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

Memorandum
Date: August 12, 2020

To: Renee Petit-Scott, M.D.
Clinical Reviewer
Division of Anesthesia, Addiction Medicine and Pain Medicine (DAAP)

Allison Meyer, Regulatory Project Manager, (DAAP)

Lisa Basham, Associate Director for Labeling, (DAAP)

From: Koung Lee, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

CC: Sam Skariah, Team Leader, OPDP

Subject: OPDP Labeling Comments for XARACOLL® (bupivacaine HCl) implant

NDA: 209511

In response to DAAP’s consult request dated August 12, 2020, OPDP has reviewed the 
proposed product labeling (PI) and carton and container labeling for the original NDA
submission for XARACOLL® (bupivacaine HCl) implant.

Labeling: OPDP’s comments on the proposed labeling are based on the draft labeling 
received by electronic mail from DAAP on August 10, 2020 and are provided below.

Carton and Container Labeling: OPDP has reviewed the attached proposed carton and 
container labeling submitted by the Sponsor to the electronic document room on July 30, 2020,
and we do not have any comments. 

Thank you for your consult.  If you have any questions, please contact Koung Lee at (240)
402-8686 or Koung.lee@fda.hhs.gov.

.

FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion 

Reference ID: 4655575

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

Date of This Memorandum: April 24, 2020 

Requesting Office or Division: Division of Anesthesiology, Addiction Medicine, and Pain 
Medicine (DAAP)

Application Type and Number: NDA 209511

Product Name and Strength: Xaracoll (bupivacaine HCl collagen-matrix implants) 
implant, 100 mg

Applicant/Sponsor Name: Innocoll Pharmaceuticals

OSE RCM #: 201602968

DMEPA Safety Evaluator: Cameron Johnson, PharmD

DMEPA Team Leader: Otto L. Townsend, PharmD

1 PURPOSE OF MEMORANDUM
As part of their Class 2 Resubmission, Innocoll submitted the revised container label, pouch 
labeling and carton labeling received on February 26, 2020 for Xaracoll. The revisions are in 
response to recommendations that we made during a previous label and labeling review.a  The 
Applicant also submitted the proposed Prescribing Information (PI) and additional four-pack 
and ten-pack carton labeling. The Division of Anesthesiology, Addiction Medicine, and Pain 
Medicine (DAAP) requested that we review the labels and labeling for Xaracoll (Appendix A) to 
determine if they are acceptable from a medication error perspective.  

2 REGULATORY HISTORY
Innocoll submitted their original NDA on October 31, 2016. On December 23, 2016, a Refuse to 
File (RTF) Letter was issued for NDA 209511 due to product quality, nonclinical, clinical 
pharmacology, biocompatibility, and regulatory deficiencies. On February 2, 2018, Innocoll 
submitted a complete response to the deficiencies included in the RTF letter. We reviewed the 
container label, pouch labeling, carton labeling and PI and identified areas of vulnerability that 
may lead to medication errors. Our recommendations for the container label, pouch labeling 

a Johnson, C. Label and Labeling Review for Xaracoll (NDA 209511). Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2018 AUG 31. RCM No.: 2018-2968.

Reference ID: 4597469



and carton labeling were sent to Innocoll and Innocoll submitted revised labels and labeling 
which incorporated our recommendations. However, on November 30, 2018, a Complete 
Response (CR) Letter was issued for NDA 209511 due to product quality and nonclinical 
deficiencies. Thus, on February 26, 2020, Innocoll submitted their complete response to the 
deficiencies included in the CR letter as a Class 2 resubmission. In their resubmission, they also 
included additional packaging configurations, a four-pack carton labeling and a ten-pack carton 
labeling. The resubmitted and newly proposed labeling are the subjects of this review.
Furthermore, we refer to our previous label and labeling review for recommendations for the 
PI.b We note that the proposed PI that was submitted for this resubmission includes revisions 
that were not part of the PI that we reviewed during the previous review cycle.  However, the 
revisions do not affect our previous recommendations.

3  CONCLUSION
In addition to the recommendations for the PI included in our previous review, we have 
identified one additional recommendation for the proposed PI. We provide our rationale for 
concern and recommendation to address this concern in Section 4 below. 

