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1 PURPOSE OF MEMO

This memorandum summarizes our evaluation of the suffixes proposed by Amgen for the nonproprietary 
name and communicates our recommendation for the nonproprietary name.

2 REGULATORY HISTORY 
The following information summarizes the regulatory history that is pertinent to this evaluation:

 On May 18, 2017, the Applicant proposed four nonproprietary name suffixes for this product.  
FDA’s evaluation of the proposed suffix candidates identified inconsistency with the final 
guidance.

 On August 10, 2017, FDA held a teleconference with the Applicant to outline the points of 
inconsistency identified during the evaluation process for each of the four suffix candidates and 
to discuss a path forward for the nonproprietary name of this product.  

 On August 18, 2017, the Applicant amended the submission to provide for the addition of 
alternative suffixes, which are the subject of this memorandum. 

3 ASSESSMENT OF THE NONPROPRIETARY NAME
On August 18, 2017, Amgen submitted a list of suffixes, in order of preference, to be used in the 
nonproprietary name of their product.  We note that the applicant submitted ten suffixes.  The suffixes are 
evaluated against the criteria described in the guidancea. We conducted an evaluation of the suffix 
candidates in the order of preference listed by the Applicant and concluded our evaluation of the panel of 
suffix candidates when a viable suffix was identified.      

3.  bevacizumab-awwb

Amgen’s third proposed suffix, -awwb, is comprised of three distinct letters, is not too similar to any other 
products’ suffix designation, does not look similar to the names of other currently marketed products, is 

a See Section VI which describes that any suffixes should be devoid of meaning in Guidance for Industry:
Nonproprietary Naming of Biological Products. 2017. Available from

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM459987.pdf 

Reference ID: 4146767

(b) (4)



devoid of meaning, and does not make any misrepresentations with respect to safety or efficacy of this 
product.

These findings were shared with the TBBS, ORP, OCC and OPDP.  In email correspondence dated August 
29, 2017, the workgroup concurred with DMEPA’s assessment and conclusion.

4 CONCLUSION
FDA conducted an evaluation of Amgen’s proposed suffixes  and identified concerns 
that render the suffixes non-viable.

We find that Amgen’s proposed suffix “-awwb” is acceptable and recommend the nonproprietary name 
be revised throughout the draft labels and labeling to bevacizumab-awwb.

4.1 COMMENTS FOR THE APPLICANT

We find the nonproprietary name, bevacizumab-awwb, conditionally acceptable for your proposed 
product.  Should your 351(k) BLA be approved during this review cycle, bevacizumab-awwb will be the 
proper name designated in the license and you should revise your proposed labels and labeling 
accordingly.  However, please be advised that if your application receives a Complete Response, the 
acceptability of your proposed suffix will be re-evaluated when you respond to the deficiencies.  If we find 
your proposal unacceptable upon our re-evaluation, we would inform you of our finding.

We also note that the first two proposed suffix candidates are unacceptable for the following reasons: 
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LABEL AND LABELING REVIEW 

Division of Medication Error Prevention and Analysis (DMEPA)  
Office of Medication Error Prevention and Risk Management (OMEPRM) 

Office of Surveillance and Epidemiology (OSE) 
Center for Drug Evaluation and Research (CDER) 

 
*** This document contains proprietary information that cannot be released to the public*** 
 

Date of This Review: August 22, 2017 

Requesting Office or Division: Division of Oncology Products 2 (DOP2) 

Application Type and Number: BLA 761028 

Product Name and Strength: Mvasi (bevacizumab-xxxx)a Injection,  
100 mg/4 mL (25 mg/ mL) and 400 mg/16 mL (25 mg/mL) 

Product Type: Single Ingredient Product 

Rx or OTC: Rx 

Applicant/Sponsor Name: Amgen, Inc. 

Submission Date: November 14, 2016 

OSE RCM #: 2016-2212 

DMEPA Primary Reviewer: Janine Stewart, PharmD 

DMEPA Team Leader: Chi-Ming (Alice) Tu, PharmD, BCPS 

 

                                                      
a Mvasi has been developed as a proposed biosimilar to US-licensed Avastin (bevacizumab). Since the proper name 
for Mvasi has not yet been determined, “bevacizumab-xxxx” is used throughout this review as the proper name for 
this product. 
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In addition, we note the side panel of the proposed carton labeling contains the statement, 
“This Product Contains Dry Natural Rubber.”  We communicated with the Office of Product 
Quality (OPQ) via email correspondence to notify them about the statement, and defer to OPQ 
on the acceptability of this natural rubber statement.   

We provide recommendations in Section 4.2 to improve the clarity and readability of 
statements that appear on the container labels and carton labeling.   

 

4 CONCLUSION & RECOMMENDATIONS 

The proposed PI, container labels, and carton labeling for Mvasi (bevacizumab-xxxx) injection 
can be improved to promote the safe use of the product. 

