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1 INTRODUCTION 

On November 22, 2015, Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., 
Inc. submitted for the Agency’s review an Original Biologics Licensing Application 
(BLA) 761046 for ZINPLAVA (bezlotoxumab) injection. ZINPLAVA is a New 
Molecular Entity (NME) with a proposed indication for the prevention of 
Clostridium difficile infection (CDI) recurrence in patients 18 years or older 
receiving antibiotic therapy for CDI.   

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to  
requests by the Division of Anti-Infective Products (DAIP) on January 6, 2016, for 
DMPP and OPDP to review the Applicant’s proposed Patient Package Insert (PPI) 
for ZINPLAVA (bezlotoxumab) injection.     

 
2 MATERIAL REVIEWED 

• Draft ZINPLAVA (bezlotoxumab) injection PPI submitted on November 22, 
2015 and received by DMPP and OPDP on September 20, 2016.  

• Draft ZINPLAVA (bezlotoxumab) injection Prescribing Information (PI) 
submitted on November 22, 2015, revised by the Review Division throughout the 
review cycle, and received by DMPP and OPDP on September 21, 2016. 

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.   

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the PPI document 
using the Arial font, size 10. 

In our collaborative review of the PPI we have:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI is consistent with the Prescribing Information (PI)  

• removed unnecessary or redundant information 

• ensured that the PPI  is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

• ensured that the PPI meets the criteria as specified in FDA’s Guidance for Useful 
Written Consumer Medication Information (published July 2006) 
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4 CONCLUSIONS 

The PPI is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the PPI is appended to this memorandum. Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the PPI.   

 Please let us know if you have any questions.  
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:   September 22, 2016 
  
To:  Christopher Davi, MS 

Senior Regulatory Project Manager 
  Division of Anti-Infective Products (DAIP) 
 
From:   Adam George, Pharm.D., RAC 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
Through: Amy Toscano, Pharm.D, RAC, CPA 
  Team Leader 
  Office of Prescription Drug Promotion (OPDP) 
 
Subject: BLA 761046 Bezlotoxumab injection, for intravenous use 
 
   
This consult review is in response to DAIP’s January 6, 2016, request for OPDP’s review 
of the draft package insert (PI) for BLA 761046 Bezlotoxumab injection, for intravenous 
use (Bezlotoxumab).  OPDP’s review of the PI is based on the substantially complete 
version titled “BezlotoxPI.21Sept16clean.docx” sent by email on September 21, 2016 
from Christopher Davi to Adam George.  We had two comments for section 6.1 Clinical 
Trials Experience.  These comments are incorporated into the PI attached to this consult 
response for your reference. 
 
OPDP appreciates the opportunity to provide comments on these materials. If you have 
any questions or concerns, please contact Adam George at 301-796-7607 or 
adam.george@fda.hhs.gov. 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
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Nonclinical 
(Pharmacology/Toxicology) 

Reviewer: 
 

Terry Miller, PhD       

TL: 
 

Wendelyn Schmidt, PhD       

Statistics (carcinogenicity) 
 

Reviewer: 
 

Cheryl A. Dixon, PhD       

TL: 
 

Karen Higgins, PhD       

Product Quality (CMC) Review Team: 
 
 

ATL: 
 

William Hallett, PhD Y 

RBPM: 
 

Andrew Shiber Y 

 Drug Substance Reviewer:             
 Drug Product Reviewer:             
 Process Reviewer:             
 Microbiology Reviewer:             
 Facility Reviewer:             
 Biopharmaceutics Reviewer:             
 Immunogenicity Reviewer:             
 Labeling (BLAs only) Reviewer:             
 Other (e.g., Branch Chiefs, EA 

Reviewer)  
            

OMP/OMPI/DMPP (Patient labeling:  
MG, PPI, IFU)  

Reviewer: 
 

Not assigned       

TL: 
 

            

OMP/OPDP (PI, PPI, MedGuide, IFU, 
carton and immediate container labels) 

Reviewer: 
 

Not assigned       

TL: 
 

            

OSE/DMEPA (proprietary name, 
carton/container labels) 

Reviewer: 
 

            

TL: 
 

            

OSE/DRISK (REMS) Reviewer: 
 

Not assigned/No REMS 
required 

      

TL: 
 

            

OC/OSI/DSC/PMSB (REMS) Reviewer: 
 

Not assigned       

TL: 
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Bioresearch Monitoring (OSI) 
 

Reviewer: 
 

Not assigned       

TL: 
 

            

Controlled Substance Staff (CSS) Reviewer: 
 

Not Assigned       

TL: 
 

            

Other reviewers/disciplines 
 
 Discipline 
 
*For additional lines, highlight this group of cells, 
copy, then paste: select “insert as new rows”  

Reviewer: 
    

Not assigned       

TL: 
 

            

Other attendees 
 

            
            
            
*For additional lines, right click here and select “insert 
rows below”  

      

 
FILING MEETING DISCUSSION: 
   
GENERAL  
 505(b)(2) filing issues: 
 

o Is the application for a duplicate of a listed 
drug and eligible for approval under section 
505(j) as an ANDA?  
 

o Did the applicant provide a scientific 
“bridge” demonstrating the relationship 
between the proposed product and the 
referenced product(s)/published literature? 