4 RECOMMENDATION FOR DAAP

Prescribing Information (PI) 

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION
1. The Dosage Forms and 

Strengths section and the 
How Supplied/Storage 
and Handling section of 
the Full Prescribing 
Information does not 
include information 
related to the color of the 
implants. Furthermore, 
the Dosage Forms and 
Strengths section does 
not include the 
dimensions of the 
implants.

Per 21 CFR 201.57(c)(4)(ii) 
and 201.57(c)(17), these 
sections should include all of 
the appropriate information 
to facilitate identification of 
the dosage form.

Add the color (white to off-
white) to the Dosage Forms 
and Strengths section and 
How Supplied/Storage and 
Handling sections. 
Furthermore, add the 
dimensions of the implant 
(approximately 5 cm x 5 cm x 
0.5 cm) to the Dosage Forms 
and Strengths section. 

b Johnson, C. Label and Labeling Review for Xaracoll (NDA 209511). Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2018 AUG 31. RCM No.: 2018-2968.

Reference ID: 4597469

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

I. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS

The clinical sites of Drs. Saba, Suarez, and Deck were inspected in support of this NDA. Based on 
the results of these inspections, the studies (Protocols INN-CB-014 and INN-CB-016) appear to 
have been conducted adequately, and the data generated by these sites appear acceptable in support 
of the respective indication. The final compliance classification of the inspections of Drs. Saba, 
Suarez, and Deck was No Action Indicated (NAI). 

II. BACKGROUND 

The Applicant submitted this NDA to support the use of Xaracoll® for single-dose placement into 
the surgical site to produce postsurgical analgesia following 

Clinical inspections were requested for the following protocols in support of this application: 

● Protocol INN-CB-014, “A Phase 3, Randomized, Double-blind, Placebo-controlled Study to 
Investigate the Efficacy and Safety of the Xaracoll Bupivacaine Implant (300mg Bupivacaine 
Hydrochloride) After Open Laparotomy Hernioplasty”

o This study randomized 305 subjects at 20 study sites in the U.S.

● Protocol INN-CB-016, “A Phase 3, Randomized, Double-blind, Placebo-controlled Study to 
Investigate the Efficacy and Safety of the Xaracoll® Bupivacaine Implant (300mg Bupivacaine 
Hydrochloride) After Open Laparotomy Hernioplasty”

Date October 30, 2018
From Roy Blay, Ph.D., Reviewer

Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations (OSI)

To Rigoberto Roca, M.D., Deputy Director
Renee Petit-Scott, M.D., Clinical Reviewer
Allison Meyer, Regulatory Project Manager

NDA# 209511 
Applicant Innocoll Pharmaceuticals
Drug Xaracoll® (bupivacaine hydrochloride collagen matrix implants)
NME No
Review Priority Standard
Proposed Indication For single-dose placement into the surgical site to produce 

postsurgical analgesia following 
Consultation Request Date June 6, 2018
Summary Goal Date November 2, 2018
Action Goal Date November 30, 2018
PDUFA Date November 30, 2018

Reference ID: 4344125
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Page 2    Clinical Inspection Summary - NDA 209511

o This study randomized 319 subjects at 19 study sites in the U.S.

The primary efficacy endpoint was the time-weighted sum of pain intensity from 0 to 24 hours 
(SPI24).

Rationale for Site Selection 

Dr. Saba’s and Dr. Deck’s sites were selected for inspection because of high enrollment and 
significant treatment effect. Dr. Suarez’s site was selected because of high enrollment. 

III.RESULTS (by site):

Site #/
Name of CI/
Address

Protocol #/
# of Subjects
(enrolled)

Inspection Dates Classification

Site #417

Dr. Fadi Saba
Professional Health Care of
Pinellas, Inc.
1839 Central Avenue
St. Petersburg, FL 33713

INN-CB-014
Subjects: 50

10-20 Sep 2018 NAI

Site #420

Dr. Jose Suarez
Medical Research Center
922 SW 82nd Avenue
Miami, FL 33144

INN-CB-014
Subjects: 39

13-17 Aug 2018 NAI

Site #603

Dr. Kenneth Deck
Alliance Research Centers
24012 Calle de la Plata, Ste. 203
Laguna Hills, CA 92653

INN-CB-016
Subjects: 45

1-5 Oct 2018 NAI

Key to Compliance Classifications
NAI = No deviation from regulations. 
VAI = Deviation(s) from regulations. 
OAI = Significant deviations from regulations.  Data unreliable. 
 