 

4.1 RECOMMENDATIONS FOR THE DIVISION 

We provide our recommendations to the proposed PI in tracked changes (See Appendix H). 
 
4.2         RECOMMENDATIONS FOR AMGEN 

We recommend the following be implemented prior to approval of this BLA:  

A.   General Comments (Container Label and Carton Labeling) 

1. Revise the principal display panel (PDP) to: 
a. Replace “ABP215” with the conditionally acceptable proprietary name Mvasi. 
b. Increase the prominence of the proper name so it’s at least half the size of 

the proprietary name taking into account all pertinent factors, including 
typography, layout, contrast, and other printing features in accordance with 
21 CFR 201.10(g)(2).  As currently proposed, the proper name “bevacizumab-
xxxx” lacks prominence commensurate with the proprietary name.   

c. Consider adding the dosage form, “Injection” to appear beneath the proper 
name “bevacizumab-xxxx” on the container label and carton labeling. 

d. Increase the prominence and legibility of the strength and concentration.  
The product strength and concentration statements lack prominence as 
currently proposed. 

For example,     

Mvasi 
(bevacizumab-xxxx) 

Injection 

100 mg/4 mL (25 mg/mL) 

Please note example above illustrates our recommendation only and is not intended 
to dictate font size, color, typography, artwork, etc. 
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2. Revise the product code in the NDC numbers to ensure adequate differentiation 
between the strengths.  The NDC product codes (middle digits) are sequential 
between the two strengths.  The assignment of sequential product code numbers is 
not an effective differentiating feature.   

3. Revise the statement that reads “ ” to read “For 
Intravenous Infusion After Dilution.”  We recommend this to minimize the risk of 
administering the drug as an intravenous push. 

 

B.   Container Labels 
1. Relocate the strength presentation from the side panel to appear beneath the 

proper name and dosage form in the same visual field so that the expression as 
strength per total volume is the primary and prominent expression on PDP followed 
in close proximity by strength/mL enclosed by parenthesis see USP General Chapters 
<7> Labeling (Strength per total volume for single dose and multiple dose injectable 
drug products). 
Consider the prominence and legibility of the strength and concentration 
presentation. 

2. As proposed, the unique color chosen to highlight each strength on the side panel 
does not appear on the PDP of the container label for each strength.  Please 
incorporate the unique color for each strength on the PDP in order to provide 
adequate differentiation between the container labels. 

 

C.   Carton Labeling 

1. Revise the statement “ ” from the side panel.  This statement does not 
reflect the strength statement that should be expressed as total strength per total 
volume (XX mg/XX mL).  

2. Remove the statement ”.  This statement does not reflect the dosage form 
of the proposed product, which is injection.  See recommendation A1 above. 

3. Relocate the net quantity statement “Contains 1 single dose vial” to appear away 
from the strength statement and with less prominence than the strength statement.  
You may consider revising the statement “ ” to read “One Single-
dose vial.  Discard unused portion.” 

4. Revise the usual dose statement that appears on the side panel, “  
.”, to read “Usual Dose:  See prescribing information.” 
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15 mg/kg intravenously every 3 
weeks with carboplatin/paclitaxel 
Glioblastoma- 
10 mg/kg intravenously every 2 
weeks 
    
Metastatic renal cell carcinoma 
(mRCC)- 
10 mg/kg intravenously every 2 
weeks with interferon alfa  
 
Persistent, recurrent, or 
metastatic carcinoma of the 
cervix-  
15 mg/kg intravenously every 3 
weeks with paclitaxel/cisplatin or 
paclitaxel/topotecan 
 
 

15 mg/kg intravenously every 3 
weeks with carboplatin/paclitaxel 
 
Glioblastoma- 
10 mg/kg intravenously every 2 
weeks 
    
Metastatic renal cell carcinoma 
(mRCC)- 
10 mg/kg intravenously every 2 
weeks with interferon alfa  
 
Persistent, recurrent, or 
metastatic carcinoma of the 
cervix-  
15 mg/kg intravenously every 3 
weeks with paclitaxel/cisplatin or 
paclitaxel/topotecan 
 
Platinum-resistant recurrent 
epithelial ovarian, fallopian tube 
or primary peritoneal cancer-  
10 mg/kg intravenously every 2 
weeks with paclitaxel, pegylated 
liposomal doxorubicin or weekly 
topotecan  
 
15 mg/kg intravenously every 3 
weeks with topotecan given every 
3 weeks  
 
Platinum-sensitive recurrent 
epithelial ovarian, fallopian tube, 
or primary peritoneal cancer-  
 
15 mg/kg intravenously every 3 
weeks in combination with 
carboplatin/paclitaxel for 6-8 
cycles, followed by 15 mg/kg 
intravenously every 3 weeks as a 
single agent  
 
