
as appropriate for this dosage form.

(b) (4)

(b) (4)



Page 15 of 19

Labeling 
Standards

Comply Comments and Recommendations
Yes No n/a

Applicant revised as requested

Revised the storage statement for readability

Applicant revised as requested
MANUFACTURER 
INFORMATION
21 CFR 610.61, 
21 CFR 610.64

x Add the licensed manufacturer per 21 CFR 
610.61(b)

Applicant revised as requested

The applicant may include the distributor name and 
address since they have fulfilled 21 CFR 610.61(b). 
We revised the qualifying phrase per 21 CFR 610.64

“Distributed by: AstraZeneca Pharmaceuticals LP, 
Wilmington, DE 19850”

Applicant revised as requested
MEDICATION GUIDE, INSTRUCTIONS FOR USE, AND PATIENT INFORMATION
TITLE (NAMES AND 
DOSAGE FORM)

x

STORAGE AND 
HANDLING

x HCP administered

INGREDIENTS x
MANUFACTURER 
INFORMATION
21 CFR 610.61, 21 CFR 
610.64

x Ensure the licensed manufacturer appears as the 
listed Applicant on the submitted Form FDA 356h 
per 21CFR 610.61. Revise from  

 
to read 

“Manufactured by: AstraZeneca AB
Sodertalje, Stockholm County Sweden SE-15185
US License No. XXXX”

Applicant revised as requested

The applicant may include the distributor name and 
address since they have fulfilled 21 CFR 610.61(b). 
We revised the qualifying phrase per 21 CFR 610.64

“Distributed by: AstraZeneca Pharmaceuticals LP, 
Wilmington, DE 19850” 

Applicant revised as requested

(b) (4)

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



Vicky
Borders-Hemphill

Digitally signed by Vicky Borders-Hemphill
Date: 10/04/2017 09:56:54AM
GUID: 50814c7000007a3d59329f660d8ddf02

Jennifer
Swisher

Digitally signed by Jennifer Swisher
Date: 10/05/2017 12:39:56PM
GUID: 508da6d7000262dc015dcdc5f6541612

































Jennifer
Swisher

Digitally signed by Jennifer Swisher
Date: 10/02/2017 12:54:55PM
GUID: 508da6d7000262dc015dcdc5f6541612

Kathleen
Clouse Strebel

Digitally signed by Kathleen Clouse Strebel
Date: 10/02/2017 12:59:50PM
GUID: 508da6d70002630c9a2555c796176955





BLA 761070: Benralizumab DS and DP Manufacture

                                                    2

Inspection Recommendation.  All other manfactuering facilities evaluation was documented in the 
7/11/2017 Facility Review and since it was complete, is not reproduced here.

ASSESSMENT

DRUG SUBSTANCE FACILITY

 3.2.S.2.1 DS Manufacturer
The site proposed for commercial manufacturing and testing of Benralizumab DS is presented 
below in Table 1. 

TABLE 1.  Proposed Site for Benralizumab DS Manufacturing and Testing Operations
Site Name Address FEI Number Responsibilities

AstraZeneca Pharmaceutical LP, 
Frederick Manufacturing Center  

(Formerly known as 
MedImmune LLC, FMC)

633 Research Court
Frederick, Maryland 

21703, USA
3002617771

Manufacturing of drug 
substance; Release testing, 
Stability testing; Working Cell 
bank manufacture and storage

 Current Pre-approval Inspection Decision

AstraZeneca Pharmaceutical LP, FMC (FEI 3002617771)
A pre-approval inspection of AstraZeneca Pharmaceutical LP in Frederick, MD, USA was 
completed in support of BLA 761070/0 for Benralizumab.  The inspection occurred from 
5/15-23/2017 and was conducted in accordance with CP 7346.832, CP 7356.002M, and PAC 
46832M.  The current inspection included the firm’s Quality, Production, Materials, 
Facilities and Equipment, and Laboratory Controls System in order to assess the firm’s 
readiness for manufacturing, conformance to application, and data integrity audit.  A 4-item 
FDA-483 was issued at the conclusion of the inspection, citing inadequate controls to 
prevent microbial contaminations;  inadequate WFI sampling procedure; inadequate 
training, and inadequate adverse drug experiences reporting.  The inspection was initially 
classified VAI; and approval of BLA 761070 was recommended by the inspection team.  The 
firm’s responses to FDA-483 observations have been reviewed by OPF/DIA and deemed 
adequate.  OPF/DIA concurs with the VAI recommendation and recommends approval for 
BLA 761070 (CMS WA #163807).

Reviewer Comment 1:  The proposed DS manufacturing facility, AstraZeneca 
Pharmaceutical LP, Frederick Manufacturing Center (FMC) (FEI 
3002617771), is acceptable from a facility inspectional assessment 
standpoint.