Reference ID: 4344125

(b) (4)
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1. Dr. Fadi Saba

At this site for Protocol INN-CB-014, 62 subjects were screened, 50 subjects were enrolled in 
the study, and 47 subjects completed the study. Informed consent for all 62 screened subjects 
was obtained appropriately prior to any study-related activities. The records of all 62 
randomized subjects were compared to the data listings.

Other records reviewed included IRB, monitoring, and sponsor correspondence; financial 
disclosure; source records including, but not limited to, laboratory results, physical 
examination results, opioid and acetaminophen use, and EKGs; inclusion/exclusion criteria; 
protocol deviations; concomitant medications; and test article accountability and storage.

The primary efficacy endpoint was verifiable, and there was no evidence of under-reporting of 
adverse events.

2. Dr. Jose Suarez

At this site for Protocol INN-CB-014, 52 subjects were screened, and 39 subjects were 
randomized into and completed the study. Informed consent for all 52 screened subjects was 
obtained appropriately prior to any study-related activities. The records of the 39 randomized 
subjects were compared to the data listings.

Other records reviewed included financial disclosures, training records, delegation of authority, 
laboratory certifications, IRB, monitoring/sponsor correspondence, medical histories, patient 
assessments, adverse events, concomitant medications, and test article accountability and 
storage. There was no evidence of under-reporting of adverse events.

For the primary efficacy endpoint, the data line listings provided by the sponsor were 
compared with the source for the e-diaries.  For some subjects, there were entries in the data 
listings that were not reflected in the e-diaries; for other subjects, there were entries in the e-
diaries not reflected in the data listings (see Table 1 below). 

Reference ID: 4344125
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Table 1: Discrepancies between sponsor data line listings and e-diaries

Subject # E-diary data points not included 
in the data listing (hrs)

Data listing data points not 
included in the e-diary (hrs)

3,5,8 72
1, 2, 3, 72

3, 8
72

24, 48
24, 48, 72

1
5, 8, 72

24
72
1
3
1
2

72
1, 8
72

Reviewer Comments: For those subjects with data listing entries not reflected in the e-
diaries, the discrepancies appear to be the result of data imputation or interpolation as 
described in the footnotes for Data Listing 16.2.6.1 of the CSR, which note the various 
types of imputation, including “last-observation-carried-forward”(LOCF), “linear 
interpolation” (INTERP), “worst-observed case” (WO), “last-observed pre-rescue value 
carried forward” (LOPR), and “worst-observed case carried forward”. For example, 
Subject  (Xaracoll) had pain intensities of “4.0” at Hours 1, 2, and 3, and of “3.0” at 
Hour 72 in the line listings; however, these pain intensities were not from the e-diary but 
rather they were the imputed Pain Intensity values resulting from following the data 
handling rules in the SAP. We refer to the review division as to whether these data 
imputation and interpolation methods are acceptable. 

On the other hand, for those subjects with e-diary entries not reflected in the data line 
listings, the subjects are noted as not being in the Per-Protocol population (Data Listing 
16.2.3) for either lacking the appropriate number of assessments or for taking prohibited 
medications. Since these subjects are not in the Per-Protocol analysis, these discrepancies 
between their e-diary entries and the data line listings would not impact the efficacy results 
for this study. 

3. Dr. Kenneth Deck

At this site for Protocol INN-CB-016, 52 subjects were screened, 45 subjects were randomized 
to treatment, 43 subjects received the investigational product (IP), and 43 subjects completed 
the study. The records of 32 subjects were reviewed for verification of the primary efficacy 
endpoint and adverse events.

Reference ID: 4344125

(b) (6)

(b) (6)
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The primary efficacy endpoint was verifiable. There was one observation in which Subject  
had a pain score of “7” pre-rescue with hydromorphone at 16:18 hrs per source documents, but 
this was not reported in the eCRF. In the eCRF, the pain score was “7” prior to this report 
(15:46 hrs) and “6” after this report (16:32 hrs).

There was also one observation of the under-reporting of adverse events. Subject  
experienced opioid-induced constipation and one episode of vomiting. Both adverse events 
were classified as mild and resolved.

The records of 27 subjects were reviewed in their entirety with respect to the compliance 
program. There was one observation regarding concomitant medications in which Subject  
received lidocaine intravenously prior to propofol induction. The use of lidocaine was reported 
in the source documents but not in the eCRF.

