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****Pre-decisional Agency Information**** 

    
 

Memorandum 
  
Date:  10/15/15  
  
To:  Alycia Anderson, Regulatory Project Manager   

Division of Hematology Products (DHP)  
 
From:   Rachael Conklin, Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
Through:  Kathleen Davis, Team Leader, OPDP 
 
Subject: Comments on draft labeling (Package Insert) for PRAXBIND 

(idarucizumab) injection, for intravenous use 
 BLA 761025 
 
   
 
In response to your labeling consult request dated May 13, 2015, we have reviewed the draft 
Package Insert (PI), draft Carton labeling, and draft Container labeling for PRAXBIND 
(idarucizumab) injection, for intravenous use (Praxbind).  This review is based upon the version 
of the draft PI e-mailed to OPDP on October 9, 2015.  
 
If you have any questions, please contact Rachael Conklin at (240) 402-8189 or 
Rachael.Conklin@fda.hhs.gov. 
 
Package Insert 
 
Section Statement from Draft  

(if applicable) 
OPDP Comment 

5.2 Re-elevation of 
Coagulation 
Parameters 
 
12.2 
Pharmacodynamics 

“In a limited number of 
patients in the clinical 
program . . .” (emphasis 
added). 
 
“In a limited number of 
patients, re-distribution of 
dabigatran . . .” (emphasis 
added). 

If available, we recommend that the 
specific numbers of patients in the clinical 
trials who experienced elevated 
coagulation parameters be included here, 
as this would be informative for 
prescribers. 

6.2 Immunogenicity “As with all proteins there The phrase “as with all proteins” 
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is a potential for 
immunogenicity with 
idarucizumab” (emphasis 
added). 

minimizes the risk of immunogenicity 
associated with Praxbind and is not 
appropriate for labeling.  OPDP 
recommends deleting “as with all 
proteins” so that the sentence reads: 
“There is a potential for immunogenicity 
with idarucizumab.” 
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10 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package.

NDA/BLA #
Product Name:

BLA 761025
Praxbind® (idarucizumab)

PMR/PMC Description: Trial1321.3 titled, “A Phase III, Case Series Clinical Study of the Reversal of 
the Anticoagulant Effects of Dabigatran by Intravenous Administration of 5.0 
g Idarucizumab in Patients Treated with Dabigatran Etexilate Who Have 
Uncontrolled Bleeding or Require Emergency Surgery or Procedures, the 
REVERSE –AD trial.”  
 

PMR/PMC Schedule Milestones: Final Protocol Submission: 10/19/2015
Study/Trial Completion: 10/19/2017
Final Report Submission: 10/19/2018
Other:      

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement.  Check type below and describe.

 Unmet need
 Life-threatening condition 

 Long-term data needed
 Only feasible to conduct post-approval
 Prior clinical experience indicates safety 
 Small subpopulation affected
Theoretical concern
 Other

Bleeding in patients who are being treated with dabigatran (Pradaxa®) may be serious and potentially life 
threatening situation.  Idarucizumab (Praxbind®) is a humanized monoclonal antibody fragment (Fab) 
indicated in patients treated with Pradaxa® when reversal of the anticoagulant effects of dabigatran is 
needed for emergency surgery/urgent procedures and in life-threatening or uncontrolled bleeding.  The 
bulk of the clinical data submitted in this application is from healthy volunteer trials. Completion and 
submission of final results for trial 1321.3 will address the uncertainty regarding the applicability of the 
observed clinical results in healthy volunteers to the ultimate outcome in patients receiving dabigatran 
treated with Praxbind who experience life threatening or uncontrolled bleeding or need to have an 
emergency surgery/urgent procedures.

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.”

Reference ID: 3832532
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 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process?

 Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial 

If so, does the clinical trial meet the following criteria?

  There is a significant question about the public health risks of an approved drug
  There is not enough existing information to assess these risks
 Information cannot be gained through a different kind of investigation
  The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and
  The trial will emphasize risk minimization for participants as the protocol is developed

PMR/PMC Development Coordinator:
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

_______________________________________
(signature line for BLAs)
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Table 1: Proposed Product Characteristics of Praxbind® (idarucizumab).
Proprietary Name: Praxbind
Proper Name: idarucizumab
Indication: a humanized monoclonal antibody fragment (Fab) 

indicated in patients treated with Pradaxa® when 
rapid reversal of the anticoagulant effects of 
dabigatran is required:

For emergency surgery/urgent procedures
In life-threatening or uncontrolled bleeding

Dose: 5 g, provided as two separate 2.5 g/50 mL vials
Route of Administration: Intravenous infusion or bolus injection
Dosage Form: Injection
Strength and Container-
Closure:

2.5 g/50 mL sinlge-dose vial

Storage and Handling: Store in refrigerator at 2ºC to 8ºC (36ºF to 46ºF)

Materials Reviewed:
Vial Container Labels*

Carton Labeling*

*Note there are separate vial labels and carton labeling for each drug product 
manufacturing facility [Boehringer Ingelheim Roxane, Inc Facility (BIRI) and 
Biberach Facility]

Start of Sponsor Material

End of Sponsor Material

(b) (4)

(b) (4)



3 of 20

Subpart G-Labeling Standards
Subpart A-General Labeling Provisions

Applicant’s response in Times New Roman font
OBP decisions in Tahoma italics font.

I. Container
A. 21 CFR 610.60 Container Label

(a) Full label. The following items shall appear on the label affixed 
to each container of a product capable of bearing a full label:

(1) The proper name of the product; [see 21 CFR 600.3 (k) 
and section 351 of the PHS Act] does not conform.

OBP Request: Relocate the dosage form “Injection” to 
appear below the proper name.  For CDER-regulated 
biological products, the proper name should not 
include the finished dosage form.  The finished 
dosage form, Injection, can appear on the line below 
the proper name.1  Applicant revised as requested.

(2) The name, address, and license number of 
manufacturer; does not conform.

The Applicant/Licensee on the 356h form is the 
manufacturer per 21 CFR 600.3(t).  The Applicant 
must appear as “Manufactured by:”.  Additionally, the 
U.S. License Number must appear with the 
manufacturer information per 21 CFR 610.61(b). 

OBP Request: Revise the manufacturer information to 
appear as: 

Manufactured by:
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, CT 06877
U.S. License Number 2006

For the vial container label, only the 
Applicant/Licensee information is required.  Consider 
omitting any additional manufacturer information.