15 mg/kg intravenously every 3 
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weeks in combination with 
carboplatin/gemcitabine for 6-10 
cycles, followed by 15 mg/kg 
intravenously every 3 weeks as a 
single agent  
 

How Supplied single-dose vials single-dose vials 

Storage Store at 2−8°C (36−46°F).  Vials 
should be protected from light.  
Do not freeze or shake 

Store at 2−8°C (36−46°F).  Vials 
should be protected from light.  
Do not freeze or shake 

Container Closure glass vials glass vials 
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 APPENDIX G. LABELS AND LABELING  
G.1 List of Labels and Labeling Reviewed 

Using the principles of human factors and Failure Mode and Effects Analysis,b along with 
postmarket medication error data, we reviewed the following Mvasi (bevacizumab-xxxx) labels 
and labeling submitted by Amgen on November 14, 2016. 

• Container labels 
• Carton  labeling 

 
G.2 Label and Labeling Images 

                                                      
b Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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BLA 761028, MVASI (ABP 215 [bevacizumab-
biosimilar)

specifically, enrollment and treatment of three ineligible subjects. After a complete review of 
the inspectional findings it was determined that the tumor response data listed on the eCRFs 
and data listings submitted to the application are correct. Also, each of the three ineligible 
subjects was allowed to stay on-study after the sponsor reviewed the protocol violations and 
confirmed that there were no safety concerns.

The data from Study 20120265 submitted to the Agency in support of BLA 761028, appear 
reliable based on available information.

II. BACKGROUND

Amgen, as sponsor of BLA 761028, seeks approval to market ABP 215 (bevacizumab-  a 
humanized recombinant IgG1 monoclonal antibody against vascular endothelial growth factor 
(VEGF), as a biosimilar to the reference product, Avastin (bevacizumab) [BLA 125085].  The 
application is based, in part, on clinical data that demonstrates that ABP 215 is highly similar 
to Avastin as established by a confirmatory clinical safety and efficacy study (Study 
20120265) in a sensitive patient population (advanced non-squamous non-small cell lung 
cancer (NSCLC)).

The following overview of the Study 20120265 is intended as background context for 
interpreting the inspectional findings.

Study 20120265, entitled, “A randomized, double-blind, phase 3 study evaluating the efficacy 
and safety of ABP 215 compared with bevacizumab in subjects with advanced non-small cell 
lung cancer”, was conducted at 101 active clinical centers in 17 countries. Approximately 620 
subjects (310 per treatment group) were to be randomized (1:1) to receive investigational 
product (IP; ABP 215 or bevacizumab). A total of 642 subjects were randomized, 328 and 314 
subjects to the ABP 215 and bevacizumab arms, respectively. 

Study Period: First subject enrolled: November 11, 2013
Last subject completed: July 23, 2015 

Primary efficacy endpoint: Objective response (OR), defined as a best overall response of 
confirmed complete response (CR) or partial response (PR) according to RECIST v1.1 as 
determined by the clinical investigator and an independent radiology review center (IRC).
Objectives of inspections:

a. Assess objective response as determined by the clinical investigator using RECIST 
Version 1.1. 

b. Identification, documentation, and reporting of adverse events (AEs) for a sample 
of enrolled subjects.

c. General compliance with the investigational plan.

Reference ID: 4130616
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III. RESULTS (by site):
Name of CI, Site #, Address Protocol # and # of 

Subjects
Inspection 
Date

Final Classification

CI #1: Joachim von Pawel
(Site 26005)
Asklepios Fachkliniken 
München-Gauting
Robert-Koch-Allee 2
82131 Gauting, Bayern
Germany

Protocol: 20120265

Subjects: 34

February 27, 
2017 – March 
3, 2017

Preliminary 
Classification

OAI

CI #2: Istvan Albert
(Site 29007)
Mátrai Gyógyintézet, 
Bronchológia
Külterület
3233 Mátraháza
Hungary

Protocol: 20120265

Subjects: 18

March 6-9, 
2017

Preliminary 
Classification

NAI

CI  #3: Piotr Serwatowski
(Site 48004)
Specjalistyczny Szpital im. prof. 
Alfreda Sokołowskiego
Oddział II Onkologii Klinicznej i 
Chemioterapii
ulica Sokołowskiego 11
70-891 Szczecin,
Zachnodniopomorskie
Poland

Protocol: 20120265

Subjects: 17

March 6-10, 
2017

Preliminary 
Classification

NAI

CI #4: Luis Paz-Ares 
Rodriguez
(Site 58005)
Hospital Universitario Virgen del 
Rocio
Avenida de Manuel Siurot s/n
41013 Seville, Sevilla
Spain

Protocol: 20120265

Subjects: 12

April 3-7, 2017 Preliminary 
Classification

NAI

CI #5: Jerome Goldschmidt Jr. 
(Site 66029)
Oncology and Hematology 
Associates of Southwest
Virginia, Inc., DBA Blue Ridge 
Cancer Care
2600 Research Center Dr.
Blacksburg, VA 24060

Protocol: 20120265

Subjects: 11

May 1-5, 2017 Preliminary 
Classification

NAI

Sponsor: Amgen, Inc. 
One Amgen Center Drive 
Thousand Oaks, California 

Protocol: 20120265

Site Numbers: 

April 11-19, 
2017

Preliminary
Classification
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Name of CI, Site #, Address Protocol # and # of 
Subjects

Inspection 
Date

Final Classification

91320-179 26005, 29007, 48004, 
58005, 66029 and two 
additional randomly 
selected sites. 