{See appended electronic signature page}

Roy Blay, Ph.D.
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

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

                  
CONCURRENCE:      

{See appended electronic signature page}

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

Reference ID: 4344125
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cc: 
Central Doc. Rm.\NDA 209511
DAAAP\Division Director\Sharon Hertz
DAAAP\Team Leader\Rigo Roca
DAAAP\Medical Officer\Renee Petit-Scott
DAAAP\Project Manager\Allison Meyer
OSI\DCCE\Division Director\Ni Khin
OSI\DCCE\GCPAB\Branch Chief\Kassa Ayalew
OSI\DCCE\GCPAB\Team Leader\Phillip Kronstein
OSI\DCCE\GCPAB\Reviewer\Roy Blay
OSI\DCCE\Program Analysts\Yolanda Patague
OSI\Database Project Manager\Dana Walters
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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)

Date of This Memorandum: October 15, 2018 

Requesting Office or Division: Division of Anesthesia, Analgesia, and Addiction Products 
(DAAAP)

Application Type and Number: NDA 209511

Product Name and Strength: Xaracoll (bupivacaine HCl collagen-matrix implant), 100 mg 

Applicant/Sponsor Name: Innocoll Pharmaceuticals 

FDA Received Date: 10/4/2018 

OSE RCM #: 2018-2968-1 

DMEPA Safety Evaluator: Cameron Johnson, PharmD 

DMEPA Team Leader: Otto L. Townsend, PharmD 

1 PURPOSE OF MEMORANDUM
DAAAP requested that we review the revised blister container label, pouch labeling and carton 
labeling for Xaracoll (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.a 

2  CONCLUSION
The revised blister container label, pouch labeling and carton labeling for Xaracoll are 
acceptable from a medication error perspective.  We have no further recommendations at this 
time.

a Johnson, C. Label and Labeling Review for Xaracoll NDA 209511. Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 
2018 AUG 31. RCM No.: 2018-2968.
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

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

Date of This Review: August 31, 2018 

Requesting Office or Division: Division of Anesthesia, Analgesia and Addiction Products 
(DAAAP)

Application Type and Number: NDA 209511

Product Type: Combination Product

Drug Constituent Name and 
Strength: 

Xaracoll (bupivacaine HCl collagen-matrix implant), 100 mg  

Device Constituent: Collagen-matrix implant

Rx or OTC: Rx

Applicant/Sponsor Name: Innocoll Pharmaceuticals

FDA Received Date: May 2, 2018 and July 2, 2018 

OSE RCM #: 2018-1365 and 2018-2968

DMEPA Safety Evaluator: Cameron Johnson, PharmD

DMEPA Team Leader: Otto L. Townsend, PharmD

Reference ID: 4314828
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1 PURPOSE OF REVIEW

As part of the approval process for Xaracoll (bupivacaine collagen matrix implants), DAAAP 
requested  that we review the proposed blister container label, pouch labeling, carton labeling 
and prescribing information (PI) for vulnerabilities to medication errors. 

1.1 PRODUCT BACKGROUND

Xaracoll has the proposed indication for placement into the surgical site to produce postsurgical 
analgesia following  A single collagen-matrix implant contains 100 mg of 
bupivacaine that can be cut and placed at multiple tissue layers within the surgical site. 

2 MATERIALS REVIEWED 

We considered the materials listed in Table 1 for this review.  The Appendices provide our 
findings and evaluation of the material reviewed.  

Table 1.  Materials Considered for this Review
Material Reviewed Appendix Section (for 

Methods and Results)
Product Information/Prescribing Information A
Previous DMEPA Reviews B – N/A
ISMP Newsletters C – N/A
FDA Adverse Event Reporting System (FAERS)* D – N/A
Information Request E
Labels and Labeling F 

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

2.1 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED 

While reviewing the proposed labels and labeling submitted by Innocoll on February 2, 2018, 
we noted that the placement instructions stated that the implant could be cut, and the 
instructions did not clearly convey how and in what circumstances the implant needs to be cut. 
An Information Request was sent to Innocoll requesting that they submit more comprehensive 
instructions as well as a use related risk analysis (see Appendix E). 

Our review of the proposed blister container label, pouch labeling, carton labeling, Prescribing 
Information, and response to our IR, identified deficiencies that should be addressed to ensure 
safe and effective use of the product. 