CONCLUSION
Adequate descriptions of the facilities, equipment, environmental controls, cleaning and  
contamination control strategy were provided for AstraZeneca Pharmaceutical LP, FMC (FEI 
3002617771) proposed for commercial Benralizumab DS manufacture.  All proposed DS and DP 
manufacturing and testing facilities are acceptable based on the basis of their currently acceptable 
CGMP compliance status and recent relevant inspectional coverage.  This submission is 
recommended for approval from a facility review perspective..
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______________________________________________________________________________________________________________________________ 

Center for Drug Evaluation and Research 
Office of Pharmaceutical Quality 

Office of Process and Facilities 
Division of Microbiology Assessment 

 
Date:  June 21, 2017 
STN:  761070/0 
Reviewer:  Candace Gomez-Broughton, Ph.D. Microbiologist CDER/OPQ/OPF/DMA/Branch IV 
Endorsed: Dupeh Palmer, Ph.D. Quality Assessment Lead CDER/OPQ/OPF/DMA/Branch IV 
Subject:  Original Biologics License Application 
Applicant: AstraZeneca AB 
Facilities:  
Product:  FASENRA™ (benralizumab) 
Dosage:  solution for subcutaneous injection (30 mg/mL) 
Indication: Add-on maintenance treatment for patients with severe asthma 
Action Date: November 16, 2017 
______________________________________________________________________________________________________________________________ 
Recommendation:  
The BLA is for approval from a microbiological product quality perspective.  
______________________________________________________________________________________________________________________________ 
 
Introduction 
AstraZeneca AB has submitted an original Biologics License Application (BLA 761070) for the approval of benralizumab. 
Benralizumab is a monoclonal antibody produced in Chinese hamster ovary (CHO) cells that is selective for interleukin 5Rα.  
The benralizumab drug product (DP) is composed of 30 mg in 1.0 mL solution with a prefilled syringe presentation. 
 
This review covers the drug product manufacturing process. The drug substance portion is covered in a separate review 
completed by Maria Lopez-Barragan. 
 
Assessment 
P Drug Product 
P.1 Description and Composition of the Drug Product 
The benralizumab DP consists of 30 mg/mL of benralizumab in 20 mM histidine/histidine-HCL, 0.25 M trehalose dehydrate, 
0.006% w/v polysorbate 20, pH 6.0. The DP is presented in an accessorized prefilled syringe (APFS).  

 
 

The accessories do not contact the DP solution and are not part of the fluid path of the delivery system. 
 
P.2 Pharmaceutical Development 
P.2.5 Microbiological Attributes 
The benralizumab DP is a preservative-free sterile liquid  manufactured and filled into syringes. Container 
closure integrity was evaluated as part of the validation studies which are discussed in Sections P.3.5.2, P.3.5.6, and P.3.5.7. 
 
P.3 Manufacture 
P.3.1 Manufacturer(s) 
The facilities in which the benralizumab DP is manufactured and tested are listed in the following table. 
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Center for Drug Evaluation and Research 

WO Bldg. 22 

10903 New Hampshire Ave. 

Silver Spring, MD 20993 

 

Date:   7/13/2017  

To: Administrative File, STN 761070/0  

From: Maria Jose Lopez Barragan, PhD., Reviewer, CDER/OPQ/OPF/DMA/BIV 

Through: Reyes Candau-Chacon, PhD., Acting Quality Assessment Lead, CDER/OPQ/OPF/ 

DMA/BIV 

Subject: New Biologic License Application (BLA) 

US License:  2043 

Applicant: AstraZeneca AB 

Facilities: MedImmune LLC Frederick Manufacturing Center (FMC) 

 633 Research Court, Frederick, 21703 Maryland 

 FEI: 3002617771 (DS manufacture) 

Product: Benralizumab (trade name pending); internal company codes: MEDI-563, 01P003 

Dosage: Sterile solution for subcutaneous injection (30 mg/mL) 

Indication: Add-on maintenance treatment for severe asthma with eosinophilic phenotype in 

adults  

Goal date: 11/13/2017 

 

Recommendation for approvability: This BLA is recommended for approval from a microbiology 

product quality perspective.   

 
 

Review Summary 

AstraZeneca AB has submitted BLA 761070 to obtain approval of benralizumab, a humanized, 

afucosylated, monoclonal antibody of the IgG1/κ-class selective for interleukin-5Rα indicated for 

the add-on maintenance treatment of adults with severe asthma with eosinophilic phenotype.  

BLA 761070 was submitted in eCTD format on 11/16/2016. This review memo evaluates 

information on benralizumab drug substance section of the BLA from a product quality 

microbiology perspective. The review of benralizumab drug product section of the BLA was 

performed by Candace Gomez-Broughton.  

Drug Substance Microbiology Quality Information Reviewed 

IR Submission Date Description eCTD Sequence Date 

Not applicable Original BLA  0000 11/16/2016 

6/21/2017 Response to information request 0020 7/10/2017 
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CONCLUSION  

I. The Drug Substance section of this BLA was reviewed from a microbial control and 

microbiology product quality perspective and it is recommended for approval.  

II. Non-microbial information and data from the Drug Substance section of this BLA should be 

also reviewed by OBP.  