1 See Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design to 
Minimize Medication Errors.  2013 April.  Available from: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM3490
09.pdf.   
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(7) If a Medication Guide is required under part 208 of the 
chapter, the statement required under §208.24(d) of this 
chapter instructing the authorized dispenser to provide a 
Medication Guide to each patient to whom the drug is 
dispensed and stating how the Medication Guide is provided, 
except where the container label is too small, the required 
statement may be placed on the package label. Not 
applicable.

(b) Package label information. If the container is not enclosed in a 
package, all the items required for a package label shall appear on 
the container label. Not applicable. Praxbind is enclosed in a carton.

(c)  Partial label. If the container is capable of bearing only a partial 
label, the container shall show as a minimum the name (expressed 
either as the proper or common name), the lot number or other lot 
identification and the name of the manufacturer; in addition, for 
multiple dose containers, the recommended individual dose. 
Containers bearing partial labels shall be placed in a package which 
bears all the items required for a package label. Not applicable.

(d)  No container label. If the container is incapable of bearing any 
label, the items required for a container label may be omitted, 
provided the container is placed in a package which bears all the 
items required for a package label. Not applicable.

(e)  Visual inspection. When the label has been affixed to the 
container, a sufficient area of the container shall remain uncovered 
for its full length or circumference to permit inspection of the 
contents; does not conform.

OBP Request:
Indicate how the label is affixed to the vial and where the 
visual area of inspection is located per 21 CFR 610.60(e).
Applicant response is acceptable.

B. 21 CFR 201.2 Drugs and devices; National Drug Code numbers – The 
National Drug Code (NDC) number is located at the top of the label. [See 
21 CFR 207.35]; conforms.
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C. 21 CFR 201.5 Drugs; adequate directions for use; does not conform.

The Applicant provided clarification in the PI  
.  We concur with the Division of Medication Error Prevention 

and Analysis’ (DMEPA) recommendation to revise all statements of 
on the container label and carton labeling  

 to the following: “Administer 2 vials for complete 
dose of 5 g”.

D. 21 CFR 201.6 Drugs; misleading statements; conforms.

E. 21CFR 201.10 Drugs; statement of ingredients; placement and 
prominence; does not conform.

OBP Requests:
Remove the  

as this is intervening matter per 21 CFR 201.10(a).
Applicant revised as requested.

Ensure the font size of the proper name “idarucizumab” is at least 
half the size of the proprietary name and has prominence 
commensurate as per 21 CFR 201.10(g)(2). Applicant revised as 
requested.

F. 21 CFR 201.15 Drugs; prominence of required label statements.; does 
not conform.

The labeling prominently displays  
.  Although this is an accurate statement, there is 

potential for misinterpretation that this product  
. We concur DMEPA’s with recommendation 

to remove this statement from the principal display panel. Applicant 
revised as requested.

OBP Requests:
Delete to avoid 
misinterpretation that this product . Applicant 
revised as requested.

Revise the strength statement such that the strength per total 
volume is more prominent than the strength per mL by decreasing 
the font and relocating the strength per mL (50 mg/mL) to appear 
immediately under the strength per total volume (2.5 g/50 mL) 
wherever presented on the labels and labeling per USP General 
Chapters <1>. Applicant revised as requested.

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Remove the statement  
 to avoid misinterpretation that this product  
 and relocate the statement “For Intravenous Use Only” in 

its place to ensure adequate prominence of the route of 
administration. Applicant revised as requested.

Add “For Single-use Only, Discard Unused Portion” to appear below 
the the route of administration. Applicant revised as requested.

Decrease prominence of Rx only and relocate to the upper right 
portion of the principal display panel (PDP) where “FOR 
INTRAVENOUS USE ONLY” appears. Applicant revised as 
requested.

G. 21 CFR 201.17 Drugs; location of expiration date; conforms.

H. 21 CFR 201.25 Bar code; conforms.

I. 21 CFR 201.50 Statement of identity; conforms.

J. 21 CFR 201.51 Declaration of net quantity of contents; conforms.

K. 21 CFR 201.55 Statement of dosage; conforms.

L. 21 CFR 201.100 Prescription drugs for human use; does not conform.

OBP Request: Revise the list of ingredients to include the amounts 
and place in alphabetical order to comply with USP <1051> 
Labeling of Inactive Ingredients.  The statement should appear as:

Each 50 mL vial contains 2.5 g of idarucizumab, acetic acid 
glacial (x mg), polysorbate 20 (x mg), sodium acetate 
trihydrate (x mg), sorbitol (x mg) and water for injection.

Applicant revised as requested.

(b) (4)

(b) (4)

3 Page(s) of Draft Labeling have been Withheld in Full as B4 (CCI/
TS) immediately following this page 
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Applicant’s response in Times New Roman font
OBP decisions in Tahoma italics font.

II. Carton
A. 21 CFR 610.61 Package Label:

a) The proper name of the product [see 21 CFR 600.3 (k) and 
section 351 of the PHS Act]; does not conform.

OBP Request: OBP Request: Relocate the dosage form 
“Injection” to appear below the proper name.  For CDER-
regulated biological products, the proper name should not 
include the finished dosage form.  The finished dosage form, 
Injection, can appear on the line below the proper name.2   
Applicant revised as requested.

b) The name, addresses, and license number of manufacturer;
does not conform.  

The Applicant/Licensee on the 356h form is the 
manufacturer per 21 CFR 600.3(t).  The Applicant must 
appear as “Manufactured by:”.  Additionally, the U.S. License 
Number must appear with the manufacturer information per 
21 CFR 610.61(b).

OBP Request: Revise the manufacturer information to 
appear as: 

Manufactured by:
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, CT 06877
U.S. License Number 2006

Currently the proposed labeling lists the Applicant as the 
distributor and states “ ".  If you propose to 
include this information on the labeling, cite the regulations 
you are attempting to fulfill.

2 See Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design to 
Minimize Medication Errors.  2013 April.  Available from: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM3490
09.pdf.  