Reference ID: 4314828
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3 CONCLUSIONS AND RECOMMENDATIONS

We recommend several changes be implemented to the proposed blister container label, 
pouch labeling, carton labeling and prescribing information (PI) for Xaracoll (bupivacaine 
collagen matrix implants) to ensure safe and effective use. See sections 4.1 and 4.2 below. 

3.1 COMMENTS AND RECOMMENDATIONS FOR THE DIVISION

A. Prescribing Information
1. In the Dosage Forms and Strengths section of the Highlights and Full Prescribing 

Information, the strength is listed as  Since this section 
should only contain the strength of the product (100 mg)  
this section should be revised to accurately convey the strength as “100 mg per 
implant”. 

2. We note the use of passive statements in the Placement Instructions subsection.  
For example,   All passive 
statements should be changed to include command language (e.g.,  

3. In the How Supplied section Xaracoll is described as  
 This may cause confusion if the user overlooks  

and misinterprets that . Revise this statement by 
removing 
For example, “XARACOLL (bupivacaine HCl collagen-matrix implants) is supplied as 
three sterile surgical implants (approximately 5 cm x 5 cm x 0.5 cm), each containing 
100 mg of bupivacaine HCl (equivalent to 88.8 bupivacaine) in individually sealed 
blisters.” 
For consistency also revise the statement  

 to read  

3.2 COMMENTS AND RECOMMENDATIONS FOR INNOCOLL INC. 

We recommend the following changes be implemented to address the risk of medication 
errors:

A. Blister container label
1. The established name has not been included on the container label which is 

required per 21 CFR 201.10(i). Include the established name on the label to comply 
with 21 CFR 201.10(i). Furthermore, ensure that the established name is at least 
half the size of the proprietary name to comply with 21 CFR 201.10(g)(2). 

2. The name of the manufacturer, packer, or distributor of the product has not been 
included on the container label and this is required per 21 CFR 201.10(i). Include the 
manufacturer, packer, or distributor on the label. 

B. Pouch labeling and Carton labeling
1. The strength is expressed  as 

opposed to the strength per implant (100 mg). The product strength should be 

Reference ID: 4314828
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expressed as the milligram strength contained in a single implant to reduce the 
potential of the user misinterpreting the strength  
mg. Revise the strength to read “100 mg per implant”. 

2. There is no linear barcode on the pouch or carton labeling. The drug barcode is 
often used as an additional verification before drug administration in the hospital 
setting; therefore, it is an important safety feature that should be part of the label 
whenever possible. We request you add the products linear barcode to each 
individual pouch and carton labeling to comply with 21 CFR 201.25(c)(2). 

C. Blister container label and Carton labeling
1. As currently presented, the format of the expiration date is not defined. To 

minimize confusion and reduce the risk for deteriorated drug medication errors, 
identify the format you intend to use. We recommend using a format like either: 
a. DDMMMYYYY (e.g., 31JAN2013)
b. MMMYYYY (e.g., JAN2013)
c. YYYY-MMM-DD (e.g., 2013-JAN-31)
d. YYYY-MM-DD (e.g., 2013-01-31)

D. Carton Labeling
1. The content statement,  dose not adequately describe the 

contents of the carton.  Change the content statement so that it informs users that 
the internal pouch includes 3 implants that are 100 mg each.  For example, 
“Contents: 1 Pouch containing 3 x 100 mg Sterile Implants”

Reference ID: 4314828
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APPENDICES: METHODS & RESULTS FOR EACH MATERIAL REVIEWED 

APPENDIX A. DRUG PRODUCT INFORMATION/PRESCRIBING INFORMATION
Table 2 presents relevant product information for Xaracoll received on March 30, 2018 from 
Innocoll, Inc. 

