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SUMMARY [JLC] 

The current inspection of this human tissue manufacturer was conducted on a directed basis, in 
accordance with C.P. 7341.002, Inspection of Human Cells, Tissues, and Cellular and Tissue-Based 
Products (HCT/Ps), to ascertain the firm's compliance with applicable laws and regulations. The 
assignment for this inspection was issued as High Priority in FACTS under assignment # 1313077 
and assignment memorandum dated 08/09/2011 from CBER/OCBQ. 

The previous inspection of RTI Biologics, Inc., hereinafter referred to as RTI, conducted from 
09/28/20 I 0-10/15/2010 was classified V AI; fmdings during that inspection included the following: 
procedures appropriate to meet core CGTP requirements for all steps performed in the manufacture 
of HCT/Ps were not followed, documentation of the facility cleaning and sanitation activities were 
not maintained and information on the relevant medical records of the donors ofHCT/P were not in 
English and not retained and translated to English. 

Per the assignment memorandum, the directed inspection focused on how RTI tracks donors, 
maintains records, and determines donor eligibility, especially when importing materials recovered 
from donors outside of the United States. The inspection also focused on the firm's adverse 
reactions, HCT/P deviations, investigations and how RTI reports these issues to the FDA. 

The current inspection found deficiencies which were discussed with management. These 
deficiencies included the following: that the procedures addressing how to aseptically process the 
fresh osteochondral (OC) allografts have not been validated to ensure that the process does not cause 
contamination or cross-contamination during processing or prevents the introduction, transmission 
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or spread of communicable disease through the use of the HCT/P and that not all steps are performed 
in the screening and determining of donor eligibility for At the conclusion of the 
inspection a Form FDA 483, Inspectional Observations was issued to Ms. Caroline A. Hartill, Chief 
Scientific Officer/Executive Vice President. A discussion was held with management and 
management was informed that failure to comply with required regulations could result in regulatory 
action against the firm. Ms. Hartill committed to address the aforementioned items in writing. 

No refusals were encountered and no samples were collected. 

ADMINISTRATIVE DATA [JLC] 

Inspected firm: 

Location: 

Phone: 

FAX: 
Mailing address: 

Dates of inspection: 

Days in the facility: 

Participants: 

RTI Biologics, Inc. 

11621 Research Circle 
Alachua, FL 32615-6825 
386-418-8888 

3 86-518-6587 

11621 Research Circle 
Alachua, FL 32615-6825 

10/17/2011, 10118/2011, 10/19/2011, 10/20/2011' 10/21/2011, 
10/24/2011, 10/25/2011 
7 

Jana L. Caylor, Investigator 
Kip J. Hanks, Investigator 

On 10/17/2011, Investigator Kip J. Hanks and I, Investigator Jana L. Caylor, showed our credentials 
and issued a Form FDA 482, Notice of Inspection, to Ms. Cheryl L. Bagwell, Compliance Manager, 
who stated she was the most responsible person on site to receive the Notice of Inspection. 

Both investigators were responsible for reporting information within this report. The sections noted 
with the initials of KJH were written by Investigator Hanks. The sections noted with the initials JLC 
were written by Investigator Caylor. 

INDIVIDUAL RESPONSIBILITY AND PERSONS INTERVIEWED [JLC] 

Mr. Brian Hutchinson is the firm's chief executive officer (CEO)/chairman; as such he is the most 
responsible person in charge of the operations of RTI. Mr. Hutchinson did not participate in this 
inspection. Ms. Caroline (Carrie) Hartill, Chief Scientific Officer/Executive Vice President, was 
unavailable at the start of this inspection, however, she returned to the office during the course of the 
inspection. 
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continue as 
the firm's consulting medical directors. provided information during the inspection; 
however, the other medical directors did not participate. 

Ms. Karen Norman, Vice President of 
Manager; 

Quality Systems Manager; Quality Systems Specialist and 
Mr. Bryan Martin, Quality Assurance Director, accompanied us and provided information and 

the inspection. Ms. Norman to Ms. Hart:ill. 
and Mr. Ms. Norman. reports to 

.... " ...... t .. t1 were identified and provided to us by either Ms. Norman, .. 
We verified that all photocopies were true replication of the 

Other personnel participating in discussions or involved in the inspectional process are as follows: 

Alesha Burnell, Executive Director of Operations 
'(•JI~; ./,Jf,' l/l·,' 

,);·irf;'J ·ii>'j(· ')if, 
1 f , ( ' • 

ocess Development & Manufacturing Engineer 

Operations Quality Manager 

All FDA correspondences should be addressed to: 
Mr. Brian Hutchinson, CEO 

RTI Biologics, Inc. 