NAI

Key to Compliance Classifications
NAI = No deviation from regulations. 
VAI = Deviation(s) from regulations. 
OAI = Significant deviations from regulations.  Data unreliable.  
Pending = Preliminary classification based on information in 483 or preliminary 

communication with the field; EIR has not been received from the field, and complete 
review of EIR is pending.  Final classification occurs when the post-inspectional 
letter has been sent to the inspected entity.

1. Dr. Joachim von Pawel, M.D. (Site 26005)

The site screened 36 subjects and enrolled 34 subjects. At the time of this inspection 
19 subjects had completed the study.  Records of all 36 subjects were reviewed during 
the inspection. The inspection included review of all subject case histories (100%), 
which covered informed consent documentation, case report forms (CRFs), medical 
records for office visits, laboratory reports, records of consultation, and hospital 
charts. Source documents were compared against the CRFs and data listings submitted 
to BLA 761028. Study records, including drug accountability records; site 
correspondence with the sponsor, monitor and IRB; and all regulatory records, 
including financial disclosure records, pharmacy binders, and documentation of 
radiologic images sent to and received by central radiology, were also reviewed.

The inspection revealed record keeping violations (discrepancies between source 
documents and CRFs with respect to tumor response) and protocol violations     
(enrollment and treatment of ineligible subjects). The noted eligibility protocol 
deviations were not pre-approved by the sponsor prior to enrollment of three study 
subjects.  However, the sponsor did evaluate each entry criterion violation after the 
subject was enrolled and concluded that each of these subjects were not placed at 
undue risk and, as such, they were allowed to continue in the study.  A summary of 
these protocol deviations are provided below.

1. Subject was enrolled on  and received the test article, ABP 215, on 
 but did not meet Inclusion Criterion 7 (adequate hepatic function) and met 

Exclusion Criterion 11 (history of thrombotic disorder).  Subject had an AST 
of 1384 and an ALT of 960 (which is > 3.0 x ULN) and had a history of 
pulmonary embolism (PE).  Inclusion criterion 7 states that subject must have 
adequate hepatic function as defined by total bilirubin <1.5 x ULN, and AST and 
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Subject ID -
Randomization 
Arm

Study Visit/Date 
of Imaging 
(mm/dd/yy)

Tumor 
Response4: 
Documented by 
CI or Sub-CI
(TL1/NTL2/OR3)

Tumor 
Response4:
Documented in 
eCRF
(TL1/NTL2/OR3)

5Change to OR 
for Timepoint

 
Bevacizumab

Visit: Week 7
Date: 0

PR/PD/PR SD/Non-CR/Non-
PD/SD

Yes: PR→SD

Visit: Week 13
Date: 0

PR/PR/PR SD/Non-CR/Non-
PD/SD

Yes: PR→SD

 ABP 215 Visit: Week 7
Date: 0

SD/SD/SD PR/Non-CR/Non-
PD/PR

Yes: PR→SD

Visit: Week 13
Date: 

SD/SD/SD PR/Non-CR/Non-
PD/PR

Yes: SD→PR

 ABP 215 Visit: FU 1
Date: 

PD/PD/PD SD/NA/PD No: PD

- ABP 215 Visit: Week 13
Date: 

CR/CR/PR CR/Non-CR/Non-
PD/PR

No: PR

 
Bevacizumab

Visit: Week 7
Date:

PR/PR/PR SD/Non-CR/Non-
PD/SD

Yes: PR→SD

Visit: Week 13
Date: 

RR/CR/PR PR/CR/PR No: PR

- 
Bevacizumab

Visit: Week 13
Date: 

PR/PR/PR PR/CR/PR No: PR

Visit: EOT
Date: 

PR/PR/PR PR/CR/PR No: PR

 – ABP 215 Visit: FU 1
Date: 

SD/SD/SD PR/Non-CR/Non-
PD/PR

Yes: SD→PR

– ABP 215 Visit: EOT
Date: 

PR/PR/PR PR/CR/PR No: PR

Visit: FU 1
Date: 

Unreadable first 
letter for TL 
response.
“D”/PD/PD

PR/PD/PD No: PD

 
Bevacizumab

Visit: Week 7
Date: 