Table 2. Relevant Product Information 
Initial Approval Date N/A
Therapeutic Drug Class or New 
Drug Class

anesthetic

Active Ingredient (Drug or 
Biologic)

bupivacaine

Indication Placement into the surgical site to produce postsurgical 
analgesia following 

Route of Administration Surgical implantation
Dosage Form Collagen-matrix implant
Strength 100 mg
Dose and Frequency 300 mg (3 x 100 mg implants) placed into the surgical site 

once
How Supplied 3 sterile surgical implants (5 cm x 5 cm x 0.5 cm), each 

containing 100 mg bupivacaine in individually sealed 
blisters; a tray of three blisters in a sterile pouch is 
provided in one carton

Storage Room temperature
Device Constituent Collagen-matrix implant
Intended Users Healthcare professionals 
Intended Use Environment Operating room 

APPENDIX B. N/A
 

APPENDIX C. N/A

APPENDIX D. N/A

APPENDIX E. INFORMATION REQUEST 
We sent an information request to the Applicant on March 19, 2018. Our information request 
and the Applicant’s response can be accessed in EDR via: 
\\cdsesub1\evsprod\nda209511\0013\m1\us\1-11-4-multi-mod-info-amend-rfi-response.pdf

Reference ID: 4314828
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APPENDIX F. LABELS AND LABELING 
F.1 List of Labels and Labeling Reviewed

Using the principles of human factors and Failure Mode and Effects Analysis,a along with 
postmarket medication error data, we reviewed the following Xaracoll labels and labeling 
submitted by Innocoll, Inc.

• Blister container label received on 7/2/2018
• Pouch labeling received on 7/2/2018
• Carton labeling received on 7/2/2018
• Prescribing Information (Image not shown) received on 5/2/2018

F.2 Labels and Labeling 

a Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
Public Health Service 
Food and Drug Administration 
Center for Devices and Radiological Health 
Office of Compliance, Division of Manufacturing & Quality  
Physical Medicine, Orthopedic, Neurology, and Dental Devices Branch 

Date:   
 
December 14, 2016 
 

To: Steven Kinsley, CDER/OPQ/OPRO/DRBPMI/RBPMBI, WO75 Rm 4668  
Steven.Kinsley@fda.hhs.gov    
 
Julie Pinto, CDER/OPQ/ONDP/DNDPII/NDPBIV, WO21 Rm 2675,   
Julie.Pinto@fda.hhs.gov 
   
Office of Combination Products at combination@fda.gov   
 
RPM: Ayanna Augustus, CDER/OND/ODEII/DAAAP, WO22 Rm 3175, 
Ayanna.Augustus@fda.hhs.gov

Through: 
 
Robert Kang, Acting Branch Chief, CDRH/OC/DMQ/POND,  
Robert.Kang@fda.hhs.gov 
 
 
                      
               ___________________________________ 

From: 
 
Bella Pelina, CDRH/OC/DMQ/POND, Arabella.Pelina@fda.hhs.gov 

Applicant: 
 
Innocoll Pharmaceuticals 
Monksland Business Park 
Unit 9 Block D 
Athlone, Co. Roscommon 
Ireland W37K30 

Application # 
 
Consult #  

 
NDA 209511 
 
ICC1600813 

Product Name:
 
XARACOLL  (bupivacaine HCL collagen-matrix implants) 300mg 

Pre-Approval Inspection: Yes 

Documentation Review:  Additional Information Required  
 
Final Recommendation: DELAY 

Reference ID: 4031876
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The Office of Compliance at CDRH received a consult request from CDER to evaluate the 
applicant’s compliance with applicable Quality System Requirements for the approvability of 
NDA 209511. 
 
PRODUCT DESCRIPTION 
 
XARACOLL  (bupivacaine HCL collagen-matrix implants) 300mg is indicated for postsurgical 
analgesia – more specifically, the delivery of bupivacaine hydrochloride (HCl) directly to the 
surgical site to reduce both the incisional and deep visceral pain associate with surgery.  
 
XARACOLL will be provided as 3 sterile surgical implants (5 cm x 5 cm x 5 cm) composed of 
purified biodegradable Type I bovine-collagen matrix as the drug delivery system. 
 
Each implant contains 100mg of the drug substance bupivacaine hydrochloride (HCl) and is 
individually packaged into a 50 x 50 mm (inner dimension)  blister (  of 7 mm height 
that is sealed with a  lid. The blister is considered primary packaging. This plastic frame 
containing the 3 individual blisters will be placed into a pouch  The pouch is 
considered secondary packaging. The pouch will be , with primary 
labeling being applied to one side of the pouch. The pouch will be then placed in a  

 carton (170 x 25 x 287 mm). 
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REGULATORY HISTORY 
The following facility was identified as being subject to applicable Quality System Requirements 
under 21 CFR part 820: 
 

1. Syntacoll GmbH 
Donaustrasse 24, Auf dem Gries 75 
Saal/Donau, Bavaria 
Germany 93342 
Evionnaz, Saint-Maurice, Switzerland 1902 
FEI: 3005433617 
 

Responsibility – API testing and release, drug product (DP) manufacturing, release testing, 
packaging, labeling, and stability testing 
 
Inspectional History – An analysis of the firm’s inspection history over the past 2 years showed 
that it has never been inspected. 
 
