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Dear Mr. Velez-Duran:

The Center for Devices and Radiological Health (CDRI) of the Food and Drug Administration

(FDA) has completed its review of your premarket approval application (PMA) for the

Birmingham Hip Resurfacing (BH4R) System.

The BHR System is a single use device intended for hybrid fixation: cemented femoral head

component and cemnentless acetabular component. The 13HR system is intended for use in

patients requiring primary hip resurfacing arthroplasty due to:

* Non-inflammatory arthritis (degenerative joint disease) such as osteoarthritis. traumatic

arthritis, avascular necrosis, or dysplasia/developmental dislocation of the hip (DDH). or

· Inflammator'y arthritis such as rheumatoid arthritis.

The BI-R System is intended lor patients \xho. due to their relatively \ounecr age or incrcascd

activit lev el. may not be suitable Ibr traditional total hip arthroplastv due to an increased

possibilit\ of requiring rfuture ipsilatcral hip joint revision.

We arc pl1eased to inlorir yoLI that the PMNI.. is approved. YOU lIntma begin Com] nmercial

distribLulion ofthe dCx III in accoIrdance \\ith the condilions described below\ and in the

"Conditions of \Approxal" (enclosed).
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The sale, distribution, and use of this device are restricted to prescription use in accordance with
21 CFR 801.109 within the meaning of section 520(e) of the Federal Food, Drug, and Cosmetic
Act (the act) under the authority of section 515(d)(1)(B)(ii) of the act. FDA has also determined
that, to ensure the safe and effective use of the device, the device is further restricted within the
meaning of section 520(e) under the authority of section 515(d)(1)(B)(ii), (1) insofar as the
labeling specify the requirements that apply to the training of practitioners who may use the
device as approved in this order and (2) insofar as the sale, distribution, and use must not violate
sections 502(q) and (r) of the act.

In addition to the post-approval requirements outlined in the enclosure, you have agreed to
provide the following data every 6 months for the first two years and annually thereafter
following PMA approval until completion of the post-approval studies and the submission of a
final report:

I. You have agreed to conduct a study to evaluate longer-term safety and effectiveness of
the Birmingham Hip Replacement (BHR) System. This study is expected to include the
first 350 consecutive cases of the 2,385 cases in the Overall McMinn Cohort that were
included in the PMA. Patient pain, function. movement, revision status, and adverse
events will be assessed at baseline and annually from five (5) years through ten (10) years
post-op through the use of the Oswestry-Modified Harris Hip (OSHIP) patient self-
assessment questionnaire. In addition, a clinical and radiographic examination will occur
at ten (10) years post-op to evaluate adverse events, revisions, and evidence of any
radiolucencies. osteolysis, or component position change.

2. You have agreed to conduct a study to evaluate the learning curve, training program, and
longer-term safety and effectiveness of the BHR System in the United States. This study
will assess the generalization of the experience from a single physician in the United
Kingdom to medical practice in the United States. Results of this study will be reflected
in the labeling.

This study is expected to include 350 patients at up to 8 sites with a minimum of 35
patients per site. Investigational sites recruited to participate in this study will be
comprised of a geographically diverse mix of academic. referral, and/or community based
sites. Per the training program outlined in the PIMA. inxestigators will be recruited from
the "Core SUrgcon" group wVIho will initiall be trained on the BI IR System as well as
from a group of other interested US Surgeons who are subsequently trained by the Core
Surgeons.

('linical and radiographic data xx ill bc assessed at baseline.- annn1all through ixe (5) ca I

post-op. and at ten (I 0) years post-op. Pain. function, and rataue oi 'motion evaliations x\ ill
bc peritbrmed using the Iaurnis I lip Score assessment nimchod. [adiographs xxill be
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collected to evaluate any radiolucencies, osteolysis, or component position change. In
addition, revision and adverse event data will be collected.

The subjects will be assessed in the interim years of six (6) through nine (9) years post-op

by use of a "postcard" (mailed, e~mailed, or telephone call) questionnaire follow-up to
assess each subject's general well-being, and to determine if the study components remain

implanted or are revised.