(b) (4)
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(5) equivalent volume (for dried product to be reconstituted), or (6) 
such combination of the foregoing as needed for an accurate 
description of the contents, whichever is applicable; conforms.

h) The recommended storage temperature; conforms.

i) The words “Do not Freeze” or the equivalent, as well as other 
instructions, when indicated by the character of the product;
conforms.

j) The recommended individual dose if the enclosed container(s) is 
a multiple-dose container; not applicable.

k) The route of administration recommended, or reference to such 
directions in and enclosed circular; conforms.

l) Known sensitizing substances, or reference to enclosed circular 
containing appropriate information; not applicable.

m) The type and calculated amount of antibiotics added during 
manufacture; not applicable

n) The inactive ingredients when a safety factor, or reference to 
enclosed circular containing appropriate information; not applicable

o) The adjuvant, if present; not applicable

p) The source of the product when a factor in safe administration;
not applicable

q) The identity of each microorganism used in manufacture, and, 
where applicable, the production medium and the method of 
inactivation, or reference to an enclosed circular containing 
appropriate information; not applicable

r) Minimum potency of product expressed in terms of official 
standard of potency or, if potency is a factor and no U.S. standard 
of potency has been prescribed, the words “No U.S. standard of 
potency”; does not conform.

OBP Request: Add the statement “No U.S. standard of 
potency to the side panel near the list of ingredients.
Applicant revised as requested.
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s) The statement “Rx only” for prescription biologicals; conforms.

Note: If product has a medication guide, a statement is 
required on the package label if it is not on the container 
label (see above).  It is recommended on both labels. Not 
applicable.

B. 21 CFR 610.62 Proper name; package label; legible type [Note: Per 21 
CFR 601.2(c)(1), certain regulation including 21 CFR 610.62 do not apply 
to the four categories of “specified” biological products listed in 21 CFR 
601.2(a)]. Exempt.  Praxbind (idarucizumab) is a monoclonal antibody.

C. 21 CFR 610.63 Divided manufacturing responsibility to be shown; not 
applicable.

D. 21 CFR 610.64 Name and address of distributor:

The name and address of the distributor of a product may appear 
on the label provided that the name, address, and license number 
of the manufacturer also appears on the label and the name of the 
distributor is qualified by one of the following phrases: 
“Manufactured for _____”. “Distributed by _____”, “Manufactured 
by _____ for _____”, “Manufactured for _____ by ______”, 
“Distributor: _____”, or ‘Marketed by _____”. The qualifying 
phrases may be abbreviated; does not conform.

Currently the proposed labeling lists the Applicant as the 
distributor and states “ ".  See request 
above for 21 CFR 610.61. Applicant revised the 
manufacturer information as requested above.  

E. 21 CFR 610.67 Bar code label requirements; conforms

Biological products must comply with the bar code requirements at 
§201.25 of this chapter;

F. 21 CFR 201.2 Drugs and devices; National Drug Code numbers – The 
National Drug Code (NDC) number is located on top of the label. [See 21 
CFR 207.35], conforms.

(b) (4)
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G. 21 CFR 201.5 Drugs; adequate directions for use; does not conform.

The preparation and administration instructions for use required 
clarification from DMEPA and DHP regarding the following:  

Can Praxbind be infused via the vial or injected via syringe?
Is there a time interval between each infusion.
What is the rate of administration for each method of 
infusion.

The Applicant provided clarification in the PI  
.  We concur with DMEPA’s recommendations to update the 

proprietary name, , and removal of trailing 
zeroes.  Applicant revised as requested.  

 

 
 OBP recommends the 

rate of administration appear in the labeling to provide clear 
instructions for HCPs per 21 CFR 201.5 and 21CFR201.57(c)(3).  
However, OBP defers to the Clinical Team on resolution of this 
issue.  Additionally, we note DMEPA defers to the Clinical Team for 
the appropriateness  

H. 21 CFR 201.6 Drugs; misleading statements; conforms.

I. 21 CFR 201.10 Drugs; statement of ingredients;[Placement and 
Prominence] does not conform.

OBP Requests:
Remove  

 as this is intervening matter per 21 CFR 201.10(a).
Applicant revised as requested.

Ensure the font size of the proper name “idarucizumab” is at least 
half the size of the proprietary name and has prominence 
commensurate as per 21 CFR 201.10(g)(2). Applicant revised as 
requested.

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



16 of 20

J. 21 CFR 201.15 Drugs; prominence of required label statements; does 
not conform.

The labeling prominently displays “  
”.  Although this is an accurate statement, there is 

potential for misinterpretation that this product  
. We concur with DMEPA’s recommendation 

to remove this statement from the principal display panel. Applicant 
revised as requested.

OBP Requests:
Revise the strength statement such that the strength per total 
volume is more prominent than the strength per mL by decreasing 
the font and relocating the strength per mL (50 mg/mL) to appear 
immediately under the strength per total volume (2.5 g/50 mL) 
wherever presented on the labels and labeling per USP General 
Chapters <1>. Applicant revised as requested.

Remove the statement “  
 to avoid misinterpretation that this product  
 and relocate the statement “For Intravenous Use Only” in 

its place to ensure adequate prominence of the route of 
administration. Applicant revised as requested.

Add “For Single-use Only, Discard Unused Portion” to appear below 
the the route of administration. Applicant revised as requested.

Decrease prominence of Rx only and relocate to the upper right 
portion of the principal display panel (PDP) where “FOR 
INTRAVENOUS USE ONLY” appears. Applicant revised as 
requested.

K. 21 CFR 201.17 Drugs; location of expiration date; conforms.

L. 21 CFR 201.25 Bar code label requirements; conforms.

M. 21 CFR 201.50 Statement of identity; conforms.

N. 21 CFR 201.51 Declaration of net quantity of contents; conforms.
However we concur with DMEPA’s recommendation to revise the 
statement to Net quantity- Contains 2 vials each containing 2.5 g/50 mL.
Applicant revised as requested.

O. 21 CFR 201.55 Statement of dosage; conforms.

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Conclusions
The container labels, carton labeling,  for Praxbind®

(idarucizumab) 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 and USP 
38/NF 33 [August 1 2015 to November 30 2015].  Labeling deficiencies 
identified, mitigated, and resolved.  
submitted on September 23 2015 in advance of the official submission is 
acceptable.  The container labels and carton labeling submitted on August 19 
2015 are acceptable (see below). 