 
Describe the scientific bridge (e.g., information to 
demonstrate sufficient similarity between the 
proposed product and the listed drug(s) such as 
BA/BE studies or to justify reliance on information 
described in published literature):  
 

 
X  Not Applicable 
 

  YES    NO 
 
 
 

  YES    NO 
 
 
 
 
      

 Per reviewers, are all parts in English or English 
translation? 

 
If no, explain: N/A 
 

X  YES 
  NO 

 

 Electronic Submission comments   
 

List comments: Possible issues 
  

  Not Applicable 
X  No comments 
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CLINICAL 
 
 
 
Comments: None 
 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 

 Clinical study site(s) inspections(s) needed? 
   

If no, explain: N/A 
 
 

X  YES 
  NO 

 

 Advisory Committee Meeting needed?  
 
Comments: None at this time 

 
 
If no, for an NME NDA or original BLA, include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

X  YES 
Date if known:  6/9/16 

  NO 
  To be determined 

 
Reason: Clinical/Statistical/Efficacy 
 
 

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments: None 

 

X  Not Applicable 
  YES 
  NO 

CONTROLLED SUBSTANCE STAFF 
 Abuse Liability/Potential 
 
 
Comments: N/A 
 

X  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL MICROBIOLOGY 
 
 
 
Comments: None 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 
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CLINICAL PHARMACOLOGY 
 
 
 
Comments: None 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 
X  Review issues for 74-day letter 

 Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
X  NO 

BIOSTATISTICS 
 
 
 
Comments: None 
 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 
X  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments: None 
 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments: None 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 
 

New Molecular Entity (NDAs only) 
 
 Is the product an NME? 
 
 

 
 

 YES 
  NO 

 
Environmental Assessment 
 
 Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
Comments: None 
 

 
 

 YES 
  NO 

 
X YES 

  NO 
 
 

Facility Inspection 
 
 Establishment(s) ready for inspection? 

 
 
Comments: None 

  Not Applicable 
 
X  YES 

  NO 
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Facility/Microbiology Review (BLAs only) 
 
 
 
Comments: None 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 

CMC Labeling Review (BLAs only)  
 
 
Comments: None 

 
 
 

  Review issues for 74-day letter 

APPLICATIONS IN THE PROGRAM (PDUFA V) 
(NME NDAs/Original BLAs) 
 
 Were there agreements made at the application’s 

pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application? 

 
 If so, were the late submission components all 

submitted within 30 days? 
 
 

  N/A 
 
 
X  YES 

  NO 
 
 
 
 
X  YES 

  NO 

 What late submission components, if any, arrived 
after 30 days? 

 

  
None 

 Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components? 
 

X  YES 
  NO 

 Is a comprehensive and readily located list of all 
clinical sites included or referenced in the 
application? 

 

X  YES 
  NO 

 Is a comprehensive and readily located list of all 
manufacturing facilities included or referenced in the 
application? 

 

X  YES 
  NO 
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MEMORANDUM 

REVIEW OF REVISED LABEL AND LABELING

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: May 18, 2016

Requesting Office or Division: Division of Anti- Infective Products (DAIP)

Application Type and Number: BLA 761046

Product Name and Strength:  Bezlotoxumab injection 

1,000 mg/40 ml (25 mg/mL)

Product Type: Single ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Merck & Co., Inc.

Submission Date: May 9, 2016

OSE RCM #: 2016-21-1

DMEPA Primary Reviewer: Sevan Kolejian, Pharm. D.

DMEPA Team Leader: Vicky Borders-Hemphill, PharmD

Reference ID: 3933271
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1 PURPOSE OF MEMO
The Division of Anti –Infective Products (DAIP) requested that we review the revised container 
labels and carton labeling for Zinplava (bezlotoxumab) injection (Appendix A) to determine if 
they are acceptable from a medication error perspective.  The revisions are in response to 
recommendations that we made during a previous label and labeling review.1  

2 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED
Merck submitted responses to DMEPA’s initial recommendations (see Appendix B) and to 
additional Agency collaborative recommendations with the Office of Biotechnology Product 
(OBP) Product Quality Reviewer (see Appendix C). We found Merck’s rationale regarding having 
different NDC numbers on the container label and carton labeling appropriate (Appendix B). 
We note that the Merck revised the container label and carton labeling to include the approved 
proprietary name Zinplava and accepted our remaining recommendations.  