11621 Research Circle 

Alachua, FL 32615 

A copy of the firm's organizational chart is included as Exhibit# 1. 

DIRECTED INSPECTION OBJECTIVES, BACKGROUND AND FINDINGS [JLC) 

RTI is a for-profit human tissue processor and medical device manufacturer that employs. 
people. Operational hours in which administrative ~e available are Monday through 
Friday from 9:00 a.m. until 5:00 p.m. According to ~ere have been a few changes in 

-operations since the last inspection. For example, R TI ceased all serology testing on 12/07/2010 and 
the firm ceased manufacturing xenograft HCT/Ps in 06/2011. 

The firm merged with Tutogen, Inc., another human tissue establishment ftrm located in Florida, as 
previously reported. Prior to the merger, Tutogen imported cadaveric tissue recovered by 
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a recovery organization located in RTI assumed Tutogen's tissue importing 
operattons and receives tissue ships the recovered tissues to Tutogen 
GmbH (TM) located in Germany. processes or stores recovered tissues prior to shipping 
them to RTI as unprocessed HCT/Ps, partially processed HCT/Ps, or finished HCT/Ps. 

The objective of this inspection of RTI focuses on how RTI tracks donors, maintains records, and 
determines donor eligibility, especially when importing materials recovered from donors outside of 
the United States. It also focuses on adverse reactions, HCT/P deviations, investigations and how 
the firm reports these issues with FDA. 

CBER ASSIGNMENT MEMORANDUM, SPECIFIC INFORMATION REQUEST 
[KJII/JLC] 

ASSIGNMENT MEMORANDUM BULLETS 1 AND 2 [KJH] 

RTI continues to receive HCT/Ps from donors recovered in the United .::oUJ.l'\;;.:2, 

Previous RTI · reports, as well as those for 
dated 06/2009) and (FEI 

09/2010) describe the relationship between the firms and how HCT/Ps are 
then shipped to RTI for processing and/or distribution. These two firms are 

agencies a government-established network of approximately 20 HCT/P 
recovery establishments located in forensic and pathology · 

From 09/28/2010 to 10/17/2011, RTI received human tissue for transplantation from a total 
individual donors (Exhibit # 2). of these donors' tissue was recovered in 
(Exhibit# 3). HCT/Ps are in ''raw" form, i.e. unprocessed, en 
partially processed or as finished HCT/Ps. or donors, regardless of where the human tissue is 
procured, RTI's medical directors are responsible for the final donor-eligibility (D-E) determination. 

Relevant medical records, of which RTI reviews as part of their D-E determinations, are sent to RTI 
before the actual human tissue is shipped. It is not shipped to the United States if RTI's medical 
director(s) determines the donor to be ineligible based on screening and testing. The potential donors 
are also screened (medical record review, autopsl..results, etc), using standards that are not 
necessarily the same as those required by FDA, by • personnel. Therefore, not all tissue donors 
recovered in are presented to RTI's medical directors for D-E determinations and potential 
shipment to States. FDA infectious disease of donors is 
conducted under with RTI by FDA in 
12/2009), The relevant medical records reviewed by R TI include a donor 
medical history interview, physical assessment report, autopsy report and selection criteria/donor 
protocol forms. These forms are co.leted by personnel working for the Ukrainian recovery site. 
Recovery personnel, employed by are graduates of a forensic medical institute; the recovery 
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teams usually include a physician. 2 of the current 20 recovery sites are "pathology bureau(s)"; the 
remaining 18 are "forensic medical bureau(s)". The pathology institutes are affiliated with hospitals 
and medical centers. Therefore, for the majority of deaths occurring in them, there are medical 
records available for review. Recovery personnel review the medical records and note their fmdings 
on the. Selection Criteria and Donor Protocol forms, which in turn are reviewed as part of the D-E 
determination by RTI. The Donor Protocol form includes a section for plasma dilution. Potential 
donors who die from sudden death circumstances are pronounced at the scene and taken directly to a 
forensic medical institute, at which the cause of death is determined via autopsy. There are no 
additional medical records for these donors. The Selection Criteria and Donor Protocol forms can 
be found in the attached representative records (Exhibit# 4-7). 