SD/PR/PR SD/Non-CR/Non-
PD/SD

Yes: PR→SD

Visit: Week 13
Date: 

PR/PR/PR PR/CR/PR No: PR

Visit: EOT
Date: 

PR/PR/PR PR/CR/PR No: PR

Visit: FU 1
Date: 

PR/PR/PR PR/CR/PR No: PR

Visit: FU 2
Date: 

PR/PD/PD PR/CR/PD No: PD

 – ABP 215 Visit: Week 13
Date: 

SD/SD/SD PR/NE/PR Yes: SD→PR

Visit: EOT
Date: 1

SD/SD/SD PR/NE/PR Yes: SD→PR

Reference ID: 4130616
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Subject ID -
Randomization 
Arm

Study Visit/Date 
of Imaging 
(mm/dd/yy)

Tumor 
Response4: 
Documented by 
CI or Sub-CI
(TL1/NTL2/OR3)

Tumor 
Response4:
Documented in 
eCRF
(TL1/NTL2/OR3)

5Change to OR 
for Timepoint

Visit: FU 1
Date:

SD/SD/SD PR/NE/PR Yes: SD→PR

Visit: FU 2
Date:

PD/PD/PD PD/NE/PD No: PD

 
Bevacizumab

Visit: EOT
Date:

PD/PD/PD PD/Non-CR/Non-
PD/PD

No: PD

– ABP 215 Visit: FU 1
Date:

PD/SD/PD PD/NE/PD No: PD

 
Bevacizumab

Visit: Week 7
Date: 

PR/PR/PR PR/NA/PR No: PR

Visit: EOT
Date: 

PR/PR/PR PR/NA/PR No: PR

Visit: EOS
Date:

PR/PR/PR PR/NA/PR No: PR

 – ABP 215 Visit: Week 7
Date: 

PR/PR/PR SD/Non-CR/Non-
PD/SD

Yes: PR→SD

Visit: EOS
Date: 

PD/SD/PD PD/PD/PD No: PD

– ABP 215 Visit: EOT
Date: 

SD/SD/SD NE/Non-CR/Non-
PD/NE

Yes: SD→NE

1TL- Target Lesions
2NTL- Non-Target Lesions
3OR-Overall Response
4Discrepant response data points are in bold text; Stable Disease (SD); Partial Response (PR); 
Complete Response (CR); Progressive Disease (PD); Not Evaluable (NE); Not Applicable 
(NA)
5OR submitted to the application

Briefly, the CI and very rarely a Sub-Investigator received imaging from local 
radiology, made their own tumor measurements (target/non-target), and used those 
measurements to calculate tumor response and overall response per timepoint for each 
subject. However, the CI was unaware of data changes/corrections (tumor responses) 
being made to [his] tumor assessments and being entered into the CRFs by a Study 
Coordinator who was not authorized to make such changes/corrections. In addition, 
there were no source documents at the site demonstrating how the CI calculated or 
how the Study Coordinator recalculated these tumor response assessments, nor any 
documentation of the CI reviewing and/or approving these recalculations prior to entry 
into the eCRFs.  It should be noted that the Study Coordinator did not re-measure 
tumors on subject imaging. The Study Coordinator used the same tumor measurements 
documented by the CI/Sub-I to determine/confirm tumor responses per RECIST 1.1., 
per protocol.  

Reference ID: 4130616
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In Dr. von Pawel’s written response to the Form FDA 483, dated 3/15/17, he stated 
that he and his Sub-Investigators were “probably” using RECIST and not RECIST 1.1, 
as required by the protocol, when calculating tumor responses per timepoint/imaging.  
He also stated that after the close-out of the FDA inspection, he and his staff 
confirmed that the recalculations of tumor responses made by the Study Coordinator 
were in fact correct and [his] were wrong.  Therefore, the tumor response data listed 
on the CRFs and data listings submitted to the application for Dr. von Pawel’s clinical 
site are actually correct.

The preliminary classification for this inspection is OAI (official action indicated).  
OSI conducted a thorough review of the inspectional findings, the actions taken by Dr. 
von Pawel and study site staff during and after the inspection, and the corrective action 
plan included in the written response, dated 3/15/17, to the Form FDA 483, 
inspectional observations. The final classification of this inspection is pending.

2. Dr. Istvan Albert, M.D.  (Site 29007)

The site screened 21 subjects and enrolled 18 subjects. At the time of this inspection 
11 subjects had completed the study.  Records of 18 subjects were reviewed during the 
inspection. The inspection included assessment of all informed consent forms, 
protocol compliance, subject source data, IEC/IRB correspondence and approvals, and 
financial disclosures and investigator agreements. The source data was compared to 
the data listings submitted to the application. 

The inspection revealed no significant deficiencies. Efficacy data assessed during the 
inspection is consistent with the primary efficacy endpoint data reported in the 
application. There was no evidence of under-reporting of AEs. Data listings submitted 
to the application were consistent with source documents.

