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TO: . PROM:
Eric Jameson Craig Reed

COMPANTY: DATE:
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FAX NUMBER: TOTAL NO, OF FAGES INCLUDING COVER;
404/362-2653

FHONE NUMBER: SENDER'S REFERENCE NUMBER:
404/362-2675

RE:
Beta-Cath System Approval

YOUR REPIRENCE NUMBER:

NA

O URGENT [OrORREVIEW [J PLEASE COMMENT [JPLEASEREPLY- [JPLEASERECYCLE

NOTES/COMMENTS:
Eric,

Here’s a copy of our FDA approval. P'm ontravel, but I can receive a fax by email - would you please fax
a copy of the new Novoste license for mfg/dist/servicing and leak testing to me at 240 526 45842 Craig
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Food and Drug Administration
Boulevard

9200 Corporate
Rockville MD 20850

My. Andrew M. Green

pirector, Regulatory Affairs -
Novoste Cexp. NQV 3 zxn
3890 Steve Reynolds Blvd.

Norcross, GA 30083

Re: POOOD1E
Novoste Beta-Cath™ System
Filed: April 17, 200C
Amended: May 25, 30 and 31, June 1 and 15, July 5, 6, 17
and 24, hAugust 3, 4, 9, 11 and 31, September 6, 8 and
26, October 2 and 35, 2000

Dear Mr. Green:

The Center for Devices anc zadiologica: Health (CDRH) ¢t the Food and
Drug Administration (FDA) has completed its review of your premazket
approval application (PMA) for the Beta-Cath™ System. This device is
indicated to deliver obeta radiation to the site of successful
Percutaneous Coronary Irtervention (PCI) fox the treatmeat of in-stent
restanesis in native coronary arteries with disecrete _esions
(treatable with a 20 mn palloon) in a reference vessel diameter
ranging from 2.7 mm to 4.0 mm. We are pleased to inform you that the
PMA is apprcved subject =o the coaditions described belcw and in the
nconditions of Approval" (erclosed). You may begin comnercial
distribution of the device upon receipt of <his letter.

The sale, distributicn, and use of this device are rastricted to
preseription 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 5-5(d) (1) (B) (41) of the act. FPA
has also determined that, to ensure the safe and effective use of the

‘ device, the device is furthsr restricted within the meaning of section

| 520 (e) under the authority of section 515(d) (1) (B) (ai), (1) insofar as
the iabelingc specify the fegiirements rhat zpply to the training of

‘ practitioners who may use the device as epproved in this order and (2)
insofar as tihe sale, distziburion, and use must not vic.ate sections

| 502(q) and (r) of the act.

In addition to the postapproval requirements in the enclosure, the
postapproval reports must include the following information:

L. FDA has concerns regarding the long-term efrec: of the
radiation treatmert. These COncCerns were also expressed by
the circulatery System Devices Panel during the September 11,
2000, meeting. Therefocre, p-.ease provide 5 year follow-up
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data for the cohort of the 3TART investigation. This
investigation should also capture data resarding the subjects
wno presented with subsequent restenosis at the treatment
site. These data should be gathered in accocrdance with the
ocoutline of the investigational protccol provided in youx
October 30, 2000, submission, Please be advised that tchis
information should be incorporated inte the labeling when the
study is complete.

2. FDA has concerns regarding the number ¢f device failures and
malfunetions that occurxad during the START investigation.
These concerns were alsc expressed by the Circulatory System
Devices Panel during the September 11, 2000, meeting.
Therefore, please provide data from an additional
investigation conducted at new sites that demonstrate that the
corrective actions intended to minimize tha incidence of
device failures and mallunztions, are successful in reducing
the device fzilure and malfuncrion rate. 7These data should be
gathered in accordance with the outline of the investigational
protocel provided in your October 38, 2000, submission.

Expiratien dating foxr this device has been estabiished and approved at
6 moncths., This is to advise you rkat the protocel you used to
@stablish this expiration dating is congiderad an approved protocol
for the purpose of extending the expiration dating as provided by 21
CFR 814.39({a) (7). )

CDRH will notify the publiec of its decision to aprrove your PMA by
making available a summary of the safety ané effectiveness data upon
which the approval is based. The information can be found on the FDA
CDRH Internet HomePage located at
htep://www.£da.gov/cdzh/pmavage.atml. Wzitten regquests for this
information can also be made. to the Dockets Management Branch, (EFA-
305), Food and Drug Administraticn, 5630 Fishers Lane, Rm. 1061,
Rockville, MD 20832. The written request should include the PMA
number or docket number. Within 50 days from the date that this
information is placed on the Internet, any interastiad person may seek
review of this decision by reaquesting an cpportunity for
administrative reviaw, either through a hearing ox review by an

. independent advisory committee, urder section 515(g) of the Federal
Food, Drug, and Cosmeric Act (the act).