3 CONCLUSION
The revised container label and carton labeling for Zinplava (bezlotoxumab) injection are 
acceptable from a medication error perspective.  We defer to the OBP Product Quality 
Reviewer to determine if Merck’s response is acceptable regarding the visual inspection area 
and the amount of sodium chloride per mL (See Appendix C).
DMEPA has no further recommendations at this time.

1Kolejian, S. Label and Labeling Review for Bezlotoxumab for Injection (BLA 761046). Silver Spring (MD): Food and 
Drug Administration, Center for Drug Evaluation and Research, Office of Surveillance and Epidemiology, Division of 
Medication Error Prevention and Analysis (US); 2016 MAR 2. OSE RCM No.: 2016-21. 
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II. BACKGROUND
Bezlotoxumab is a human IgG1 kappa monoclonal antibody (MA) with high affinity for CD 
toxin B.  The efficacy and safety of bezlotoxumab were evaluated in two pivotal studies 
with a combined enrollment of 1664 subjects at risk for CDI recurrence (CDIR).
Study P001 (MODIFY I)
This randomized, double-blind, placebo-controlled study was conducted at 184 CI sites 
worldwide.  The primary study objective was to determine if a single intravenous (IV) 
infusion of MAs to both CD toxins A and B decreases the incidence of CDIR over 12 
weeks, relative to the MA to either CD toxin alone or to placebo.

 In this study, MK 3415A (MAs to both CD toxins A and B) was the primary 
investigational product (IP) of interest.  Bezlotoxumab (MK-6072, MA to CD toxin B) 
served as one of the two active study medications against which the efficacy of MK-
3415A was compared (along with MK-3415, MA to CD toxin A).

 A total of 1452 adult subjects (age ≥ 18 years) receiving the standard of care antibiotic 
treatment for CDI (oral metronidazole, vancomycin, or fidaxomicin) were randomized in 
equal ratio to four CDI prophylaxis groups:
o MAs to CD toxins A and B (MK-3415A):  IP of interest, N = 403 (28%) 
o MA to CD toxin A (MK-3415):  N = 242 (17%)
o MA to CD toxin B (MK-6072):  bezlotoxumab, N = 403 (28%)
o Placebo (normal saline):  N = 404 (28%)

 The primary endpoint was defined as the proportion of subjects with CDIR through 
Week 12.  All active study medications (MAs) were dosed at 10 mg/kg as a single IV 
infusion over 60 minutes.  CDIR was defined as any new diarrhea (following clinical 
cure of baseline CDI) with stool testing positive for toxigenic CD.

 This study was conducted under an adaptive design in which enrollment into MK-3415 
and/or MK-6072 groups could be discontinued if interim analysis showed MK-3415A to 
be significantly more effective than MK-3415 and/or MK-6072.  (MK-3415A showed no 
advantage over MK-6072.)

Study P002 (MODIFY II)
This study was conducted after completion of Study P001, at 200 CI sites worldwide.  The 
study was similar to Study P001, but with bezlotoxumab as the IP of interest instead of 
MK-3415A.  The primary study objective was to compare bezlotoxumab (MK-6072, MA to 
CD toxin B) with MK-3415A (MAs to CD toxins A and B) and placebo, without MK-3415 
(MA to CD toxin A) as an active comparator.  Specifically, the design of this Study P002 
differed from that of the earlier Study P001 in:

 Having three groups instead of four (no MK-3415, MA to CD toxin A):  (1) MK-6072 
(bezlotoxumab, N = 407), (2) MK-3415A (N = 397), and (3) placebo (N = 399); and 

 Not having an adaptive study design, but instead subjects completing Week 12 being 
able to continue into the 12-month open-label safety extension phase.

Reference ID: 3930104
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III. INSPECTION OUTCOMES

Inspected Entity Study / Site Outcome

1

Richard Nathan, M.D.
Martha Buitrago, M.D.

2900 Cortez Falls
Idaho Falls, Idaho

Site 102540

P001:  77 subjects
P002:  7 subjects

March 21 – April 1, 2016

VAI*

2
Thomas Birch, M.D.

718 Teaneck Road
Teaneck, New Jersey

Site 113098

P002:  62 subjects

February 29 – March 3, 2016

NAI

3

Helle Merete Staugaard, M.D.