3. Dr. Piotr Serwatowski, M.D. (Site 48004)

The site screened and enrolled 17 subjects. At the time of this inspection 14 subjects 
had completed the study.  Records of all 17 subjects were reviewed during the 
inspection. The inspection included assessment of informed consent forms, protocol 
compliance, subject source data, IEC/IRB correspondence and approvals, and financial 
disclosures and investigator agreements. The source data was compared to the data 
listings submitted to the application. 

The inspection revealed no significant deficiencies. The records were overall complete 
and organized.  Efficacy data assessed during the inspection is consistent with the 
primary efficacy endpoint data reported in the application. There was no evidence of 
under-reporting of AEs. With a few minor exceptions, the data listings submitted to 
the application were consistent with source documents.

Reference ID: 4130616
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4. Dr. Luis Paz-Ares Rodriguez, M.D. (Site 58005)

The site screened 16 subjects and enrolled 12 subjects. At the time of this inspection 
one subject had completed the study.  Records of seven subjects were reviewed during 
the inspection. The inspection included assessment of informed consent forms for all 
enrolled subjects. General protocol compliance, IEC/IRB correspondence and 
approvals, and financial disclosures and investigator agreements were also reviewed.  
The source data was compared to the data listings submitted to the application for 
seven subjects. 

The inspection revealed no significant deficiencies. Efficacy data assessed during the 
inspection is consistent with the primary efficacy endpoint data reported in the 
application. There was no evidence of under-reporting of AEs. Data listings submitted 
to the application were consistent with source documents.

5. Dr. Jerome Goldschmidt Jr., M.D. (Site 66029)

The site screened 16 subjects and enrolled 11 subjects. At the time of this inspection 
seven subjects had completed the study. Records of 11 subjects were reviewed during 
the inspection. The inspection included assessment of informed consent forms, 
protocol compliance, subject source data, IEC/IRB correspondence and approvals, and 
financial disclosures and investigator agreements. The source data was compared to 
the data listings submitted to the application. 

The inspection revealed no significant deficiencies. Efficacy data assessed during the 
inspection is consistent with the primary efficacy endpoint data reported in the 
application. There was no evidence of under-reporting of AEs.  The data listings 
submitted to the application were consistent with source documents.

6. Sponsor: Amgen, Inc.

The inspection of Amgen focused on the control, oversight, and management of Study 
20120265.  Monitoring records were reviewed from seven clinical sites (26005, 
29007, 48004, 58005, 66029, 50005, and 51001). Monitoring appeared adequate.  
There were no noncompliant sites and no sites were closed during the conduct of the 
study. The following documents were reviewed for the seven clinical sites; Form FDA 
1572s, financial disclosure forms, IRB approvals, global informed consent template, a 
listing of subjects enrolled at each site, clinical investigators and sub-investigators, 
correspondences, and adverse events. Efficacy data assessed during the inspection is 
consistent with the primary efficacy endpoint data reported in the application. 
Standard Operating Procedures were also reviewed with no major deficiencies noted.  
Reporting practices for AEs and SAEs were reviewed. No deficiencies were noted.  
There was adequate oversight over the conduct of the study. There was no evidence of 
under-reporting of AEs or SAEs.
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{See appended electronic signature page}

Lauren Iacono-Connors, Ph.D.
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

Susan Thompson, M.D.
Team Leader
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

Kassa Ayalew, M.D., M.P.H
Branch Chief
Good Clinical Practice Assessment Branch 
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CC:
Central Doc. Rm. BLA #761028
DOP2/Division Director/Patricia Keegan
DOP2/Clinical Team Leader/Steven Lemery
DOP2/Project Manager/Leah Her
DOP2/Medical Officer/Sandra Casak
OSI/Office Director (Acting)/David Burrow
OSI/DCCE/ Division Director/Ni Khin
OSI/DCCE/Branch Chief/Kassa Ayalew
OSI/DCCE/Team Leader/Susan D. Thompson 
OSI/DCCE/GCP Reviewer/Lauren Iacono-Connors
OSI/ GCP Program Analysts/Joseph Peacock/Yolanda Patague
OSI/Database PM/Dana Walters
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MEMORANDUM
NONPROPRIETARY NAME SUFFIX

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the 
public***

Date of This Review: April 20, 2017 

Requesting Office or Division: Division of Oncology Products 2 (DOP2)

Application Type and Number: BLA 761028

Product Name and Strength: Mvasi
(bevacizumab-
Injection
25 mg/ mL 

Total Product Strength: 100 mg/4 mL and 400 mg/16 mL

Product Type: Single Ingredient Product 

Rx or OTC: Rx

Applicant/Sponsor Name: Amgen, Inc.