Since 09/28/2010, • of the donors' tissue received from 
recovered in a pathology institute, or approximately 
were recovered in a forensic institute, i.e. there are no 
review. The previous inspection of RTI revealed that the firm was ...,.L ........... ,,.. 
donor record that stated. in part: " 

' This page has since been taken out of use; I did not find it in any of the records 
(dated since the previous inspection) that I reviewed. 

RTI standard operating procedure (SOP) Document Number 1258, RTI Donor Acceptance Criteria 
(Exhibit # 8), is " ... used as a guide to assist in assessing a donor for suitability using all available 
relevant records .... "This SOP is used for all donors, regardless ofwhich country from which they 
were procured. The SOP includes a table, which lists various Risk Assessment Identifiers, Qualifiers 
and References. RTI medical directors. use this SOP as they are conducting medical record review 
for D-E determinations. My review of the criteria described in the • Selection Criteria form 
revealed that it does not contain all of the same communicable disease-related criteria noted in RTI 
SOP 1258. This issue was cited on the FDA 483. 

The previous FDA inspection of RTI revealed that donor records did not always note the 
identity of the donor in that "donor's name unknown", or similar · was marked on the 
records. I reviewed a random sample (across individual recovery sites in and various dates) 
of approximately • donor records dated since the previous inspection. tissue comes from 
- with a donor ID assigned to it, which is unique to the particular recovery site within It 
includes an agency/location identifier, sequential (for that location) number and year. Once 
begins receiving information and records for each donor, they assign an RTI donor ID to it All 
records reviewed for D-E determinations that are received from have the assigned donor ID 
at minimum. Some records, such as autopsy reports, have the ID, the initials and the 
donor's date of birth. All of the records that I reviewed contained, at minimum, the • donor ID. 
None were reviewed that state the donor's name is unknown. If RTI needs to track the finished 
HCT/P from their consignee back to the donor, they would provide. with the. donor ID, RTI 
donor ID (of which R TI iovides to • once they assign one), donor's initials and donor's date of 
birth. This would enable to identify the actual donor of the HCT/P in question. If. needed to 
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relay information regarding a donor to RTI, they would provide them with the. donor ID, RTI 
donor ID, donor's initials and donor's DOB. 

Representative Ukrainian donor records, not including manufacturing/processing documents, are 
attached to this report as Exhibits 4-7. 

ASSIGNMENT MEMORANDUM BULLETS 3 AND 4 [JLC] 

RTI has written standard operating procedures (SOPs) in placed relating to complaints/adverse 
events. The procedures establish the method for evaluation, analysis, investigation, outcome and 
closure of product related complaints/adverse events involving distributed human tissue or medical 
devices. Copies of these procedures are included as Exhibit # 10. According to if 
the investigation of the adverse event can not be detemiined to be associated or not with 
the allograft within 15 days, the event is reported to FDA. If the allograft is determined not be 
involved with the adverse event through investigation, then the investigation is closed. If the 
adverse event investigation was determined to have been related to the allograft and it is less than the 
15 days it will be reported. 

According to the finn's written SOP, Adverse Reaction Reporting of Human Tissue, Document No.: 
1072, the complaint coordinator will notify the quality systems manager, director of quality 
assurance, vice president of regulatory affairs/quality assurance and the medical director within one 
day after receipt of an alleged adverse reaction. The complaint coordinator (CC) then initiates an 
investigation and gathers information related to the allograft upon notification and per SOP, Product 
Complaint Processing and Investigation Procedure, Document No.:l075. With regards to the FDA, 
the SOP states that the CC shall report an adverse reaction involving a communicable disease related 
to an HCT IP if the adverse reaction is: fatal, life threatening, resulting in permanent impairment of a 
body function or permanent damage to a body structure or necessitates medical or surgical 
intervention, including hospitalization. 

From 09/28/2010 to 10/17/2011, RTI has investigated 758 adverse events/complaints and has 
reported 4 incidences to FDA via MedWatch. I reviewed a random sample (based on the short 
description on the complaint log and various dates since the previous inspection) of approximately 
70 investigation reports, associated donor charts, pre/post processing records, pre/post processing 
~ulture reports and environmental monitoring documentation. 