In addition, to further assess the safety of the BHR system, cobalt and chromium ion
concentration in the blood and renal function data (such as creatinine, GFR, BUN), will be
collected preoperatively and at the 1-, 4-, and 10-year follow-up timepoints.

3. You have agreed to implement a training program, as outlined in the PMA. The training

program includes quarterly investigator teleconferences or meetings for the first two years
of the US study to provide a clinical update to investigators; to discuss study issues
including adverse events; and to identify recommendations for improvement of the
training program or labeling. If some investigators cannot attend the conference, you have

agreed that these investigators will all be contacted by telephone or will be sent the
"Investigator Feedback Form" so that individual feedback can be obtained. You have
agreed to subinit a summary of the minutes of the quarterly teleconferences/ physical
meeting/investigator feedback information as part of the report.

4. You have agreed to provide an analysis of adverse events and complaints (including
MDRs) received regarding the BHR system. In addition, you agree to use this analysis to

provide a justification for modifications to the training program, post-approval study.
labeling, and/or device design. Any modification to the post-approval study, labeling.
and/or device design will be submitted for FDA review and approval prior to
implementation.

Please be advised that the results of the post-approval studies, training program assessment, and

adverse event analysis outlined in items 1-4 above must be reflected in the labeling (via a

supplement) when the post-approval study is completed, and/or at earlier timepoints. as needed.

Expiration dating fio this device has been established and approved at five \years.

CDRH does not evaluate information related to contract liability warranties. however yo\ should
be aware that any such warranty statements must be truthful- accurate, and not misleading. and
must be consistent wx ith applicable Federal and State lawNs.

CDRI I x\ill notifY the public of its decision to approve 3our PNMA by makingi available a
sUlnlarY of the saicfex and eflectiveness data upon which the approv al is based. The intormation
cani be Ibund on the 1F )A CDRI I Internet I lomcPage located at

3
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http://www.fda.gov/cdrh/pmapage.html. Written requests for this information can also be made
to the Dockets Management Branch, (HFA-305), Food and Drug Administration, 5630 Fishers
Lane, Rm. 1061, Rockville, MD 20852. The written request should include the PMA number or
docket number. Within 30 days from the date that this information is placed on the Internet, any
interested person may seek review of this decision by requesting an opportunity for
administrative review, either through a hearing or review by an independent advisory committee,
under section 515(g) of the Federal Food, Drug, and Cosmetic Act (the act).

Failure to comply with any postapproval requirement constitutes a ground for withdrawal of
approval of a PMA. Commercial distribution of a device that is not in compliance with these
conditions is a violation of the act.

You are reminded that, as soon as possible and before commercial distribution of your device,
you must submit an amendment to this PMA submission with copies of all approved labeling in
final printed form. -! he labeling will not routinely be reviewed by FDA staff when PMA
applicants include with their submission of the final printed labeling a cover letter stating that the
final printed labeling is identical to the labeling approved in draft form. If the final printed
labeling is not identical, any changes from the final draft labeling should be highlighted and
explained in the amendment.

All required documents should be submitted in triplicate, unless otherwise specified, to the
address below and should reference the above PMA number to facilitate processing.

PMA Document Mail Center (HFZ-401)
Center for Devices and Radiological Health
Food and Drug Administration
9200 Corporate Blvd.
Rockville, Maryland 20850

If you have any questions concerning this approval order, please contact Mr. John S. Goodc at
(301) 594-2036, extknsion 155.

Sincerely yours,

Donna-Bea Tilliman. Ph.D.. M.P.A.
Director
O)ffice of Device lFxaluation
C(enter 1kr Dlvices and

Radiological I c{allth
[']nclosurt'
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CONDITIONS OF APPROVAL

PREMARKET APPROVAL APPLICATION (PMA) SUPPLEMENT. Before making any

change affecting the safety or effectiveness of the device, submit a PMA supplement for review

and approval by FDA unless the change is of a type for which a "Special PMA
Supplement-Changes Being Effected" is permitted under 21 CFR 8 14.39(d) or an alternate

submission is permitted in accordance with 21 CFR 814.39(e) or (f). A PMA supplement or

alternate submission shall comply with applicable requirements under 21 CFR 814.39 of the final

rule for Premnarket Approval of Medical Devices.