(b) (4)

(b) (4)

(b) (4)

2 Page(s) of Draft Labeling have been Withheld in Full as B4 (CCI/TS) 
immediately following this page 
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EXECUTIVE SUMMARY 

This memo follows a request from the Division of Hematology Products (DHP) at the WRAP-UP 
meeting for BLA 761025 on 11 September 2015 that DEPI will  1) document our concerns with 
the difficulty for monitoring the safety of idarucizumab in the postmarket setting and 2) 
recommend a target sample size for a PMR clinical safety study.  DHP asked that DEPI document 
our rationale for the sample size.   

Idarucizumab may be approved soon based on a clinical trials program with only 124 patients in a 
prospective one-arm observational study (Study 1321.3; target enrollment is 300 patients per 
initial protocol).  This drug will be indicated for patients taking dabigatran who need immediate 
reversal because they 1) have a major hemorrhage or 2) require emergency surgery.   

Although no cases of serious hypersensitivity reactions have been identified to date in patients 
exposed to idarucizumab, the limited clinical experience thus far is not sufficient to rule out 
potential issues with immunogenicity, or other serious adverse drug reactions, postmarketing.  It 
is anticipated that FAERS data will be difficult to interpret, and there is a potential for a large 
number of spontaneous reports with fatal outcomes due to the high mortality expected in the 
indicated population.  Unfortunately, claims data, and methods using Sentinel, are unlikely to 
provide useful safety information given current limitations of these data sources to capture 
parenteral infusions in hospital Emergency Department settings. 

The current ongoing clinical study (1321.3) has a target enrollment of 300 patients.  Based on the 
“rule of threes” this sample size can provide some reassurance that a serious adverse drug 
reaction of interest is unlikely to occur in more than 1% of patients treated with idarucizumab if 
no events are observed during the study.   

DEPI recommends issuing a PMR for a clinical safety study (similar to Study 1321.3) to provide 
additional reassurance that serious adverse drug reactions, such as serious hypersensitivity 
reactions, do not occur commonly with idarucizumab. A target sample size of 1000 exposed 
patients (including the 300 patients from Study 1321.3) could provide reassurance that serious 
adverse drug reactions not observed during the study are unlikely to occur in more than three per 
thousand patients treated with idarucizumab.   

DEPI also recommends the sponsor conduct an evaluation to compare mortality rates among 
dabigatran exposed patients who have a major hemorrhage / emergency surgery who receive 
idarucizumab (this trial) versus dabigatran exposed patients who have a major hemorrhage / 
emergency surgery and do not receive idarucizumab (from historical dabigatran trials). 

1 INTRODUCTION 

Idarucizumab may be approved soon based on a clinical trials program with only 124 patients in a 
prospective one-arm observational study (Study 1321.3; target enrollment is 300 patients per 
initial protocol).  This drug will be indicated for patients taking dabigatran who need immediate 
reversal because they 1) have a major hemorrhage or 2) require emergency surgery.   

As noted in the FDA Guidance on Premarketing Risk Assessment, “products intended for life-
threatening and severely debilitating diseases are often approved with relatively small safety 
databases” and “relatively greater uncertainty remains regarding their adverse effects.”1  In such 

                                                      
1 FDA/CDER/CBER Guidance for Industry: Premarketing Risk Assessment March 2005; accessed 
14September 2015; http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126958.pdf 
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situations, effective postmarketing safety data collection is essential to inform clinical decision-
making and appropriate patient selection. 

In Study 1321.3 thus far, there has been a 20% mortality rate, likely due to the underlying 
indication.  Postmarketing data will be very challenging to interpret as a result of this underlying 
comorbidity.  Since atrial fibrillation is a common condition in elderly patients and the potential 
for idarucizumab use is considerable, it’s possible that 300 patients may not be sufficient in the 
context where postmarketing spontaneous reports from routine pharmacovigilance will be 
extremely challenging to interpret. Potentially, most major hemorrhage cases reported with 
dabigatran in FAERS may now be accompanied by exposure to idarucizumab. 

The safety concerns to date are immunogenicity, thrombotic events (transient increased risk of 
thrombosis due to the reversal), and hypersensitivity reactions – although it’s challenging to 
understand the true scope of any safety concern with only 124 patients enrolled to date.  There is 
a need for additional clinical safety data post-approval. The sponsor has been able to enroll 90 
patients in the last quarter in Study 1321.3 so enrollment doesn’t seem to be an issue. 

A decision was made at the WRAP-UP meeting for BLA 761025 on 11 September 2015 that 
DEPI and DPV will write brief memos to 1) document our concerns with the difficulty for 
monitoring the safety of this drug in the postmarket setting and 2) recommending a target sample 
size that DHP will take into consideration.  DHP asked that DEPI document our rationale for the 
sample size we recommend.    

2 MATERIALS CONSIDERED FOR THIS REVIEW 
• Boehringer Ingelheim 4-Month Safety Update Report; Idarucizumab (BI 655075); 

Document Number c03603109-01; Date of Report: 17 June 2015. 

• Andrew Dmytrijuk, MD; FDA/CDER/OND/DHP Clinical Review BLA 761025; 
Idarucizumab (Praxbind) Humanized Monoclonal Antibody Fragment for Intravenous 
Infusion; Date of Review: 10 August 2015. 

• Boehringer Ingelheim Integrated Summary of Clinical Safety (ISS); Idarucizumab (BI 
655075); Document Number c03076696-01; Date of Report: 29 January 2015. 

• Boehringer Ingelheim Risk Management Plan; Idarucizumab (Praxbind); Document 
Number s00018805-01; Date of Report: 27 January 2015. 

• Carolyn L. Yancey, MD; FDA/CDER/OSE/DRISK Risk Evaluation and Mitigation 
Strategy (REMS) Review; PRAXBIND (Idarucizumab) Injection, for intravenous 
infusion or injection; Rolling BLA 761-025 complete submission dated 22 February 
2015; Date of Review: 13 August 2015. 

• Draft label; PRAXBIND® (idarucizumab) injection, for intravenous use; BLA 761025; 
accessed 14September 2015 at A:\AAnderson\BLA 761025\BLA761025 Draft Label 
PRAXBIND.2.1.docx.   

3 IMPORTANT POTENTIAL RISKS 

Four “important potential risks” for idarucizumab are identified as follows on page 72 of the Risk 
Management Plan2 submitted by the Sponsor: immunogenicity, hypersensitivity, thrombotic 
events, and patients with hereditary fructose intolerance. 