Inspection Recommendation: 
An inspection is required because:  

The firm is responsible for major activities related to the manufacturing and 
development of the final combination involving the device constituent part; and,  
A recent medical device inspection of the firm has not been performed.  
 

DOCUMENTATION REVIEW 
The application was searched for documents pertaining to applicable 21 CFR part 820 
regulations for this combination product.  
 

Reference ID: 4031876
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Documentation Review Recommendation 
This application was deficient overall.  Additional information is required for an adequate 
documentation review. 
 
Deficiencies to be conveyed to the applicant 
The following deficiencies have been identified while conducting the documentation review of 
application NDA 209511 for XARACOLL  (bupivacaine HCL collagen-matrix implants) 300mg in 
reference to applicable 21 CFR 820 regulations and manufacturing of the finished combination 
product: 

Reference ID: 4031876
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You may find useful information regarding the types of documents to provide in the document 
called ‘Quality System Information for Certain Premarket Application Reviews; Guidance for 
Industry and FDA Staff,’ (2003).  This document may be found at 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm0
70897.htm  
 
RECOMMENDATION 
The approvability of application NDA 209511 for XARACOLL  (bupivacaine HCL collagen-matrix 
implants) 300mg should be delayed for the following reasons: 
 

(1) Deficiencies were identified during the documentation review. Additional information 
from the firm is needed to complete the documentation review. 
 

(2) A pre-approval inspection is recommended for the following facility: 
 
Syntacoll GmbH 
Donaustrasse 24, Auf dem Gries 75 
Saal/Donau, Bavaria 
Germany 93342 
Evionnaz, Saint-Maurice, Switzerland 1902 
FEI: 3005433617 

 
 
 
 
 
      __________________________   
                        Bella Pelina 
 
 
 
 

Reference ID: 4031876
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Prepared: APelina: 12/14/16  
Reviewed:   
 
CTS: ICC1600813 
NDA 209511 
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INSPECTIONAL GUIDANCE 
 
Firm to be inspected: 
 

Syntacoll GmbH 
Donaustrasse 24, Auf dem Gries 75 
Saal/Donau, Bavaria 
Germany 93342 
Evionnaz, Saint-Maurice, Switzerland 1902 
FEI: 3005433617 

 
CDRH recommends a limited inspection of the firm listed above focusing on  

for NDA 
209511 - XARACOLL  (bupivacaine HCL collagen-matrix implants) 300mg.   
 
Additionally, evaluate the manufacturing activities associated with the manufacturing/assembly 
of the finished combination product, including in process and final acceptance activities.  
Detailed inspection guidance will be provided upon request. 
 
REGULATORY STRATEGY 
The establishment inspection report (EIR) for the firm should be shared with CDRH (The EIR 
should be assigned to CDER and then sent to CDRH as a consult for review).  If the inspection is 
being classified Official Action Indicated (OAI), the District should consider recommending 
appropriate regulatory action with consultation from CDER and CDRH and whether the violation 
is drug or device related.   
 
Questions regarding this consult should be referred to one of the following individuals: 
 
Primary Contact 
Bella Pelina 
Consumer Safety Officer 
Physical Medicine, Orthopedic, Neurology, and Dental Devices Branch 
Division of Manufacturing and Quality   
Office of Compliance, WO66 Rm 3453 
Phone: 240-402-6010 
 
Secondary Contacts (if Primary is unavailable and a timely answer is required) 
Robert Kang 
Acting Branch Chief  
Physical Medicine, Orthopedic, Neurology, and Dental Devices Branch 
Division of Manufacturing and Quality   
Office of Compliance, WO66 Rm 3438 
Phone: 301-796-6614 
 
THIS ATTACHMENT IS NOT TO BE PROVIDED TO THE FIRM OR SHOWN TO THEM DURING THE 

INSPECTION. THIS ATTACHMENT CONTAINS PREDECISIONAL INFORMATION 
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