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NOTES/COMMENTS:
Eric,

Here's a copy of our FDA approval. rm on travel, but I can receive a fax by email- would you please fax
a copy of the new Novoste license for fg/dist/servicing and leak testing to me at 240 526 4584? Craig
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m±. Andrew M. Green
Director, Regulatory Affairs NOV -3
Novoste Coxp.
3890 Steve Reynolds Blvd.
Norcross, GA 30093

Re; P000018
Novosto Set•-CatY- System
Filed: April 17, 200C
Amended: May 25, 30 and 31, June I and 15, July 5, 6, 17

and 24, August 3, 4, 9, 11 and 31, geptember 6, S and

26, October 2 and 3C, 2000

Dear Mr. Green:

The Center f•r Devices azd kadiological Health (CDRH) of the Food and

Drug Administration (FDA) has completed its review of your premarket

approval application (PMA) for the Beta-Cath•u System. This device is

indicated to deliver beta radiation to the site of successful

Percutaneous Coronary Intervention (PCI) fow the treatment of in-stent

restaenosis in native coronary arteries with disorete ;esions

(treatable with a 20 mn balloon) in a reference vessel diameter

ranging from 2.7 mm to 4.0 mn. We are pleased to inform you that the

PMA is apprcved subect :o the conditions described below and in the

"Conditions of Approval" :enclosed). You may begin commercial

distribution of the device upon receipt of this letter.

The sale, distribution, and use of this device are restricted to

preseription use in accordance with 21 CFM 801.109 within the meaning

of section 520(e) of the Federal Food, Drug, anid Cosmetic Act (the

act) under the authority of section 515(d) (1) (8) (i) of -he act. FMA

has also determined -hat, to ensure the safe and eofecti-m use of the

device, the device is furzher restricted within the meaning of section

520(e) under the authority of auction 515(d) (1) (B) (ii], (1) insofar as

the labeling specify the eqoaiiremenms that apply to the training of

practitioners who may uze 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 postapproyal requirements in the enclosure, the

postapproval reporzs must include the following informazion:

I. FDA has concerns regarding the l.onq-term effect of the

radiation treatnernt. These concerns were also expzessed by

the Circulatozy System Devices Panel during the September 11,

2000, meeting. Therefore, please provide 5 year follow-up
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data for the cohort of the 3TART investigation. This

investigation should also capture data regarding the subjects

who presented with subsequent restenosis at the treatment

site. These data should be gathered in accordance with the

outline of the investigational protccol provided in your

October 30, 2000, submission. Please be advised that this

information should be incorporated into the labeling when the

study is complete.

2. FDA has concerns regarding the number of device failures and

malfunctions that occurred during the START investigation.
These concerns were also 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 the incidence of

device failures and ralJunations, are successful in reducing

the device failure and malfunction rate. These data should be
gathered in accordance with the outline of the investigational
protocol provided in your October 30, 2000, submiSsion.

Expiration dating fo= this device has been established and approved at

6 months. This is to advise you that thd protocol you used to

establish this expiration dating is considered an approved protocol

for the purpose of extending the expiration dating as provided by 21

CER 614.39(a) (7).

CDRH will notify the public of its decision to approve your P2nA by

making available a summary of the safety and effectiveness data upon

which the approval is based. The information can be found on the FDA

CDRH Internet HomePage located at
http://www.fda.gov/odrh/pmapage.hTml. Written requests for this

information can also be made. to the Dockets Management Branch, (HFA-

305), Food and Drug Administraticn, 5630 Fishers Lanw, Rm. 1061,

Rockville, MD 20852. The wrizten request should include the vMA

number or docket number. Within 30 days from the date that this

information is placed on the Internet, any intereszed person may seek

review of this decision by requesming an opporviunity for

aidnistrative review, either th:ough a hearing or review by an

independent advisory committee, ur.der section 515(g) of the Federal

Food, Drug, and Cosmetic Act (the act).

Failure to comply with the condi:ions of approval invalidates this

approval order. Co=ercial distribution of 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 before commercial

distribution of your device, you %ust submit an amendment to this PlA

submission with copies of all approved labeling in final printed tort.

As part of our reengineering effort, the Office of Device Evaluation

is piloting a new process for review of final printed labellng. The

labeling will not routinely be reviewed by FDA staff when FMA
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applicants include with their submission of the final printed labeling
a cover let:er stating that the final printed labeling is identical to
the labelin; approved in draft form. If the final nrinted labeling is
not identical, any changes from the final draft labeling should be
highlighted and explained in rhe amendment. Please see the CDRH Pilot
for Review of Final Printed Labeling document at
http://www.fda.qov/cdrh/prnat/pilotpmat.html for further details.

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 KLmhberly Bowie Peters at (301) 443-0243.

Sincerely yours,

Bexnakd S.Statiand, M.D., Ph.D.
Director
Office of Device Evaluation
Center ftv DeVices and

Radiologiucl Health

Enclosure
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issued: 3-4-aS

CONDITIONS Or APPROVAL

APPROVSD LABELZNG. As soon as possible, and before c*Mercial d£itributlon of
your device, submit vhcee copies of an amenctent to this PMA submission with
copies of all approved labeling in final printed form to the PM Doc•ment Mail
Center CHFZ-401), Center for Devices and Radiological Health, Food and Drug
Administration (FDA), 9200 Corporate Blvd.,p Rockville. Maryland 20850.