III. A pre-license inspection was conducted at MedImmune LLC Frederick Manufacturing Center 

(FMC), from May 15
th

 through May 23
rd

, 2017 by OGROP/ORA/OMPTO/OBPO/BPIS (Arie 

Menachem) and CDER/OPQ/OBP/DBRRIV (Jennifer Swisher); see under MARCS Operation 

ID No. 58885.  
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OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

B. NOTEWORTHY ELEMENTS OF THE 
APPLICATION Yes No Comment

16. Liposome product1

17. Biosimiliar product1

18. Combination Product _____________________
19. Other_________________

APPEARS THIS WAY ON ORIGINAL





OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
o Facilities and Equipment
o Adventitious Agents Safety 

Evaluation
o Novel Excipients

 Regional Information
o Executed Batch Records
o Method Validation Package
o Comparability Protocols

FACILITY INFORMATION
3. Are drug substance manufacturing sites, drug 

product manufacturing sites, and additional 
manufacturing, packaging and control/testing 
laboratory sites identified on FDA Form 356h or 
associated continuation sheet?  For a naturally-
derived API only, are the facilities responsible for 
critical intermediate or crude API manufacturing, or 
performing upstream steps, specified in the 
application?  If not, has a justification been 
provided for this omission? For each site, does the 
application list:
 Name of facility,
 Full address of facility including street, city, 

state, country 
 FEI number for facility (if previously registered 

with FDA)
 Full name and title, telephone, fax number and 

email for on-site contact person. 
 Is the manufacturing responsibility and 

function identified for each facility, and
   DMF number (if applicable)

4. Is a statement provided that all facilities are ready 
for GMP inspection at the time of submission?
For BLA: 
 Is a manufacturing schedule provided?
 Is the schedule feasible to conduct an 

inspection within the review cycle?
DRUG SUBSTANCE INFORMATION

5. For DMF review, are DMF # identified and 
authorization letter(s), included US Agent Letter of 
Authorization provided?

6. Is the Drug Substance section [3.2.S] organized 
adequately and legible? Is there sufficient 
information in the following sections to conduct a 
review?

 general information
 manufacture 

o Includes production data on drug substance 
manufactured in the facility intended to be 



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
licensed (including pilot facilities) using 
the final production process(es)

o Includes descriptions of changes in the 
manufacturing process from material used 
in clinical to commercial production lots – 
BLA only

o Includes complete description of product 
lots and their uses during development – 
BLA only

 characterization of drug substance
 control of drug substance

o Includes data to demonstrate comparability 
of product to be marketed to that used in 
the clinical trials (when significant changes 
in manufacturing processes or facilities 
have occurred)

o Includes data to demonstrate process 
consistency (i.e. data on process validation 
lots) – BLA only

 reference standards or materials
 container closure system
 stability

o Includes data establishing stability of the 
product through the proposed dating period 
and a stability protocol describing the test 
methods used and time intervals for 
product assessment

DRUG PRODUCT INFORMATION
7. Is the Drug Product section [3.2.P] organized 

adequately and legible? Is there sufficient 
information in the following sections to conduct a 
review?
 Description and Composition of the Drug 

Product 
 Pharmaceutical Development 

o Includes descriptions of changes in the 
manufacturing process from material used 
in clinical to commercial production lots

o Includes complete description of product 
lots and their uses during development

 Manufacture 
o If sterile, are sterilization validation studies 

submitted? For aseptic processes, are 
bacterial challenge studies submitted to 
support the proposed filter?

 Control of Excipients 
 Control of Drug Product 

o Includes production data on drug product 
manufactured in the facility intended to be 
licensed (including pilot facilities) using 



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
the final production process(es)

o Includes data to demonstrate process 
consistency (i.e. data on process validation 
lots)

o Includes data to demonstrate comparability 
of product to be marketed to that used in 
the clinical trials (when significant changes 
in manufacturing processes or facilities 
have occurred)

o Analytical validation package for release 
test procedures, including dissolution

 Reference Standards or Materials 
 Container Closure System 

o Include data outlined in container closure 
guidance document

 Stability 
o Includes data establishing stability of the 

product through the proposed dating period 
and a stability protocol describing the test 
methods used and time intervals for 
product assessment

 APPENDICES 
 REGIONAL INFORMATION 

BIOPHARMACEUTICS
8. If the Biopharmaceutics team is responsible for 

reviewing the in vivo BA or BE studies:  
Does the application contain the complete BA/BE 

data?   
Are the PK files in the correct format?
 Is an inspection request needed for the BE 

study(ies) and complete clinical site information 
provided?

9. Are there adequate in vitro and/or in vivo data 
supporting the bridging of formulations throughout 
the drug product’s development and/or 
manufacturing changes to the clinical product? 
(Note whether the to-be-marketed product is the 
same product used in the pivotal clinical studies)

10. Does the application include a biowaiver request?  
If yes, are supportive data provided as per the type 
of waiver requested under the CFR to support the 
requested waiver?  Note the CFR section cited.

11. For a modified release dosage form, does the 
application include information/data on the in-vitro 
alcohol dose-dumping potential?

12. For an extended release dosage form, is there 
enough information to assess the extended release 
designation claim as per the CFR?
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