University of Copenhagen
Niels Andersensvej 65
2900 Hellerup, Denmark

Site 145957

P001:  32 subjects

April 4 - 8, 2016

VAI*

4

Oliver Cornely, M.D.

Innere Medizin Studienzentrum
Kerpener Strasse 62
50937 Koln, Germany

Site 110101

P001:  22 subjects
P002:  29 subjects

April 11 - 15, 2016

NAI*

5
Merck Research Laboratories

UG2D-68, PO Box 1000 
North Wales, Pennsylvania

P001 and P002 March 31 – April 12, 2016

VAI*

NAI = No Action Indicated (no significant deviations from GCP regulations)
VAI = Voluntary Action Indicated (minor deviations from GCP regulations)
OAI = Official Action Indicated (significant deviations from GCP regulations and/or data unreliable)

*Except for Site 113098 (Birch), the Establishment Inspection Report (EIR) has not been received 
from the field office.  The inspection outcomes shown above are based on preliminary 
communications with the field investigators.  At EIR receipt and review, an addendum may be 
forwarded to the review division if any of the inspection outcomes changes or if new significant 
findings are discovered; otherwise, close-out correspondence with each inspected entity (copied 
to review division) indicates EIR review completion with confirmation of the findings as reported 
in this clinical inspection summary.
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The CI sites were selected for inspection based on large contribution to the overall study 
outcome for efficacy, and:  (1) Site 145957 (Denmark) in Study P001 for most deaths, 
SAEs, subject discontinuations, protocol violations, and subject exclusion from the 
primary analysis; (2) Site 110101 (Germany) in Study P002 for most deaths (>30%); and 
(3) Site 113098 (United States) in Study P002 as the largest site with the second most 
deaths.  The CI site inspections consisted of:

 General study records review:  study conduct (including oversight by sponsor and 
institutional review board), CI financial disclosure, and drug accountability;

 Subject case records review:  subject screening and eligibility, informed consent, 
treatment compliance, AE/safety monitoring, and data verification; and

 NDA data verification:  subject randomization, primary efficacy endpoint, AEs, protocol 
deviations, subject discontinuations, and concomitant medication use.

1. Richard Nathan, M.D. and Martha Buitrago, M.D.
Study P001, Site 102540:  This CI site for Study P001 consisted of two study locations 
(Nathan and Buitrago).  At the two locations combined:  81 subjects were screened, 77 
were enrolled (randomized), and 77 completed the study.  Case records were reviewed 
for all enrolled subjects, including detailed review for 40 subjects.
Study P002, Site 102540:  This CI site for Study P002 consisted of a single study location 
(Nathan), where seven subjects were screened, seven were enrolled (randomized), and 
seven completed the study.  Case records were reviewed in detail for all subjects.
No significant GCP deficiencies were observed for Study P002.  A Form FDA 483 was 
issued to each CI for the following GCP deficiency observations limited to Study P001:

 CI Nathan:  not testing the stool for CD when new diarrhea (> 3 loose stools within 24 
hours) followed the initial cure of the baseline CDI, and not reporting to the sponsor this 
omission of stool testing as a protocol violation (nine subjects)

 CI Buitrago: (1) not testing the diarrheal stool for CDIR, and not reporting this 
incomplete stool testing as a protocol violation (one subject, similarly as above for CI 
Nathan); and (2) placebo given to two subjects (107148 and 107400) randomized to 
MK-6072, and reporting this treatment error only to the sponsor and not also to the IRB.

OSI Comments (see table below):
Ten subjects with incomplete stool testing were assessed as “no CDIR,” apparently based 
on clinical judgment unconfirmed by stool testing.  They received (subjects):  MK-6072 
(one), MK-3415 (two), MK-3415A (three), or placebo (four).

 The sponsor reported the omission of testing as a protocol violation in the BLA, for 
which subjects were to be excluded from the primary efficacy analysis using the full 
analysis set (FAS).

 Incomplete testing for these subjects was apparently discovered by the sponsor at post-
study data audit (not reported by CI), and these subjects do not appear to have been 
excluded from the (supportive) per-protocol analysis for this violation.
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 This protocol violation appears to be random (treatment groups), limited (10 of 84 
subjects), and unlikely to be significant to the overall primary study outcome.

The two subjects given the wrong study medication at the Buitrago location (placebo 
instead of MK-6072) were excluded from analyses.
These cited deficiencies for Study P001 are summarized in the table below:  (1) affected 
subjects, (2) CI site locations, (3) assigned and actual treatments, (4) CDIR outcome 
assessment, (5) protocol violations, and (6) potential impact on data interpretability.