                                                      
2 Boehringer Ingelheim Risk Management Plan; Idarucizumab (Praxbind); Document Number s00018805-
01; Date of Report: 27 January 2015 

Reference ID: 3819991





 

 5 

provide useful safety information given current limitations of these data sources to capture 
parenteral infusions in hospital Emergency Department settings. 

The "rule of threes" states that, if no events of a particular type (e.g., serious hypersensitivity 
reactions) are observed in a study of X individuals, “then one can be 95% certain that the event 
occurs no more often than 3/X. For example, if 500 patients are studied prior to marketing a drug, 
then one can be 95% certain that any event which does not occur in any of those patients may 
occur with a frequency of 3 or less in 500 exposed subjects, or that it has an incidence rate of less 
than 0.006.”3 A study of 1000 patients could cap the likely risk around 0.003 (3 in 1000) if no 
occurrences of an event of interest are observed in that cohort. The so-called “rule of threes” may 
provide a useful context to consider an optimal target sample size for a postmarketing clinical 
safety study designed to assess the risk of serious adverse drug reactions with idarucizumab. 

To better understand the true benefit for use of idarucizumab, it may also be helpful to conduct an 
analysis to compare the mortality rates among patients who do and do not receive idarucizumab.  
This could be implemented by comparing mortality rates among 1) dabigatran exposed patients 
who have a major hemorrhage / emergency surgery who receive idarucizumab (this trial) versus 
2) dabigatran exposed patients who have a major hemorrhage / emergency surgery and do not 
receive idarucizumab (from historical dabigatran trials).  In this context, hemorrhage / surgery 
cases would need to be matched based on comorbidity, age, and event severity, while blinded to 
the outcome of mortality.   This may provide evidence to help quantify the benefit of 
idarucizumab on overall mortality.   

5 CONCLUSION 

The current ongoing clinical safety study has a target enrollment of 300 patients.  Based on the 
“rule of threes” this sample size can provide some reassurance that a serious adverse drug 
reaction of interest is unlikely to occur in more than 1% of patients treated with idarucizumab if it 
is not observed during the study.  

6 RECOMMENDATIONS 

1) DEPI recommends issuing a PMR for a clinical safety study (similar to Study 1321.3) to 
provide additional reassurance that serious adverse drug reactions, such as serious 
hypersensitivity reactions, do not occur commonly with idarucizumab. A target sample 
size of 1000 exposed patients (including the 300 patients from Study 1321.3) could 
provide reassurance that serious adverse drug reactions not observed during the study are 
unlikely to occur in more than three per thousand patients treated with idarucizumab.  

2) DEPI also recommends the sponsor conduct an evaluation to compare mortality rates 
among 1) dabigatran exposed patients who have a major hemorrhage / emergency surgery 
who receive idarucizumab (this trial) versus 2) dabigatran exposed patients who have a 
major hemorrhage / emergency surgery and do not receive idarucizumab (from historical 
dabigatran trials).   

                                                      
3 Strom B. Sample Size Considerations for Pharmacoepidemiologic Studies. In Strom BL, Kimmel SE, 
Hennessy S, eds.  Pharmacoepidemiology (5th edition). Wiley-Blackwell, 2012; pages 52-61. 

Reference ID: 3819991



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

KATE GELPERIN
09/15/2015

STEVEN BIRD
09/15/2015

CUNLIN WANG
09/15/2015

Reference ID: 3819991



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: September 4, 2015 

 
TO: Ann Farrell, M.D. 

Director 

Division of Hematology Products 

Office of New Drugs 

  

FROM: Gajendiran Mahadevan, Ph.D. 

Staff Fellow 

Division of New Drug Bioequivalence Evaluation (DNDBE) 

Office of Study Integrity and Surveillance (OSIS) 

 

Kara A. Scheibner, Ph.D.  

Pharmacologist 

Division of Generic Drug Bioequivalence Evaluation 

(DGDBE)  

Office of Study Integrity and Surveillance 

 

Xiaohan Cai, Ph.D.  

Visiting Associate 

Division of Generic Drug Bioequivalence Evaluation 

Office of Study Integrity and Surveillance 

 

Michael F. Skelly, Ph.D. 

Lead Pharmacologist 

Division of Generic Drug Bioequivalence Evaluation 

Office of Study Integrity and Surveillance 

 

THROUGH: Sam H. Haidar, Ph.D., R.Ph. 

Director (Acting) 

Division of New Drug Bioequivalence Evaluation 

Office of Study Integrity and Surveillance 

  
SUBJECT: Inspection and EIR Review Memo of  

 covering BLA 761025, Idarucizumab, sponsored by 

Boehringer Ingelheim Pharmaceuticals, Inc., USA 

 

At the request of the Division of Hematology Products (DHP), the 

Office of Study Integrity and Surveillance (OSIS) arranged an 

inspection of the bioanalytical portions of the following 

studies: 

Reference ID: 3816035
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(BLA 761025, Idarucizumab sponsored by Boehringer 

Ingelheim Pharmaceuticals, Inc., USA)  

 

  

Study #: 1321.1;  8266-168 

Study Title:   “Randomized, double-blind, placebo-controlled, 

Phase 1 study in healthy male volunteers to 

investigate the safety, tolerability, and 

pharmacokinetics of single rising doses  

 of BI 655075 (part 1) and to explore the dose 

of BI 655075 effective to reverse Dabigatran 

anticoagulant activity (part 2)” 

 

Study #: 1321.2;  8294-483 

Study Title:   “Randomized, double-blind, placebo-controlled, 

two-way crossover phase 1b study to investigate 

the safety, tolerability, pharmacokinetics and 

pharmacodynamics of BI 655075 and to establish 

the efficacy of BI 655075 in reversal of 

 Dabigatran anticoagulant activity in 

volunteers” 

 

Study #: 1321.5;  8295-792 

Study Title:   “Randomized, double-blind within dose groups, 

placebo-controlled, two-way crossover phase I 

trial in healthy Japanese male volunteers to 

investigate the safety, tolerability,  

 pharmacokinetics of different doses of BI 

655075 (part 1) and to explore the effective 

dose of BI 655075 to reversal of Dabigatran 

anticoagulant activity (part 2)” 

 

Analytical Inspection: 

 

The inspection of the analytical portions of the above studies 

was conducted by scientists from OSIS, Michael Skelly, Ph.D. 