All situations that require a PMA supplement cannot be briefly summarized; therefore, please

consult the PMA regulation for further guidance. The guidance provided below is only for
several key instances.

A PMA supplement must be submitted when unanticipated adverse effects, increases in the

incidence of anticipated adverse effects, or device failures necessitate a labeling, manufacturing,

or device modification.

A PMA supplement must be submitted if the device is to be modified and the modified device

should be subjected to animal or laboratory or clinical testing designed to determine if the
modified device remains safe and effective.

A "Special PMA Supplemnent hags engEfetd is limited to the labeling, quality control
and manufacturing process changes specified tinder 21 CER 814.39(d)(2). It allows for the

addition of, but not the replacement ofipreviously approved, quality control specifications and

test methods. These changes may be implemented before FDA approval upon acknowledgment
by FDA that the submission is being processed as a "Special PMA Supplement - Changes Being
Effected." This procedure is not applicable to changes in device design, composition,
specifications, circuitry, software or energy source.

Alternate suibmissionispermnitted under 21 CIFR 814-29(e) apply to changes that otherwise requiire
approval of a PMA supplement before implementation of the change and include the use of a
30-day PMA supplement or annual postapproval report (see below). FDA must have previously
indicated in anl advisory opinion to the affected industrx' or in correspondence with the applicant

that thle alternate submission is permitted for the changoe. Before SuICh1 canl Occur. FDA and the
lPN'A applicant(s) involved muLst agree upon any\ needed testing protocol, test reSUlts. reporting
formatL information to be reported. and the altern~ate sulbmlkisson to be Used.

Alternate submissions permitted tinder 21 (I FR 81 4,39Q() fbr mannlbctuZIRInuII process changes
inc I tde theC Use ol'a 3 0-day Notice. TheC mnann (h11ctue Ina\ distribute the dev ice 30O days af~ter thec

date onl \vhiicli t le FD A receixes the 3 -day Not ice - tinless thle Ft) A notii lies the a ppl icant xxithin

30days ` Ito I rCeee i ptI ot he not iee thAt t l)C1ie noice is 110ot adequat.
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POSTAPPROVAL REPORTS. Continued approval of this PMA is contingent upon the

submission of postapproval reports required under 21 CFR 814.84 at intervals of 1 year from the

date of approval of the original PMA. Postapproval reports for supplements approved under the

original PMA, if applicable, are to be included in the next and subsequent annual reports for the

original PMA unless specified otherwise in the approval order for the PMA supplement. Two

~pjes identified as "Annual Report" and bearing the applicable PMA reference number are to be

submitted to the PMA Document Mail Center (HFZ-40 1), Center for Devices and Radiological

Health, Food and Drug Administration, 9200 Corporate Blvd., Rockville, Maryland 20850: The

postapproval report shall indicate the beginning and ending date of the period covered by th

report and shall include the following information required by 21 CER 814.84:

1 . Identification of changes described in 21 CFR 8 14.39(a) and changes required to be

reported to FDA under 21 CFR 8 14.39(b).

2. Bibliography and summary of the following information not previously submitted

as part of the PMA and that is known to or reasonably should be known to the
applicant:

a. unpublished reports of data from any clinical investigations or nonclinical

laboratory studies involving the device or related devices ("related" devices
include devices which are the same or substantially similar to the applicant's

device); and

b. reports in the scientific literature concerning the device.

If. after reviewing the bibliography and summary, I-DA concludes that agency review of one or

more of the above reports is required. the applicant shall submit two copies of each identified
report when so notified by FDA.