Subject Location Group / Treatment CDIR Violation Data

107371 MK-6072 / MK-6072

106600

106762
MK-3415 / MK-3415

106462

106490

106777

MK-3415A / MK-3415A

106546

106651

106893

Nathan

106705

placebo / placebo

incomplete
stool testing

for CDI

assessment
as no CDIR

not supported 
by adequate 
stool testing

107148

no

107400

Buitrago
MK-6072 / placebo

yes

wrong
treatment

excluded
(per-protocol)

Overall, study conduct at this CI site appeared acceptable, including sponsor and IRB 
oversight of study conduct.  All audited data were adequately verifiable against source 
records and CRFs.  The data from this CI site appear reliable as reported in the BLA.

2. Thomas Birch, M.D.
Study P002, Site 113098:  62 subjects were screened, all were enrolled (randomized), 
and all completed the study.  Case records were reviewed in detail for 13 subjects.
No significant GCP deficiencies were observed and a Form FDA 483 was not issued.  
The following verbally discussed deficiency observations were considered minor, isolated, 
and unlikely to be significant:
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 For two subjects, unbound photocopies of the diarrhea diary were used (given to the 
subjects for self-recording).  This recordkeeping practice was considered a protocol 
violation (not recognized, documented, or reported).

 Two minor data discrepancies (between stool log and CRF) appeared to be isolated 
data transcription errors with no apparent impact on data reliability.

 Subjects 059 and 006:  AE documentation lacked the subject’s complaint, in addition to 
the diagnosis for the AE.

 Subject 045:  The assigned 42 mL dose of the study medication was obtained 
(presumably entirely) from a single vial with (labeled) content volume of 40 mL, although 
two vials had been allocated to ensure the full 42 mL dose.  This pharmacy practice was 
considered a protocol violation (not recognized, documented, or reported).

Study conduct at this CI site appeared acceptable, including sponsor and IRB oversight of 
study conduct.  All audited data were adequately verifiable against source records and 
CRFs.  The data from this study site appear reliable as reported in the BLA.

3. Helle Merete Staugaard, M.D.
Study P001, Site 145957:  110 subjects were screened, 32 were enrolled (randomized), 
and 22 completed the study.  The subjects screened at this CI site had serious underlying 
illnesses.  Despite highly selective subject screening to include the ability to complete the 
study, nine of the 32 enrolled subjects died of the underlying illness.  Case records were 
reviewed for all enrolled subjects, including detailed review for nine subjects.
A Form FDA 483 was issued  

These deficiencies appear unlikely to be significant.  Study conduct otherwise appeared 
acceptable, including sponsor and IRB oversight of study conduct.  All audited NDA data 
were adequately verifiable against source records and CRFs.  The data from this study 
site appear reliable as reported in the BLA.
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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: March 2, 2016

Requesting Office or Division: Division of Anti- Infective Products (DAIP)

Application Type and Number: BLA 761046

Product Name and Strength: Bezlotoxumab for injection 

1,000 mg/40 ml (25 mg/mL)

Product Type: Single ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Merck & Co., Inc.

Submission Date: November 17, 2015

OSE RCM #: 2016-21

DMEPA Primary Reviewer: Sevan Kolejian, Pharm. D.

DMEPA Team Leader: Vicky Borders-Hemphill, PharmD

Reference ID: 3895683
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1. REASON FOR REVIEW
The Division of Anti –Infective Products (DAIP) requested that we review the container label, 
carton labeling, and Full Prescribing Information (FPI) for bezlotoxumab injection, (See 
Appendix G) to determine if they are acceptable from a medication error perspective. 

2. MATERIALS REVIEWED 
We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  

Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section (for Methods 
and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews N/A

Human Factors Study N/A

ISMP Newsletters N/A

FDA Adverse Event Reporting System (FAERS)* N/A

Other F

Labels and Labeling G

N/A=not applicable for this review
*We do not typically search FAERS for label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

3. OVERALL ASSESSMENT OF THE MATERIALS REVIEWED
We performed a risk assessment of the proposed container label, carton labeling, and Full 
Prescribing (FPI) Information to identify deficiencies that may lead to medication errors and 
areas for improvement.  

Our review of the container labels and carton labeling identified areas of improvement to 
increase clarity, prominence, and readability of important information (see Section 4.2). Our 
review of the prescribing information identified error-prone abbreviations, error prone trailing 
zeros that may pose confusion to the prescriber. We also noted that dosing instruction states 

 frequency with no information on whether  is per infection cycle or lifetime dose.  
We are concern since the product has a long half like (t1/2 is about 3 weeks). We have provided 
a detailed summary in section 4.1 for review and consideration by DAIP.