(DGDBE), Gajendiran Mahadevan, Ph.D. (DNDBE), Kara Scheibner, 

Ph.D. (DGDBE), and Xiaohan Cai, Ph.D. (DGDBE) on  

. The 

inspection included a thorough examination of study records, 

facilities and equipment, and interviews/discussions with the 

firm’s staff and management.  

 

At the conclusion of the inspection, Form FDA 483 was issued 

(Attachment-1). The firm responded to Form FDA 483 on  

 (Attachment-2). The Form FDA 483, the firm’s 

response to the observations, and our evaluation follow. 

Reference ID: 3816035
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Recommendations: 

 

 The DHP reviewers should evaluate the impact of non-

reproducibility and specificity (confirmatory cut point) of 

confirmatory assay to detect anti-drug antibodies against 

idarucizumab for all three studies.   

 

 Following the evaluation of the inspectional findings and 

the firm’s response, we recommend that the analytical data 

for ADA in studies 1321.1, 1321.2, and 1321.5 be accepted 
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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: September 3, 2015 

  
TO: Ann Farrell, M.D. 

Director 

Division of Hematology Products 

Office of New Drugs 

  

FROM: Gajendiran Mahadevan, Ph.D. 

Staff Fellow 

Division of New Drug Bioequivalence Evaluation (DNDBE) 

Office of Study Integrity and Surveillance (OSIS) 

 

THROUGH: Arindam Dasgupta, Ph.D. 

Lead Pharmacologist 

Division of New Drugs Bioequivalence Evaluation 

Office of Study Integrity and Surveillance 

 
and 

 

 Charles Bonapace, Pharm.D. 

Director 

Division of New Drug Bioequivalence Evaluation 

Office of Study Integrity and Surveillance 

  
SUBJECT: Review of EIR for Laboratory Menal GmbH, Emmendingen, 

Germany covering BLA 761025, Idarucizumab, Boehringer 

Ingelheim Pharmaceuticals, Inc., USA 

  

At the request of the Division of Hematology Products (DHP), the 

Office of Study Integrity and Surveillance (OSIS) arranged an 

inspection of the clinical portion of the following studies: 

 

Study #: 1321.1 

Study Title:   “Randomized, double-blind, placebo-controlled, 

 Phase 1 study in healthy male volunteers to 

investigate the safety, tolerability, and 

pharmacokinetics of single rising doses  

 of BI 655075 (part 1) and to explore the dose 

of BI 655075 effective to reverse Dabigatran 

anticoagulant activity (part 2)” 
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Study #: 1321.2 

Study Title:   “Randomized, double-blind, placebo-controlled,  

 two-way crossover phase 1b study to investigate 

the safety, tolerability, pharmacokinetics and 

pharmacodynamics of BI 655075 and to establish 

the efficacy of BI 655075 in reversal of 

 Dabigatran anticoagulant activity in 

volunteers” 

 

Study #: 1321.5 

Study Title:   “Randomized, double-blind within dose groups,  

 placebo-controlled, two-way crossover phase I 

trial in healthy Japanese male volunteers to 

investigate the safety, tolerability,  

 pharmacokinetics of different doses of BI 

655075 (part 1) and to explore the effective 

dose of BI 655075 to reversal of Dabigatran  

 anticoagulant activity (part 2)” 

 

Clinical Inspection: 

 

The inspection of the clinical portion of the above studies was 

conducted by Barbara Carmichael (ORA, FLA-DO) during July 20-23, 

2015 at Laboratory Menal GmbH, Emmendingen, Germany. The 

inspection included a thorough examination of the protocol, 

protocol amendments, study records, informed consent forms, SOPs, 

IRB approvals, case report forms, and interviews/discussions with 

the firm’s staff and management.  

 

At the conclusion of the inspection, no significant issues were 

observed and no Form FDA 483 was issued. However, the data audit 

uncovered sponsor-requested repeat analysis of 501 samples for 22 

subjects in study # 1321.2. The repeat analysis for blood 

coagulation parameters such as activated partial thromboplastin 

time (aPTT), thrombine time (TT), and diluted thrombin time 

(ANTI-FIIa) was performed for these samples because the pre-dose 

clotting time was higher than the acceptable upper limit of 

normal (Atttachment-1).  

 

An investigation was conducted by the firm. However, the root-

cause for the problem could not be identified and a complete 

investigation report was not made available to Investigator 

Carmichael during the inspection. The sponsor-requested repeat 

analysis for the 501 samples are tabulated below for subjects 

601, 204, 503, 501, 301, 302, 303, 304, 305, 306, 307, 104, 105, 

106, 101, 102, 103, 201, 202, 203, 205, and 701. 
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  Subject # Visit # 
Number of 

Samples Analyte 

601 2 18 aPTT 

204 3 21 TT 

503 2 18 TT 

501 3 18 TT 

301 2 16 ANTI-FIIa 

302 2 16 ANTI-FIIa 

303 2 16 ANTI-FIIa 

304 2 16 ANTI-FIIa 

301 3 16 ANTI-FIIa 

302 3 16 ANTI-FIIa 

303 3 16 ANTI-FIIa 

304 3 16 ANTI-FIIa 

305 2 16 ANTI-FIIa 

306 2 16 ANTI-FIIa 

307 2 16 ANTI-FIIa 

104 2 20 ANTI-FIIa 

105 2 20 ANTI-FIIa 

106 2 21 ANTI-FIIa 

101 3 21 ANTI-FIIa 

102 3 21 ANTI-FIIa 

103 3 21 ANTI-FIIa 

201 3 21 ANTI-FIIa 

202 3 21 ANTI-FIIa 

203 3 21 ANTI-FIIa 

204 3 21 ANTI-FIIa 

205 3 21 ANTI-FIIa 

701 2 21 ANTI-FIIa 
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Recommendations: 

 

 The DHP medical reviewer should evaluate the impact of the 

repeat analysis of the 501 samples in study 1321.2.   

 

 Following the evaluation of the inspectional findings and 

the EIR, I recommend that the clinical data from studies 

1321.1 and 1321.5 be accepted for Agency review.  The data 

from study 1321.2 should be accepted for Agency review if 

the medical officer determines that the repeated samples 

didn’t impact the integrity of the data. 

 

Gajendiran Mahadevan, Ph.D.       