Exhibit# 11 is a of the investigation for complaint# PRD-01016-COMP, related to donors 
and The complaint was submitted to RTI on 07/09/2010, after the patient 

had two RTI cancellous chip allografts inserted during a spinal procedure. On 08/17/2010, the 
patient was transferred from a care facility to the hospital after noticing signs of infection at the 
surgical site. Staphylococcus species and Coagulase negative Staphylococcus were the organisms 
identified in the infection. The seven (7) day pre-processing cultures of the HCT/P revealed "no 
Clostridium or Group A Streptococcus". Pre-processing cultures revealed that the right/left tibia 
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distal, left knee enbloc, right distal fibula, right/left Achilles tendon with calcaneus, right/left fascia 
lata, right/left peroneus longus and the right/left anterior tibalis tendon all tested positive for 
Coagulase negative Staphylococcus. Fourteen (14) day post-processing cultures are not available for 
this HCT/P because it went tluough the finn's BioCleanse® processing and was irradiated. -
- cancellous chip allografts do not undergo 14 day post processing laboratory 
microbiological testing. This adverse event/complaint was reported to FDA on 04/13/2011. 

Exhibit # 12 is a copy of the investigation for complaint # PRD-00763-COMP related to donor 
- The complaint was submitted to RTI on 08/13/2010, after the patient underwent a 
patellar femoral joint chondroplasty of the left knee where the procedure included implantation of 
the RTI allograft and associated hardware. Approximately 5-6 days post-operatively, the patient 
traveled out of state and upon his return developed pain and swelling and was subsequently admitted 
to the hospital for pain control. On 08/30/2010, the patient underwent a debridement procedure, 
where bloody fluid was aspirated from the left knee. Final cultures noted a light growth of 
Coagulase negative Staphylococcus. The 7 day pre-processing cultures of the HCT/P revealed "no 
Clostridium or Group A Streptococcus". Pre-processing cultures revealed that the right leg en bloc 
and the right iliac crest tested positive for Coagulase negative Staphylococcus. The 14 day post
processing cultures showed "no growth" after 14 days of incubation after this tissue went through 
the finn's BioCleanse® and irradiation procedure. 

After reviewing complaints# PRD-01016-COMP and# PRD-00763-COMP, I asked Ms. McConnell 
to clarify why PRD-01016 was reported to FDA and why PRD-00763 was not reported. According 
to , the fum performs a decision tree within the finn's CAPA software program 
which aids RTI in making a final determination of whether or not to report to FDA. The decision 
tree is performed on day 1 of the · · · further explained that PRD-
0 1016 was reported originally by the (the end user) "voluntary reporter" 
for the cancellous used the spinal graft surgery. RTI was made aware of the complaint 
by The MedWatch within Exhibit# 11, is a follow-up to the 
original MedWatch report submitted by the which includes information that 
pertains to the cancellous chips that R TI distri 

is the HCT/P division 
JS a consignee of RTI and all HCT/Ps that are distributed 

are distributed in a ''ready to use" manner that work with Medtronic's 

also further clarified that RTI only manufactures two HCT/P products that will have 
the 14 day post processing laboratory micro testing results; these two products are the fresh OC 
grafts and tendons. All other products will go through other means of terminal sterilization after 
packaging. 

PRD-01016 was reported to FDA who then notified 
a subsidiary of reported this adverse event to 

RTI began their investigation. According to RTJ's investigation records the firm reviewed the donor 
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records, serological results, culture reports, and manufacturing records. It was reported that no 
deviations were noted and RTI distributed 56 allografts from this donor. The graft in question had 
passed all release requirements prior to distribution and no other complaints have been associated 
with this donor. It was also documented that the graft underwent BioCleanse processing and was 
irradiated. So RTI's reported conclusion to this adverse event was, "given the facts that (1) donor 
medical/social history, physical examination, and serological tests revealed no evidence of systemic 
infections diseases or processes; (2) the graft was processed using a validated sterilization 
methodology (BioCleanse); (3) the timeline of onset of infection; (4) the clinical course of the 
patient, and (5) Staphylococcus species are the most common pathogens that cause Class I surgical 
wound infections (SWI's) it is more plausible that the adverse occurrence was associated with a 
source or event extrinsic to the allograft implants". stated that the MedWatch was 
reported to FDA because there were multiple "devices" used in the adverse event (spinal surgery) 
and a MedWatch was filed because it was considered a device. She further explained that whether 
RTI files with the FDA or not includes the decision of an entire team of quality specialists and a 
medical director. 