Panorama #: 2016-2666

DMEPA Primary Reviewer: Janine Stewart, PharmD

OMEPRM Deputy Director 
(Acting):

Lubna Merchant, MS, PharmD

1 PURPOSE OF MEMO
This memorandum summarizes our evaluation of the suffix proposed by Amgen for the 
nonproprietary name and communicates our recommendation for the nonproprietary name.
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 
__________________________________________________________________ 

 

DATE: April 17, 2017 

 
TO: Patricia Keegan, M.D. 

 Director, Division of Oncology Products 2 (DOP2) 

 Office of Hematology and Oncology Products 

 Office of New Drugs 

 

FROM: Mohsen Rajabi Abhari, Ph.D. 

    Pharmacologist 

    Division of New Drug Bioequivalence Evaluation    

    Office of Study Integrity and Surveillance 

 

 Stanley Au, Pharm.D., BCPS 

 Pharmacologist (Acting Team Lead) 

 Division of Generic Drug Bioequivalence Evaluation  

 Office of Study Integrity and Surveillance  

 Office of Translational Sciences 

 

THROUGH: Arindam Dasgupta, Ph.D. 

Deputy Director  

Division of New Drug Bioequivalence Evaluation 

Office of Study Integrity and Surveillance 

Office of Translational Sciences 

 
SUBJECT: Review of bioanalytical establishment inspection 

report (EIR), covering BLA 761028, ABP 215 

(bevacizumab), sponsored by Amgen, Inc., USA.  

__________________________________________________________________ 

 

Inspection Summary 

 

At the request of the Division of Oncology Products II, the Office 

of Study Integrity and Surveillance (OSIS), conducted an 

inspection of the bioanalytical portion of studies 20110216 and 

20120265 submitted to BLA 761028 at Amgen, Thousand Oaks, CA. At 

the conclusion of the inspection, significant issues were observed 

and a Form FDA-483 containing inspectional findings was issued.  
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After reviewing the EIRs and the inspectional findings, we 

recommend accepting the data from the bioanalytical portion of 

studies 20110216 and 20120265 for further Agency review with 

following points in considerations: 1) a 99.9 percentile was used 

to calculate the confirmatory cut point in study 20120265 whereas 

99 percentile was used in study 20110216 and 2) the neutralizing 

antibody assay did not show adequate drug tolerability. 

 

Inspected Studies 

 

BLA 761028 

 

Study Number: 20110216 

Study Title: “A Randomized, Single-Blind, Single-Dose, 3-Arm, 

Parallel Group Study to Determine the 

Pharmacokinetics of ABP 215 and Bevacizumab 

(Avastin®) in Healthy Male Subjects.” 

 

Study Dates:     6/13/2012 -11/23/2012 

 

Study Number: 20120265 

Study Title: “A randomized, double-blind, phase 3 study 

evaluating the efficacy and safety of ABP-215 

compared with bevacizumab in subjects with 

advanced non-small cell lung cancer.” 

 

Study Dates:         11/11/2013 -7/23/2015 

 

The inspection of the bioanalytical portion of studies 20110216 

and 20120265 was conducted by OSIS scientists Mohsen Rajabi Abhari 

from February 6-17, 2017 and Stanley Au from February 13- 17, 2017 

at Amgen, Thousand Oaks, CA. The inspection included a thorough 

review of the facility and equipment, training records, 

applicable bioanalytical SOPs, study records and correspondence, 

method validation records, and interviews and discussions with 

Amgen’s management and staff. At the conclusion of the 

inspection, significant issues were observed and a Form FDA-483 

containing inspectional findings was issued (Attachment-1). The 

firm’s response to Form FDA 483 dated March 9, 2017, was received 

(Attachment-2). Our evaluation of inspectional findings, Form FDA-

483 observation relevant to BLA 761028 and the firm’s response to 

the observation are provided below.  

Observation 1: 

The low positive control (LPC) using in the ADA method validations 

) and MVR-000465 (for Study 

20110216) were not appropriately selected. Specifically, the 

signal-to-noise ratio (S/N) of the LPC in method validation 

 and MVR-000465 (S/N = 1.80 to 2.46) were 
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not representative of the signal to noise ratio observed during 

subject sample analysis. The S/N ratio ranged from  

 and 0.79 to 1.99 for Study 20110216, 

respectively. 

 

Firm’s Response:  

Amgen did not agree with the observation. The firm stated that to 

support ADA sample analysis for the phase 1 Study 20110216, the 

low positive control concentration (160 ng/mL) was established as 

twice the S/N value of the assay cut point in method validation 

MET-003362, version 1.0. The LPC concentration was statistically 

determined to be 110 ng/mL for the phase 3 study 20120265.   