DNDBE, OSIS 

 

Final Classification: 

 

NAI: Laboratory Menal GmbH, Emmendingen, Germany 

FEI: 3008655451 

 

E-mail CC: 

OSIS/Taylor/Dejernett/Fenty-Stewart/Nkah/Johnson 

OSIS/DGDBE/Haidar/Skelly/Choi 

OSIS/DNDBE/Bonapace/Dasgupta/Cho/Mahadevan 

 

CDER/OND/DHP/Farrell/Anderson 

 

ORA/FLA-DO/Sinninger/Carmichael 

 

Draft: GM 08/28/2015 

Edit: AD 09/01/2015; CB 09/03/2015 

 

OSI File: BE6890; O:\BE\EIRCOVER\761025.ida.boe.Menal 

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

Laboratory Practice Compliance/INSPECTIONS/BE Program/Clinical 

Sites/Laboratory Menal GmbH, Germany /BLA 761025_Idarucizumab 

 

FACTS: 11539836 
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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: July 30, 2015 

Requesting Office or Division: Division of Hematology Products 

Application Type and Number: BLA 761025

Product Name and Strength: Praxbind (Idarucizumab)

Injection

2.5 g/50mL  

(50 mg/mL)

Product Type: Single Ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Boehringer Ingelheim Pharmaceuticals, Inc.

Submission Date: December 22, 2014, February 19, 2015, and May 29, 2015

OSE RCM #: 2014-2602

DMEPA Primary Reviewer: Teresa McMillan, PharmD 

DMEPA Team Leader: Yelena Maslov, PharmD
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minimize this risk. However, these recommendations alone may not be sufficient to 
minimize under doses. We defer to the clinical team to determine if the applicant 
should consider developing one single dose 5 gram vial as a post marketing commitment
and/or requirement.
Additionally, according to the DHP’s clinical team, it appears that in the clinical studies, 
the product was administered with an interval of 15 minutes in between the vials and 
never administered as one vial immediately after another. Thus, it also is unclear if the 
bolus administration option is compatible with any syringe for administration of this 
product. However, one of the administration options in the Dosage and Administration 
section of the PI recommends a bolus injection administration, in which a dose of 2.5 g 
withdrawn to a syringe is immediately followed by another 2.5 g.  We defer to the 
clinical team to determine the appropriateness of including the time interval for the 
bolus administration option in the D&A section of the PI and to determine the 
compatibility of syringe types to be used for bolus administration of this product.

4 CONCLUSION & RECOMMENDATIONS

DMEPA concludes that the proposed labels and labeling can be improved to increase the
readability and prominence of important information on the labels and labeling to promote the 
safe use of the product.

4.1 RECOMMENDATIONS FOR THE DIVISION

A. Prescribing Information

1. Revise all instances of the “TRADENAME” to the proprietary name PRAXBIND.

2. If appropriate, consider adding the time interval for the bolus injection administration 

option for this product in the Dosage and Administration section.

4.2 RECOMMENDATIONS FOR BOEHRINGER INGELHEIM

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

Reference ID: 3800160

(b) (4)



4

B. Carton Labeling (All)

1. Relocate the “Rx only” statement to where the “FOR INTRAVENOUS USE ONLY” 

statement is located.

2. Remove the statement  to avoid 

misinterpretation that this product and relocate the statement “For

Intravenous use” in its place to ensure adequate prominence of the route of 

administration.

3. Place the following statement under the “For Intravenous Use Only”:

“For Single Use Only. Discard after use”

4. Decrease the font and relocate the concentration of (50 mg/mL) immediately under the 

total drug content (2.5 g/50 mL) wherever presented on the labels and labeling per 

USP’s Chapter <1>. For example:

2.5 g/50 mL
(50 mg/mL)

5. Revise all statements of to the following:

Administer 2 vials for complete dose of 5 g

.

6. Revise the dosage statement to the following: 

For single use only. See package insert for Full Prescribing Information for dosage and 

administration. Discard unused portion.

7. Revise the net quantity statement to the following:

Net quantity- Contains 2 vials each containing 2.5 g/50 mL

Reference ID: 3800160
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8. Revise  the statements  

 statements on the top panel where the lot number 

and expiration date is located to the following:

Administer 2 vials for complete dose of 5 g

See package insert for Full Prescribing Information for dosage and administration.

9. Delete the  statement on the side panel as this product

will only be administered in a clinical setting.

10. Revise the statements  

on the opening flap inside panel to the 

following:

See package insert for Full Prescribing Information for dosage and administration and 

Administer 2 vials for complete dose of 5 g

11. Delete the following statements from the opening flap inside panel:

C. Container Labels (All)

1. See comments B1 through B6.

Reference ID: 3800160
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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,1 along with 
postmarket medication error data, we reviewed the following Praxbind labels and labeling 
submitted by Boehringer Ingelheim Pharmaceuticals, Inc. on April 19, 2015 and May 29, 2015.

 Container label

 Carton  labeling

                                                     
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.
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REGULATORY PROJECT MANAGER 
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements

Application: 761025

Application Type: New BLA

Name of Drug/Dosage Form: Praxbind (idarucizumab), 2.5gm/50mL (50 mg/mL)

Applicant: Boehringer Ingelheim Pharmaceuticals, Inc.       

Receipt Date: February 19, 2015

Goal Date: October 19, 2015

1. Regulatory History and Applicant’s Main Proposals

Boehringer Ingelheim Pharmaceuticals, Inc. submitted an original Biologics License Application 
(BLA) for idarucizumab, which is a humanized monoclonal antibody fragment (Fab) specific 
neutralizing agent for dabigatran that can rapidly reverse the anticoagulant effect of dabigatran.  The 
proposed indication for idarucizumab is for patients treated with Pradaxa when rapid reversal of the 
anticoagulant effects of dabigatran is required for emergency surgery/urgent procedures and in life-
threatening or uncontrolled bleeding.

On June 16, 2014, idarucizumab was granted Breakthrough Designation for use in patients treated 
with dabigatran who have uncontrolled bleeding or who require emergency surgery/procedures when 
rapid reversal of the anticoagulant effects of dabigatran is required.

On October 14, 2014, idarucizumab was granted Rolling Review.  On December 22, 2104, Boehringer 
Ingelheim submitted the first portion, nonclinical information, of their BLA.  The final and complete 
submission was submitted and received on February 19, 2015.