~3 is a copy of the investigation for complaint# PRD- 01029-COMP, related to donor 
- The complaint was submitted to RTI on 03/22/2011 after the patient underwent an 
anterior cruciate ligament reconstruction. It was communicated to RTI that the patient presented 
with signs of an infection approximately four days post operatively. The final cultures on 
03/26/2011 yielded Serratia marcescens. The 7 day pre-processing cultures of the HCT/P revealed 
"no Clostridium or Group A Streptococcus". Pre-processing cultures revealed that the right achilles 
tendon and the right whole tibia tested positive for Coagulase negative Staphylococcus and the right 
whole femur, right whole humerus were positive for Bacillus species not anthracis. The 14 day 
post-processing cultures show "no growth" after 14 days of incubation after the tissue went through 
the firm's BioCleanse® and irradiation procedure. 

Exhibit# 14 is a copy of the investigation for complaint# PRD-00995-COMP, related to donor 
The complaint was submitted to RTI on 02/24/2011 after the patient underwent a 

glaucoma shunt and sclera allograft. It was reported that three days post operatively, the patient 
complained of pain and fluid cultures obtained were positive for methicillin resistant Staphylococcus 
arueus (MRSA). The 7 day pre-processing cultures of the HCT/P revealed "no Clostridium or 
Group ~cus". Per the investigation, "the graft was sterilized via a validated sterilization 
method .-which includes a gamma irradiation sterilization methodology." In my review of 
the donor's medical record, it states that the donor had active Parkinson's disease. According to the 
firm's SOP, Document No: 1258, RTI Donor Acceptance [Exhibit # 8], Parkinson's disease with 
associated dementia would be a disqualifier. The medical records reviewed for this donor did not 
state the donor's dementia status. I had a discussion with- about how the medical 
director(~ make a decision when the medical records did not describe the extent of the 
disease. - explained that he reviews all documentation and relies on his medical expertise to 
come to a conclusion on whether or not to rule out a donor. 

While looking through the fmn's adverse events, we discussed whether or not RTI investigates 
and/or reports deviations relating to the core cGTP requirements for the deviations that occurred in 
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their facility, but also those that occurred in a facility that performed a manufacturing step for them 
under contract. Per there has not been any incidence in which there has been a 
deviation reported to stated that because of the timeframe of when recovery occurs and 
when final shipment occurs the tissue would not be sent if a deviation was noted. 

ASSIGNMENT MEMORANDUM BULLET 5 [KJH] 

Previous inspections revealed that R TI had not validated the aseptic processing of fresh 
osteochondral (OC) allograft. This issue was discussed at length with the firm's management during 
the current inspection. RTI's understanding was that FDA was requiring the finn to validate the 
process to show that it, specifically the antibiotic soak step, would render the tissue completely free 
from adventitious agents. In addition, the firm felt that they were fully verifying the process by 
subsequent tests and therefore, per 21 CFR 1271.230(a), were not required to validate the process. I 
explained that the objective of process validation was not to prove that, if validated procedures were 
followed, the finished HCT/P would be sterile (unless there is written representation stating such). A 
process is validated to ensure that, when the validated procedures are followed, the entire process 
does not cause contamination or cross-contamination and prevents the introduction, transmission or 
spread of communicable disease through the use of the HCT/P. I further explained that processors 
can not fully verify using microbiological cultures, no matter how many are performed. 
Microbiological testing's sensitivity is inherently flawed and is only a control. 

I reviewed the firm's provided list of complaints since the previous inspection, of which there were 
758 total. Of these 758, 1 involved RTI's fresh OC allograft product. This complaint was a 
structure/quality issue as opposed to a potential communicable disease event. 

The firm's lack of process validation for their fresh OC allograft product was cited on the FDA 483. 

ASSIGNMENT MEMORANDUM BULLET 6 [KJH] 

RTI import records continue to list the country of origin (CoO) for tissues recovered by BI as 
Germany. After much discussion and consultation with FDA import investigators, as well as the 
firm's filer/broker it was revealed that the CoO for Customs Border 
Protection (CBP) purposes could be different from the FDA CoO. RTI contends that Germany was 
being listed as CoO, as the HCT/Ps were held in storage in Germany before leaving that country for 
the United States and because the broker was told by CBP to list Germany as the CoO. I informed 
RTI's management that since the tissue was being recovered in- then, at least for the FDA 
CoO, it must be listed as The finn verbally acknowledged th~ understood and would 
work with their broker to ensure all future shipments would reflect .... as CoO. 
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On 10/25/2011 a close out meeting was held with management and a FDA Form 483, Inspectional 
Observations, was issued to Ms. Caroline A. Hartill, Chief Scientific Officer/Executive Vice 
President. The following observations were discussed with Ms. Hartill and other members of 
management. 