ADVERSE REACTION AND DEVICE DEFECT REPORTING. As provided by 21 CFR

814.82(a)(9). FDA has determined that in order to provide continued reasonable assurance of the

safety and effectiveness of the device, the applicant shall submnit 3 copies of a written report

identified, as applicable, as an "Adverse Reaction Report" or "Device Defect Report" to thle P'MA

Document Mail Center (HFZ-401I), Center for Devices and Radiological Health, Food and Drug

Administration. 9200 Corporate Blvd., Rockville, Maryland 20850 within 10 days after thle

applicant receives or has knowledge of information Concerning:

I- A mi1x-up of the device or its labeling wNith another article-

2. Aniv adverse reaction. side etiect. in; urv. toxicitN . or sensiti ni t) reaction that is

attributable to the dev ice and:

a1. has noi been addressed I1w thle dc\ ice's labeihng-: or

ti has been addressed b\ the dIC\ ice's labeling" but is occurriti, xvith unexpected

S2\ eil it\ 0! freqjuncv.c

paue
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3. Any significant chemical, physical or other change or deterioration in the device, or any

failure of the device to meet the specifications established in the approved PMA that

could not cause or contribute to death or serious injury but are not correctable by

adjustments or other maintenance procedures described in the approved labeling. The

report shall include a discussion of the applicant's assessment of the change,

deterioration or failure and any proposed or implemented corrective action by the

applicant. When such events are correctable by adjustments or other maintenance

procedures described in the approved labeling, all such events known to the applicant

shall be included in the Annual Report described under "Postapproval Reports" above

unless specified otherwise in the conditions of approval to this PMA. This postapproval

report shall appropriately categorize these events and include the number of reported

and otherwise known instances of each category during the reporting period. Additional

information regarding the events discussed above shall be submitted by the applicant

when determined by FDA to be necessary to provide continued reasonable assurance of

the safety and effectiveness of the device for its intended use.

REPORTING UNDER THE MEDICAL DEVICE REPORTING (MDR) REGULATION.

The Medical Device Reporting (MDR) Regulation became effective on December 13, 1984.

This regulation was replaced by the reporting requirements of the Safe Medical Devices Act of

1990 which became effective July 3 1, 1996 and requires that all manufacturers and importers of

medical devices, including in vitro diagnostic devices, report to the FDA whenever they receive

or otherwise become aware of information, from any source, that reasonably suggests that a

device marketed by the manufacturer or importer:

I . May have caused or contributed to a death or serious injury; or

2. H-as malfunctioned and Such device or similar device marketed by the

manufacturer or importer would be likely to cause or contribute to a death or

serious injury if the malfunction were to recur.

The same events subject to reporting uinder the MDR Regulation may also be subject to the

above "Adverse Reaction and Device Defect Reporting" requirements in the "Conditions of

Approval" for this PMA. FDA has determined that Such duplicative reporting is unnecessar-y.

Whenever an event involving a device is subject to reporting uinder both the MDR Regulation

and the "Conditions of Approval" for a PMA, the manufacturer shall submit the aprfopriate

reports reqtird yth DRR~uain \vithin the timec frames as identified in 21 CFR

803. 10(c) using FDA Form 3 500A, i.e..'30 days after becoming aware of a reportable death.

serious injury, or- malfunction as described in 21 CFR 803.50 and 21 CFR 803.52 and 5 days

aftcr becormin- aware that a reportable MDR event requires remedial action to prcvent an

unreasonable risk of substantial harmi to the public health. The manufacturer is responsible for

SUbimittingz a baseline report on FDA Formi 3417 for a dev ice whlen the dev ice mnodel is first

reported Under 2 I ('FR 8031.50. Thi s aZselFine rep)ort is to inclI tde thre PMN4A referceC1C Inumber.
AI \In ritten report and its envelope is~ to tie spec c~ific~1 identi fied. e.g-.. ''ManufIItacturer Report._

-l~-a\ Report?' -B~aselinec Report?, etc.
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Any written report is to be submitted to:

Food and Drug Administration
Center for Devices and Radiological Health
Medical Device Reporting
P0 Box 3002
Rockville, Maryland 20847-3002

Copies of the MDR Regulation (FOD # 336&1336) and FDA publications entitled "An
Overview of the Medical Device Reporting Regulation" (FOD # 509) and "Medical Device
Reporting for Manufacturers" (FOD #987) are available on the CDRH WWW Home Page. They
are also available through CDRH's Fact-On-Demand (E-0-D) at 800-899-0381. Written
requests for information can be made by sending a facsimile to CDRH's Division of Small
Manufacturers International and Consumer Assistance (DSMICA) at 301-443-8818S.

pie4