4.  CONCLUSION & RECOMMENDATIONS
DMEPA concludes that the labels and labeling can be improved to increase clarity and 
prominence of important information to promote safe use of this product (See section 4.1 and 
section 4.2).

Reference ID: 3895683
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If you have further questions or need clarifications, please contact Karen Townsend, OSE 
Project Manager, at 301-796-5413.

4.1    RECOMMENDATIONS FOR THE DIVISION OF ANTI- INFECTIVE PRODUCTS (DAIP)

DMEPA concludes that the prescribing information (FPI) for bezlotoxumab injection can be 
improved to increase clarity and prominence of important information to promote safe use of 
this product.  

A. General Comment 
1. Revise the “IV” abbreviations to the word “intravenous”, as the abbreviation “IV” 

has been identified on the Institutes for Safe Medications Practices (ISMP’s) list of 
error-prone abbreviations1,2.

B. Prescribing Information  

A. Highlights of PI under DOSAGE AND ADMINISTRATION:
1. We note that the dosing instructions state “10 mg/kg  as 

an intravenous infusion over 60 minutes as a single dose.” However, it does not specify 
if this is once a lifetime dose or once per CDI diagnosis. Since the product has a long 
half-life (t1/2 is about 3 weeks), we recommend DAIP clarify the dosing frequency 
instruction further to promote the safe use of the product and consider revising it to 
read “The recommended dose of TRADEMARK is 10 mg/kg based on patient body 
weight administered as an intravenous infusion over 60 minutes as a one-time dose per 
xxxxxx” where xxxxxx is the frequency determined by DAIP for safe use of this product.

2. Revise the statement  to read “.Dilute prior to 
intravenous infusion. Administer via low-protein binding 0.2 micron to 5 micron in-line 
or add-on filter. See Full Prescribing Information for instructions for dilution” for clarity 
and prominence of this important administration information.  

B. Dosage and administration: 

1. See A.1 above.

1 Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors. Food and Drug Administration. 2013. Line 479.  Available from 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM349009.pdf

2 Institute for Safe Medication Practices (ISMP)’s List of Error-Prone Abbreviations, Symbols, and Dose Designations. 
Available from http://www.ismp.org/tools/errorproneabbreviations.pdf

Reference ID: 3895683
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4.2 RECOMMENDATIONS FOR MERCK & CO., INC. 

We recommend the following be implemented prior to approval of this BLA 761046: 

A. General Comment 
1. Update all labels and labeling to reflect the approved proprietary name for 

bezlotoxumab injection and submit revised labels and labeling once the 
approved proprietary name has been added. 

B. Carton labeling
1. The NDC number on the container label and carton labeling is usually the same 

when the quantity within the carton is equal to the quantity in the container. We 
note that the carton labeling has NDC 0006-3025-00 and the container label NDC 
000-3025-01. Consider revising to have the same NDC number on the carton and 
container or provide your rationale for having different NDC numbers.

C. Container label (vial)
1. See B.1 above. 
2. Relocate “RX only” statement to upper right quadrant of the principal display panel 

to make room for the cautionary statement “Dilute before use” on the principle 
display panel to minimize the risk of the product being administered without 
dilution3. 

3 Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design to Minimize Medication 
Errors. Food and Drug Administration. 2013. Lines 491-492. Available from 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM349009.pdf  

Reference ID: 3895683
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 2 presents relevant product information for Bezlotoxumab for injection that Merck & Co., 
Inc. submitted on November 17, 2015.

Table 2. Relevant Product Information for bezlotoxumab injection

Initial Approval Date N/A

Active Ingredient bezlotoxumab 

Indication Indicated for the prevention of Clostridium difficile infection 
(CDI) recurrence in patients 18 years or older receiving 
antibiotic therapy for CDI.

Route of Administration intravenous

Dosage Form Solution for Injection 

Strength 1,000 mg/40 mL (25 mg/mL)

Dose and Frequency 10 mg/kg based on patient body weight as an intravenous 
infusion over 60 minutes as a single dose.

How Supplied 1,000 mg/40 mL (25 mg/mL) solution in 50 mL vial.

Storage Store in a refrigerator, 2°C to 8°C (36°F to 46°F). Store in 
original carton. Protect from light.

Reference ID: 3895683
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REGULATORY PROJECT MANAGER  
PHYSICIAN LABELING RULE (PLR) FORMAT REVIEW  

OF THE PRESCRIBING INFORMATION 
 

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements 
 
Application: BLA 761046 
 
Application Type: New BLA  
 
Drug Name(s)/Dosage Form(s): Zinplava (bezlotoxumab) injection for intravenous infusion  
 
Applicant: Merck Sharpe and Dohme, Inc. 
 