 

OSIS Evaluation:  

Use of appropriate positive controls helps in accurately 

separating true positive results from potentially false positive 

results.  The selected low positive control value for study 

20110216 does not provide information regarding the ability of the 

assay to reliably distinguish between negative and positive 

results near the screening assay cut point. In the absence of an 

appropriate low positive control that provides adequate monitoring 

of system suitability around the cut point, reported data from 

subject samples may not be reliable. However, based on the fact 

that none of the 74 screened positive samples from healthy 

subjects in study 20110216 and only 14 samples from non-small cell 

lung cancer subjects were confirmed positive in study 20120265 in 

the confirmatory assay, a high percentage of ADA-positive samples 

are not expected, particularly for the healthy population after a 

single dose. Therefore, the observation is not likely to have a 

significant impact on study outcome. We recommend accepting the 

data from study 20110216 for further Agency review.  

 

Discussion Items: 

 

1) The confirmatory cut point criteria was not consistently 

applied across the two studies. The firm calculated the 

confirmatory cut point at a 0.1% false positive rate (99.9 

percentile) for study 20120265 whereas the cut point was 

calculated at 1.0% (99.0 percentile) for study 20110216. Use of a 

99.9 percentile to calculate the cut point resulted in the 

exclusion of 62 “Putatively Positive” study samples from the 

screening assay that were not identified as “Positive” in the 

confirmatory assay (Attachment-3). 

 

2) In study 20120265, the validated drug tolerance threshold (781 
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ng/mL) was significantly lower than the reported drug 

concentrations (17 to 283 µg/mL) in samples with quantifiable 

antibody levels. Therefore, all the neutralizing antibody results 

from the study were reported as negative. We recommend that the 

review division evaluate the impact of higher levels of drug above 

the tolerance limit on the efficacy and safety of the bevacizumab 

reference product and the proposed biosimilar product (ABP-215) 

(Attachement-4). 

 

Recommendation 

 

After evaluation of the EIR and the inspectional findings, the 

data from the audited studies 20110216 and 20120265 were found to 

be reliable.  Therefore, we recommend accepting the data from the 

bioanalytical studies submitted to BLA 761028 for further Agency 

review. However, the review division should evaluate the impact of 

the following issues: 1) the use of different confirmatory cut 

point criteria for the two studies and 2) an inadequate drug 

tolerance threshold (781 ng/mL) for the neutralizing antibody 

assay in study 20120265.  

Final Site Classification: 

 
VAI–Amgen, Thousand Oaks, CA 

FEI: 2026154 

cc: 

OSIS/Kassim/Taylor/Haidar/Miller/Nkah/Fenty-

Stewart/KadavilOSIS/DGDBE/Cho/Choi/Skelly/Au/ 

OSIS/DNDBE/Bonapace/Dasgupta/Ayala/Biswas 

 

Draft: MR 03/22/17, 04/02/17, 04/11/17, 04/12/17, 04/17/17 

       SA 03/16/2017, 3/27/17, 4/14/17, 4/17/17   

Edit:  GB 04/02/17, 04/10/17, 04/12/17 

   AD 04/13/17 

ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 

Laboratory Practice Compliance/INSPECTIONS/BE Program/ANALYTICAL 

SITES/Amgen Inc., Thousand Oaks, CA/BLA 761028_Analytical 

Inspection 

 

OSI file number: 7341 (BLA 761028) 

FACTS: 11701807 
 

Attachment 1: Form FDA 483 observation  

Attachment 2: Firm’s response to Form FDA 483 observation 

Attachment 3: Confirmed positive subjects from the 20120265 study 

using the 99 percentile for the confirmatory cut point 

Attachment 4: Confirmed positive subjects reported as neutralizing 

antibody negative from the 20120265 study 
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OSIS Evaluation:  response is acceptable. 

 

Recommendation: 

 

For the PK study , we recommend the data be accepted for 

further agency review. However, we recommend the OCP reviewer 

consider the potential impact of hemolysis on the concentration 

of ABP 215 or Avastin for 48 hemolyzed samples. 
 

 

Xiaohan Cai, Ph.D. 

DGDBE, OSIS 

 

Mohsen Rajabi Abhari, Ph.D. 

DNDBE, OSIS 

 

 

Final Classification: 

 

VAI:  

(FEI# ) 

 

CC: 

OTS/OSIS/Kassim/Choi/Taylor/Fenty-Stewart/Nkah/Miller/Kadavil 
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OTS/OSIS/DNDBE/Bonapace/Dasgupta/Biswas/Ayala/ Rajabi 
OTS/OSIS/DGDBE/Cho/Haidar/Skelly/Choi/Au/Cai 

Draft: XHC 04/02/2017, MR 04/02/2017, XHC 04/03/2017, MR 

04/04/2017, XHC 04/06/17, XHC 04/11/17 

Edit: YMC 04/06/2017, JC 04/09/2017, 4/11/2017  

 

ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 

Laboratory Practice Compliance/INSPECTIONS/BE Program/Analytical 

Sites/  

 

OSIS file #:  

     7341 (BLA 761028) 

 

FACTS:  
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