Boehringer Ingelheim Pharmaceuticals, Inc. intends to use idarucizumab for emergency 
surgery/urgent procedures and in life-threatening or uncontrolled bleeding.

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 for Prescribing Information (SRPI)” checklist (see the Appendix).   

3. Conclusions/Recommendations
No SRPI format deficiencies were identified in the review of this PI.
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 Product Title Required

 Initial U.S. Approval Required

 Boxed Warning Required if a BOXED WARNING is in the FPI

 Recent Major Changes Required for only certain changes to PI*

 Indications and Usage Required

 Dosage and Administration Required

 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 the BOXED WARNING, INDICATIONS AND USAGE, DOSAGE AND 

ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS sections.

Comment:  

HIGHLIGHTS DETAILS

Highlights Heading

8. At the beginning of HL, the following heading must be bolded and should appear in all UPPER 
CASE letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”.
Comment:

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:  The drug product name is not listed, instead TRADENAME is typed.

Product Title in Highlights

10. Product title must be bolded.

Comment:  

Initial U.S. Approval in Highlights

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

Comment:  

Boxed Warning (BW) in Highlights

12. All text in the BW must be bolded.

Comment:

13. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and 

YES

YES

YES

YES

N/A

N/A
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other words to identify the subject of the warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  The BW heading should be centered.

Comment:  

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

Comment:  

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

Comment:  

Recent Major Changes (RMC) in Highlights

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

Comment:  

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) --- 9/2013”. 

Comment:

18. The RMC must list changes for at least one year after the supplement is approved and must be 
removed at the first printing subsequent to one year (e.g., no listing should be one year older than 
revision date).

Comment:  

Indications and Usage in Highlights

19. If a product belongs to an established pharmacologic class, the following statement is required 
under the Indications and Usage heading in HL: “(Product) is a (name of established 
pharmacologic class) indicated for (indication)”.

Comment:  The product nameis not listed, instead TRADENAME is typed.

Dosage Forms and Strengths in Highlights

20. For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted 
subheadings or tabular presentations of information should be used under the Dosage Forms and 
Strengths heading.

Comment:  Bullet "For intravenous use only" and delete the ".0" in 5.0g.

N/A

N/A

N/A

N/A

N/A

YES

YES
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Contraindications in Highlights

21. All contraindications listed in the FPI must also be listed in HL or must include the statement
“None” if no contraindications are known.  Each contraindication should be bulleted when there 
is more than one contraindication.

Comment:  "None" does not need to be bulleted.

Adverse Reactions in Highlights

22. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”. 

Comment:  Bold "www.fda.gov/medwatch."

Patient Counseling Information Statement in Highlights

23. 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 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:

Revision Date in Highlights

24. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 9/2013”).  

Comment:  Not Right Justified.

YES

YES

YES

NO
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Contents: Table of Contents (TOC)

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

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

Comment:  

26. 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:  

27. The same heading 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:  

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

Comment:  

29. 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 (through),
articles (a, an, and the), or conjunctions (for, and)].

Comment:  

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

Comment:  

31. In the TOC, when a section or subsection is omitted, the numbering must not change. If a section 
or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL 
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections omitted from the 
full prescribing information are not listed.” 
Comment:  

YES

YES

YES

YES

YES

YES

YES
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Full Prescribing Information (FPI)

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

32. 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 Labor and Delivery
8.3 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:  

33. 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)]” or “[see 
Warnings and Precautions (5.2)]”. 

Comment:

YES

YES
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34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge.

Comment:  

FULL PRESCRIBING INFORMATION DETAILS

FPI Heading

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

Comment:  

BOXED WARNING Section in the FPI

36. In the BW, all text should be bolded.

Comment:

37. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  

Comment:  

CONTRAINDICATIONS Section in the FPI

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

Comment:  

ADVERSE REACTIONS Section in the FPI

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

“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:  

40. When postmarketing adverse reaction data are included (typically in the “Postmarketing 
Experience” subsection of ADVERSE REACTIONS), 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:  

PATIENT COUNSELING INFORMATION Section in the FPI

41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION section).  The reference should appear at the beginning of Section 17 and 

N/A

YES

N/A

N/A

YES

YES

N/A

N/A
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include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication 
Guide, Instructions for Use).

Comment:

42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) 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:

N/A

Reference ID: 3745243
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Appendix A:  Format of the Highlights and Table of Contents 
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products)
TL:

Clinical Pharmacology Reviewer: Martina Sahre Y

TL: Rajnikanth Madabushi Y

Biostatistics Reviewer:

TL: Yuan Li Shen Y
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Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Emily Place N

TL: Pedro Del Valle Y

Statistics (carcinogenicity) Reviewer:

TL:

Immunogenicity (assay/assay validation) 
(for protein/peptide products only)

Reviewer:

TL:

Product Quality (CMC) Reviewer: Lixin Xu Y

TL: Chana Fuchs Y

Biopharmaceutics Reviewer

TL:

Quality Microbiology Reviewer: Patricia Hughes Y

TL:

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

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

Reviewer: Teresa McMillan Y

TL:

OSE/DRISK (REMS) Reviewer: Carolyn Yancey Y

TL:

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

TL:

Reference ID: 3733511





Version: 12/09/2014 15

 Advisory Committee Meeting needed? 

Comments: 

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

  YES
Date if known: 

  NO
  To be determined

Reason: The application does not 
raise significant safety or efficacy 
issues.

 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: 

  Not Applicable
  YES
  NO

CONTROLLED SUBSTANCE STAFF
 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

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

  YES
  NO

BIOSTATISTICS   Not Applicable
  FILE
  REFUSE TO FILE

Reference ID: 3733511
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Comments:   Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (protein/peptide products only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  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?

If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology

 Was the Microbiology Team consulted for validation 
of sterilization? 

Comments: 

  Not Applicable

YES
  NO

Reference ID: 3733511
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Facility Inspection

 Establishment(s) ready for inspection?

 Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: EERs are no longer submitted for the BLAs 
according to the RBPM.

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: 

  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

  YES
  NO

  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?

  YES
  NO
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If priority review:
 notify sponsor in writing by day 60 (see CST for choices)
 notify OMPQ (so facility inspections can be scheduled earlier)
Send review issues/no review issues by day 74

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

Update the PDUFA V DARRTS page (for applications in the Program)
Other

Annual review of template by OND ADRAs completed: September  2014
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