Receipt Date: November 23, 2015 
 
Goal Date: July 23, 2016 

 
1. Regulatory History and Applicant’s Main Proposals 

 
The applicant has submitted a biologic licensing application for bezlotoxumab in the treatment of 
Clostridium difficile infection (CDI) recurrence. 
 

2. Review of the Prescribing Information 
This review is based on the applicant’s submitted Word format of the prescribing information (PI).  
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed 
in the “Selected Requirements of Prescribing Information (SRPI)” checklist (see Section 4 of this 
review).    
 
3. Conclusions/Recommendations 
 
No SRPI format deficiencies were identified in the review of this PI. 
 
 
4. Selected Requirements of Prescribing Information 
 
The Selected Requirement of Prescribing Information (SRPI) is a 41-item, drop-down checklist of 
important format elements of the prescribing information (PI) based on labeling regulations (21 CFR 
201.56 and 201.57) and guidances. 
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Selected Requirements of Prescribing Information 
 

SRPI version 5:  October 2015  Page 3 of 10 

 Dosage Forms and Strengths  Required 
 Contraindications  Required (if no contraindications must state “None.”) 
 Warnings and Precautions  Not required by regulation, but should be present 
 Adverse Reactions  Required 
 Drug Interactions  Optional 
 Use in Specific Populations  Optional 
 Patient Counseling Information Statement Required  
 Revision Date  Required 

* RMC only applies to five labeling sections in the FPI:  BOXED WARNING, INDICATIONS AND USAGE, 
DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS. 

Comment:  None 

HIGHLIGHTS DETAILS 

Highlights Heading 

8. At the beginning of HL, the following heading, “HIGHLIGHTS OF PRESCRIBING 
INFORMATION” must be bolded and should appear in all UPPER CASE letters. 
Comment:  None 

Highlights Limitation Statement  

9. The bolded HL Limitation Statement must include the following verbatim statement: “These 
highlights do not include all the information needed to use (insert NAME OF DRUG 
PRODUCT) safely and effectively. See full prescribing information for (insert NAME OF 
DRUG PRODUCT).”  The name of drug product should appear in UPPER CASE letters. 

Comment:  None 

Product Title in Highlights 

10. Product title must be bolded. 

 Comment:  None 

Initial U.S. Approval in Highlights 

11. Initial U.S. Approval must be bolded, and include the verbatim statement “Initial U.S. 
Approval:” followed by the 4-digit year. 

Comment:  None 

Boxed Warning (BW) in Highlights 

12. All text in the BW must be bolded. 

Comment:  None 

13. The BW must have a title in UPPER CASE, following the word “WARNING” and other words 
to identify the subject of the warning.  Even if there is more than one warning, the term 
“WARNING” and not “WARNINGS” should be used.  For example: “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one warning in the 
BW title, the word “and” in lower case can separate the warnings.  The BW title should be 
centered. 

Comment:  None 

YES 

YES 

YES 

YES 

N/A 

N/A 
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14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.”  This statement must be placed immediately beneath the BW title, 
and should be centered and appear in italics. 

Comment:  None 

15. The BW must be limited in length to 20 lines. (This includes white space but does not include 
the BW title and the statement “See full prescribing information for complete boxed 
warning.”)   

Comment:  None 

Recent Major Changes (RMC) in Highlights 

16. RMC pertains to only five sections of the FPI:  BOXED WARNING, INDICATIONS AND 
USAGE, DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS 
AND PRECAUTIONS.  Labeling sections for RMC must be listed in the same order in HL as 
they appear in the FPI.     

Comment:  None 

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date). 
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 8/2015.”  

Comment:  N/A 

18. A changed section must be listed under the RMC heading for at least one year after the date of 
the labeling change and must be removed at the first printing subsequent to the one year period. 
(No listing should be one year older than the revision date.) 

Comment:  N/A 

 

 

Dosage Forms and Strengths in Highlights 

19. For a product that has more than one dosage form (e.g., capsules, tablets, injection), bulleted 
headings should be used. 

Comment:  None 

Contraindications in Highlights 

20. All contraindications listed in the FPI must also be listed in HL.  If there is more than one 
contraindication, each contraindication should be bulleted.  If no contraindications are known, 
must include the word “None.”   

Comment:  None 

Adverse Reactions in Highlights 

21. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 

N/A 

N/A 

N/A 

N/A 

N/A 

N/A 

YES 

YES 
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(insert manufacturer’s U.S. phone number which should be a toll-free number) or FDA at 
1-800-FDA-1088 or www.fda.gov/medwatch.”  