Faiiure to comply with the condizions of approval iavalidates this
approval order. Commercial distribution o€ a device that is not in
compliance with these conditions is a violazion of the act,

You are reminded that, as soon as possible and bafore ¢commercial
distribution of your device, you must submit an amendment to this PMA
submigsion with copies of all approved labeling in f£inal printed form.
As part of our reengineering efforxt, the Qffice o¢f Device Evaluation:
is piloting a new process for review of final printad labeling. The
labeling will not routinely be reviewed by ¥DA staff when PMA
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applicants include with their submission of the final printed labeling
a cover letcer stating that the final prinred 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. Please see the CDRH Pilot
for Review of Final Printed labeling .document at

hetp: //www. fda.gov/cdrh/pmat/pilotpmar.html for further details.

All required documents should be submitted in :riplﬁcata,'unlass
otherwise specified, to the addreas below and should reference the
above PMA rumber to facilitate processing.

EMA Document Mail Canter {(HF2-401)

Center fox Devices and Radiological Health
Taod and Drug administration

3200 Corporate Blvd.

Rockville, Marviand 20850

I£ you have any questions concerning this approval order, please
contact Kimterly Bowie Paters at (301) 443-8243,

S8incerely yours,

Beznakd 2. Statland, M.D., Ph.D.
Director .
Office of Device Evaluation
‘ Center £oz Devices and
Radicloegical Hsalth

Enclosure
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CONDITIONS OF APPROVAL

AFPFROVED LABELING. As soon as possible, and before commercial distribution of
your device, submit three copies of an amendment to this PMA subwmission with
copies of all approved labeling in final printed ferm to the PMA Document Mail
Canter (HFZ-401), Center for Devices and Radiological Health, Feod and Drug
Administration (FDA), 9200 Corporate Blvd., Rockville, Maryland 20850,

Anvzntzsggggw. No advertisement or other descriptive printed material issued
by the applicant or private label distributoxr with respect to this device
shall recuwmend or imply that the device may be used for any use that iz not
ineluded in the FDOA approved labeling for the deviee. If the FDA approval
ozder has restrictad the sale, distribution and use of the device o
prescription use in accordance with 21 CFR 801.109 and specified that this
restriction is being imposed in accordance with the proviaions of section
820(e) of the act wnder the authority of section 515(d) (1) (B) (ii). of the act,
all advertisements and other descriptive printed matexial issued by the
applicant or distributor with respect to the device shall include s briaf
statement of the intended uses of the device and relevant warnings,
precautions, side effects and contraindications.

PREMARKET APPROVAL APPLICATION (FMA) SUEPBLEMENT. Before making any change
affecting the safety or effectiveness of the davice. sutmit a PMA supplement
for review and approval by FDA unless the change is of a type for which 3
"Special PMA Supplement-Changes Being Effected” is pexmitted under 21 CEFR
814.39(d) or an alternate submission is permitted in accordance with 21 CFR
814.39(e). A PMA supplement or alternate submission shall comply with
applicable requirements undexr 21 CFR 814.39 of the final rul'e for Premarket
Approval of Medical Devices.

All aituations which require a FPMA supplement cannot ba briefly summarized,
please conault the EMA regulation fey further guidance. The guidance provided
balow is only for geveral kay instances. _

A PMA supplement must be submitted when unanticipated advarse effects,
inereasgs in the incidence of anticipated adverse effects, or device failures
necessitate a labeling, manufacturing, oz device medification.

A PMA supplement must be submitted if the device is to be modified and the
modifiad device should be subjected to animal or laboratory or clinieal

testing designed to determine if the modified device remains safe and
effactive,

A 'Sggoial PMA Supplement = Changes Being Effscted” is limited to the
labeling, quality control and manufacturing process changes specified under 21
CFR B14,35(d) {2). It allows for the addition of, but not the replacament of
previcusly approved, quality control specificationz and test methods. These
changes may be implemented bafore FDA approval upon acknowledgment by FDA that
the submission is being processed as a "Special FPMA Supplement - Changes Being
Effacted.” This acknowledgment is in addition to that issued by the PMA
Document Mail Center for all PMR supplements submitted. T7This procedure is not
applicable to changes in device design, composgition, spacificatrions,
circuitry, software or energy sowrce.
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Alternate submissions permit-exz under 21 CFR 814.39(e) apply to changes that
otherwise require approval of a EMA supplement before implementation of tha
change and include the use cof a 30~day PMA supplement or annua sta
report. FPDA-must have previcusly indicated in an advisory opinion to the
atffected inaustry or in cerraspondeance with the applicant that the alternate
submiseion is permitted fcxr the change. Before such can eccur, FDA and the
PMA applicans(s) involved musSt ageee upan any needed testing protoeol, test
resuits, reporting format, infcrmaticn to be reported, and the altexnate
submission to be used.

POSTAPPROVAL REPORTS. Continued approval of this FMA is contingent upon the
submisgsion of postapproval reports requirsd undexr 2) CFR 814.84 at intervals
of ) year from the date of approval of the original FMA. . Postapproval reports
for supplements approved under the original PMA, if applicable, ara To be
included in the next and subsequent annual reports for the original PMA unless
specified otherwise in the spproval oxzder for the PMA supplement. TwWwo copieg
identifiaed as "Annual Reporc® and bearing the applicable FMA refersnce number
are to be submitted to the 2¥A bocument Mail Center (HFZ-401), Canter for
Devices gnd Radiological Health, Food and Drug Admirigtration, 9200 Corporate
Blvd., Rockville, Maryland 20850, The postapproval repoxt shall indicate the
baginning and ending cate of the period covered by the repozt and shall
include the following information required by 21 CEFR 814.84:

(1)Idencification of changes deseribed in 21 CFR 814.38(a) and changes
required to ke raporced to FDA undey 21 CFR §14.392(b).