Observations listed on form FDA 483 

OBSERVATION 1 

Processes with results which could not be fully verified by inspection and tests, were not validated 
and approved according to established procedures. 

Specifically, fresh osteochondral (OC) allografts are processed aseptically, including the use of a bioburden-reducing 
antibiotic soak. Procedures addressing how to process the OC allografts have not been validated to ensure that the 
process does not cause contamination or cross-contamination during processing or prevents the introduction, 
transmission or spread of communicable disease through the use of the HCTIP. 

Reference: 21 CFR 1271.230(a) 

Supporting Evidence and Relevance: 

This issue was discussed with the firm during the previous inspection. At that time, the firm's 
response was that they did not agree that this particular process needed to be validated because they 
were not making written representation that the processing methods reduce the risk of transmission 
of communicable disease [21 CFR 230(b)]. 

Discussion with Management: 

Investigator Hanks discussed this issue in length with the firm's management during this inspection. 
Ms. Hartill and Ms. Norman explained that it was their understanding that FDA was requiring RTI to · 
validate the process to show that the antibiotic soak step would render the tissue sterile. They stated 
that RTI is not making the claim of sterility so she was not sure why the firm would have to validate 
this process. They also explained that, because of the cultures that RTI was taking, they felt that RTI 
was fully verifying the process. Investigator Hanks stated that the finn was not meeting the 
requirements in 1271.230(a) because the process has not been validated. He further explained that, 
because of the inherent sensitivity flaws of microbiological cultures, they should only be used as a 
control, no matter how many cultures are taken. Process results can not be fully verified using 
microbiological cultures. Ms. Hartill stated that RTI will document and make corrections as 
necessary and she would address this further in her follow up letter to the FLA-DO. 
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Procedures for all steps performed in the screening and determining of donor eligibility of HCT/Ps 
were not implemented and followed. 

Specifically, RTI directors determine donor eligibility (DE) of donors recovered in the 
United States and a Ukrainian agency performing initial donor screening for RTI, collects and 
reviews relevant medical record review is documented on form AA-06-04-010, Selection 
Criteria. RTI medical directors review . form AA-06-04-010 as part of their D-E determination process. RTI standard 
operating procedure (SOP) Document No. 1258, RTI Donor Acceptance Criteria, states: "The criteria contained within 
this document are to be utilized in conjunction with all available relevant records to determine DE by RTI's Medical 
Director." The SOP lists and describes "risk assessment identifier(s)" and whether or not to accept the donor. In lieu of 
having the actual donor's medical records to review, the RTI medical directors rely upon.form AA-06-04-010. The 
"criteria" on this form does not capture all of the "risk assessment identifier(s)" listed on the RTI Donor Acceptance 
Criteria SOP, including, but not limited to: Babesiosis, multiple myeloma, physician-diagnosed chronic fatigue 
syndrome and Parkinson's disease with associated dementia. 

Reference: 21 CFR 1271.47(a) 

Supporting Evidence and Relevance: 

llform Selection Criteria can be found in the representative donor records attached as Exhibit# 4-7. 
RTI SOP 1258 is attached as Exhibit# 8. Because the criteria found on the. form does not include 
all ofthe criteria listed in the RTI SOP, donor-eligibility determinations between United States and 
-donors are not being conducted consistently by RTI. Essentially, the. form serves as 
medical records in the absence of the actual medical records from the Ukraini~athology and 
forensic institutes. Ms. Hartill stated that RTI would be doing a full review of the .forms and the 
RTI SOPs. The firm wilJ send a follow-up letter to the FLA-DO. 

Discussion with Management: 

Ms. Hartill stated that RTI would be doing a full review of the "risk assessment identifier(s)" and 
will implement changes as necessary. 