Comment:  None 

Patient Counseling Information Statement in Highlights 

22. The Patient Counseling Information statement must include one of the following three bolded 
verbatim statements that is most applicable: 

If a product does not have FDA-approved patient labeling: 

 See 17 for PATIENT COUNSELING INFORMATION  
 
 

If a product has (or will have) FDA-approved patient labeling: 
 

 See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling  

 See 17 for PATIENT COUNSELING INFORMATION and Medication Guide  

 Comment:  None 

Revision Date in Highlights 

23. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 8/2015 ”).   
Comment:  None 

YES 

YES 
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Contents: Table of Contents (TOC) 

See Appendix for a sample tool illustrating Table of Contents format. 
 

24. The TOC should be in a two-column format. 

Comment:  None 

25. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS.”  This heading should be in all UPPER CASE letters and 
bolded. 

Comment:  None 

26. The same title for the BW that appears in HL and the FPI must also appear at the beginning of 
the TOC in UPPER CASE letters and bolded. 

Comment:  None 

27. In the TOC, all section headings must be bolded and should be in UPPER CASE.  

Comment:  None 

28. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (for, of, to) and  
articles (a, an, the), or conjunctions (or, and)]. 

Comment:  None 

29. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI. 

Comment:  None 

30. If a section or subsection required by regulation [21 CFR 201.56(d)(1)] is omitted from the FPI, 
the numbering in the TOC must not change.  The heading “FULL PRESCRIBING 
INFORMATION: CONTENTS*” must be followed by an asterisk and the following statement 
must appear at the end of the TOC:  “*Sections or subsections omitted from the full prescribing 
information are not listed.” 
Comment:  None 

YES 

YES 

N/A 

YES 

YES 

YES 

YES 
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Full Prescribing Information (FPI) 

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT 
 

31. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below.  (Section and subsection headings should 
be in UPPER CASE and title case, respectively.)  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.   

 

BOXED WARNING 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Lactation (if not required to be in Pregnancy and Lactation Labeling Rule (PLLR) format, use 

“Labor and Delivery”) 
8.3 Females and Males of Reproductive Potential (if not required to be in PLLR format, use 

“Nursing Mothers”) 
8.4 Pediatric Use 
8.5 Geriatric Use 

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:  None 

32. The preferred presentation for cross-references in the FPI is the section (not subsection) 
heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)].”   

Comment:  None 

YES 

 
YES 
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33. For each RMC listed in HL, the corresponding new or modified text in the FPI must be marked 
with a vertical line on the left edge. 

Comment:  None   

FULL PRESCRIBING INFORMATION DETAILS 

FPI Heading 

34. The following heading “FULL PRESCRIBING INFORMATION” must be bolded, must 
appear at the beginning of the FPI, and should be in UPPER CASE. 

Comment:  None 

BOXED WARNING Section in the FPI 

35. All text in the BW should be bolded. 

Comment:  None 

36. The BW must have a title in UPPER CASE, following the word “WARNING” and other words 
to identify the subject of the warning.  (Even if there is more than one warning, the term, 
“WARNING” and not “WARNINGS” should be used.)  For example: “WARNING: 
SERIOUS INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one 
warning in the BW title, the word “and” in lower case can separate the warnings. 

Comment:  None 

CONTRAINDICATIONS Section in the FPI 

37. If no Contraindications are known, this section must state “None.” 

Comment:  None 

ADVERSE REACTIONS Section in the FPI 

38. When clinical trials adverse reactions data are included (typically in the “Clinical Trials 
Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions from clinical trials: 

 

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.” 

 

Comment:  None 
 

39. When postmarketing adverse reaction data are included (typically in the “Postmarketing 
Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions: 
 
“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.” 

 

Comment:  None 
 

 

 

N/A 

YES 

N/A 

N/A 

YES 

YES 

N/A 
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PATIENT COUNSELING INFORMATION Section in the FPI 

40. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION).  The reference statement should appear at the beginning of Section 17 and 
include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Instructions for 
Use, or Medication Guide).  Recommended language for the reference statement should include 
one of the following five verbatim statements that is most applicable:   

 Advise the patient to read the FDA-approved patient labeling (Patient Information).  

 Advise the patient to read the FDA-approved patient labeling (Instructions for Use).  

 Advise the patient to read the FDA-approved patient labeling (Patient Information and 
Instructions for Use).  

 Advise the patient to read the FDA-approved patient labeling (Medication Guide).  

 Advise the patient to read the FDA-approved patient labeling (Medication Guide and 
Instructions for Use). 

Comment: None 

41. FDA-approved patient labeling (e.g., Patient Information, Instructions for Use, or Medication 
Guide) must not be included as a subsection under Section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval. 

Comment: None 
 

YES 

YES 
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Appendix:  Highlights and Table of Contents Format 
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