(2} Bibliography and summary of the fellowing information not previousiy
submitted aa 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 devicel; and -

(k) reports in the scientific literature concerning the device.

TIf, after reviewing the bibliography and summary, FDA c¢oncludes that agency
reviéew of one or more of the above reperts is required, the applicant shall
gubmit two copies of each identified report when so notified by FDA.

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

€14.82(a) (9), FDA has determined that in order to provide continued reascnable
assurance of the safcty and effectiveness of the device, the applicant shall
submit 3 copies of a written report identified, as applicable, as an "Adverse
Reaction Report” or "Device Defect Repor®" to the PMA Dacument Mail Center
(HFZ~ . Center for Devicea and Radiologien) Health, Food and Drug
Administration, 95200 Corporate Blvd., Rockville, Maryland 20850 within 10
days after the applicant receives or has knowledge of information concerning:

{1)A mix-up of the device or its labeling with anothar article.

(2)Any advarse reaction, side ‘effect, injury, toxicity, or sensitivity
reaction that is attributable to the device and

{2)has not been addressed by the device's labeling or

(bYbas besn acdressed by the device's labeling, but is occurring with
unexpected severity or frequency.
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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 contribure %o death or serious injury
but axe not correctable by adjustments or gther maintenance procedures
described in the approved labgling. The report shall include a discussion of
the zpplicant's agsessment of the change, detericration or failure and any
propesed or implemented correctiva action by the applicant. When such avents
are correctable by adjustments or other maintenance procednres described in
the approved labeling, all such events known to the appiicant shall be
included in the Annual Report described under "Postappxroval Reporta" ghovae
unless specified ctherwise in the canditions of approval to this PMA. This
postapproval raport shall appropriately categorize these events and include
the number of reported and otherwise known instances of each category during
the raporting period. Additional information regarding the gvents discussed
gbove shall be submiteted by the applicant when determined by FDA to be
necessary to provide continuaed reasonable assurance of the safety and
affectivaness of the cevice for its iptended use.

EE:QBTING UNDER THE MEDICAL DEVICE REPORTING (MDR) REGULATION., Thes Medical
BDevice Reporting (MDR) Regulation became effective on December 13, 1984. Thi=
regulation was replaced by the reporrting requirementes of the Safe Medizal
Davicos Act of 1990 which became effective July 31, 1996 and requires that all
manufacturers awi importers of medical devices; including in virtro diagnostic
devicesd, report to the FDA whenever they receive or othexwise become aware of
information, from any sour¢e, that reasonaply suggests that a deviece marketed

‘by the manufactuxer or imperter:

{l}May have caused or contxibured to a death or serious injury: or

{2)Has malfunctioned and such device or similar deviece marketed by the
manufacturer or imposter would be likely to canse or centribhute to a
death or seriosus injury if the malfunction were to redur.

The same events subject to reporring under the MDR Regulation may also be
subject to the above "Adverse Reacrion and Device Defect Reporting™
requirements in the *Coanditions of Approval” for this PMA. FDA has determined
that such duplicavive reporting is unnecessary. Whanevar an event involving a
daviece is subjeet to reporting under both the MDR Regulation and the
"Conditions of Approval®™ for a PMA, the manufacturer shall submit the
appropriate reporrs required by the MDR Requlation within the time frames as
identified in 21 CFR 803.10(c) using FDA Form 3500A, i.e., 30 days after
beceming aware of a veportable death, ssrieus jinjury, or malfunction as
described in 21 CFR 803.50 and 21 CFR 803.52 and § days after hecoming aware
that a reportable MDR event zequires remedial action to prevent an
wnreasonable risk of substantial harm to the public health. The manufacturer
is responsible for submitting a basgeline report on FDA Form 3417 for a device
when the device model is first reported under 21 CFR 803.50. This baseline
report is vo include the PMA reference number. Any written report and itz
envelope is to be specifically identified, ¢.g., “Manufactuzxer Reporc,” “5-Day
Raport,” “Bageline Reporc,” etc. Any written xeport 18 to be submitted to:

Food and Drug Administyration

Center for Deviceg and Radiolecgical Health
Medical Device Reporting

FO Bex 3002

Rockville, Maryland . 20B47-3002

Copies of the MDR Regulation (FOD # 336&1336)and FDA publicationg entitled “An
Overview of the Medical Device Reporting Regulation” (FOD # 309) and “Medical
Device Reporting for Manufacturers” (FOD #987) are available on the CORE WWW
Homa Paga. Thay sre also avallable through CDRH's Fact-On-Demand (F«0=D] at
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~809- i equests for informaricn can be made by sending a
:ggsmlgazévcoﬁfgtggvzsg‘;n of Small Manufacsurers Assistance (DSMR) at 301~

443-8818.