GENERAL DISCUSSION WITH MANAGEMENT [JLC] 

Present for the close out meeting were the following: 

Ms. Caroline A. Hartill, Chief Scientific Officer/Executive Vice President 
· ,; D t :·

1
: • Quality Systems Manager 

1 # •, ~, I. I ' 

,•, II) 1
1

" I 0 I I • (I • Senior Quality Systems Specialist 

Ms. Karen Norman, Vice President of Quality Assurance and Regulatory Affairs 
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Operations Quality Manager 

Mr. Brian Martin, Quality Assurance Director 
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EI Start: 

EIEnd: 
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10/17/2011 

10/25/2011 

At the conclusion of the inspection a Form FDA 483, lnspectional Observations was issued to the 
chief scientific officer/executive vice president, Ms. Caroline HartilL The firm was encouraged to 
respond in writing to the Form FDA 483 within 15 business days. Management was informed that 
failure to comply with required regulations could result in regulatory action against the firm. Ms. 
Hartill stated that she would make corrections. She promised to notify the FDA of the updates within 
15 business days. 

CORRECTIONS [KJH) 

As a result of FDA 483 issuance and other deficiencies discussed with management, RTI has made 
corrections since the previous comprehensive inspection. 

The firm's SOPs for inoculation/incubation of7 and 14-day cultures were not being followed in that 
the system for receiving/inoculating/incubating samples within the laboratory allowed for an 
incubation time of less than 7 or 14 full days. A new workflow within the laboratory was 
implemented to comply with the SOP-stated incubation times for 7 and 14-day cultures so that the 
cultures are read and reported on days 8 and 15. 

The SOP for production of fresh OC allografts was not being followed for the preparation of the 
antibiotic cocktail. In addition, saline was used to keep cartilage moist throughout the process 
instead of nutrient media/antibiotic mixture. Review of the SOP revealed inconsistencies as to 
whether to use saline or nutrient media for cartilage hydration. RTI has since revised the SOP 
(Exhibit # 9) to include steps to ensure that antibiotics are completely dissolved when preparing the 
cocktail and saline solution is used throughout the process to maintain graft hydration. 

Documentation of facility cleaning and sanitation activities was not maintained. The firm's cleaning 
and sanitation SOP required cleaning between donors of surfaces and equipment that came in contact 
with tissue. However, cleaning for various phases of processing was not documented. SOP Cleaning 
and Maintenance of Controlled Environments at RTI West (Exhibit # 15) has been revised to 
include a cleaning log for the various phases of processing that were described in the FDA 483 item. 

Information on the relevant medical records (specifically autopsy reports) ofHCT/P donors were not 
in English and not retained and translated to English. The firm had the translated English version. 
However, the original version in Russian was not maintained as part of the donor records. During the 
previous inspection, the firm explained that the autopsy report in the native language does not exist 
as a separate and discrete document. The complete forensic legal document that contains the autopsy 
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report can not be copied under-law. Effective 12/06/2010, all 
include the original Russian autopsy report as well as a traJilSUttlon~enJln 

donor records now 
...., ... i19I~•u version. 

EXHIBITS COLLECTED [JLC) 

1. A copy of the firm's organizational chart, 40 pages 
2. A copy of donor's received by RTI since 09/28/2010, 104 pages 

3. A copy of donor's received by RTI that were recovered in- 18 pages 
4. A copy donor medical records, 42 pages 
5. A copy donor medical records, 54 pages 

6. A copy donor medical records, 62 pages 
7. A copy donor medical records, 66 pages 
8. A copy of the firm's SOP, document #1258, RTI Donor Acceptance Criteria, 32 pages 
9. A copy of the firm's SOP, document# 4475, Production of Fresh Osteochondral Allografts, 27 
pages 
10. A copy ofthe firm's SOPs related to complaints/adverse events, 28 pages 

11. A copy of the investigation for complaint # PRD-0 10 16-COMP, 20 pages 
12. A copy of the investigation for complaint# PRD-00763-COMP, 84 pages 
13. A copy of the investigation for complaint# PRD-01029-COMP, 182 pages 
14. A copy of the investigation for complaint# PRD-00995-COMP, 172 pages 

15. A copy of the firm's SOP, document # 5655, Cleaning and Maintenance of Controlled 
Environments at RTI West, 20 pages 

ATTACHMENTS (JLC) 

Form FDA-482, Notice of Inspection, dated 10/17/2011 

Form FDA-483, Inspectional Observations, dated 10/25/2011 
FACTS Assignment# 1313077 
Assignment memorandum, dated 08/09/2011 
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Kip J. Hanks, Investigator 
Division of Domestic Field Investigations 
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	Prior to the merger, Tutogen imported cadaveric tissue.. from [Ukraine]
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