ADVERTTSEMENT. NO acvertlsemenr or other descriptive printed material issued
by the applicant or private label distributor with respect to this device
shall recoemmend or imply that the deviee may be used for any use that in not
included in the FDA approved labeling for the device. If the FDA approval
order has restricted the sale, distribution and use of the device to
prescription use in accordance w;th 21 CrR 901.109 and specified that this
restriction is being imposed in accordance with the provisions of section
520(e) of the act under the authority of section 515(d) (1) (S) (ii). of the act,
all advertisements and other descriptive prinited material issued by the
appliwmt or distributor with respect to the device shall include a brief
statement of the intended uses of the device and relevant warnings,
precautions, side effects and contraindicatiOfl.

PREMARKET APPROVAL APPLICATION (QtN SUPPLEMENT. Before making any change
affecting the safety or effectiveneso of the device, submit a PHA supplement
for review and approval by FDA unless the change is of a type for whieh a
"Special FM Supplement-Cuanges Being Effectedo is permitted under 21 C0R
814.39(d) or an alternate submission is permitted in accordance with 21 CPR
814.39(e). A PtA supplement or alternate submission shall comply with
applicable requirements under 21 CFt 814.39 of the final ruZe for Premarket
Approval of Medical Devices.

ALI situations which require a PMA supplement cannot be brisely swmarized,
please consult the PMA requlation 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
neoesnitate a labeling, manufacturing, or device modification.

A PHA supplement must be submitted if the device is to be modified and the
modified device should be subjected tO Aimal or laboratory or clinical

- testing designed to determine if the modified device remains safe and
effective.

A "Speoial PMA Suplement - Changes Being Zflected is limited to the
labeling, quality control and manu acturing process changes specified under 21
CYR 814.39(d)(2). Xt allows for the addition of, but not the replaament of
previously approved, qual•ty control specifications and test methods. These
changes may be implemented before FDA approval upon acknowledgment by FDA that
the submission is being processed au a "Special PM Supplement - Changes Being
Effected." This acknowledgment La i- addition to that issned by the PHI
Document Mail Center for all nMA supplements submitted. This procedure is not
applicrable to changes in device design, couposition, speoiicatifls,
circuitry, software or energy souxce.

I
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Alternate submissions permtt:ez under 21 CFR 814.39(e) apply to changes that
otherwise require approval of a PMA supplement before implementation of the
change and include the use of a 30-day PMA supplement or annual postapproval
repo". FDA-must have previously indicated in an -advisory opinion to the --
affegted industry or in ccrraspond4nce with the applicant that the alternate
submission is permitted €ro the change. Before such can occur, FDA and the
PMA applicanscs) involved mus; agree upon any needed testing protocol, test
results, reporting format, 3nformation to be reported, and the alternate
submission to be used.

?STAPPROVAL REPORTS. Continued approval of this YNA is contingent upon the
submissioa of postapproval reports required under 21 CPR 814.84 at intervals
of 1 year from the date of approval of the original PMA, . Postapproval reports
for supplements approved under the original FMA, if applicable, are to be
included In the next and aukequent annual reports for the original PMA unlessspecified otAerwlse in the approval order for the FKA supplement. Two copies
identified as "Annual Repo_•o and bearing the applicable PMW reference number
are to be submitted to the PMA Document Mail Center (RFZ-401), 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 tne period covered by the report and shall
include the following information required Dy 21 CFR 814.84t

(l)jdenrification of changes described in 21 CFR 814.39(a) and changes
reoired to be reported to FDA under 21 CYR 814.39(b).

(2) Bibliography and summary of the following infomation 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("relaeed" devices include devices which are the same or substantiallysimilar tO the applica.nt'a device); and

(blreports in the :ciencific literature concerning the device..

If, after reviewing the bil:1ography and summary, FDA concludes that agency
review of one or more of the above reports is required, the applicant shallsubmit two copies of each identl&ied report when so notified by FDA.-

ADVERSE REACTION AND DEVICE DEFECT REPORTING. As provided by 21 CII
814.82(a) (9), FDA has determined that in order to provide continued reasonable
ass•rance of the sagety and effectiveness of the device, the applicant shal1submit 3 copies of a written report identified, as applicable, as an "Aderse
Reaction err" or "Device Defect Be2oar" to the 2MA Document Mail Center
(HIfZ-401. Center for Devices and Radiological Realth, Food and Drug
Administration, 9200 Corporate Blvd., Rockville, Maryland 20850 within 10
days after the applicant receives or has knowledge of info=mation concerningq

(1)A mix-up of the device or its labeling with another article.

(2)Any adverse reaction, side -ffect, injury, toxicity, or sensitivity
reaction that is attributable to the device and

(alhas not been addressed by the device's labeling or

(b)has been addressed by the device's labeling, but is occurring with
unexpected severity or frequency.

2
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j3)Any significant chemical, physical or other change or deterioration in thedevice or any failure of the device to meet the specifications established inthe approved PMA that could not cause or contribute to death or serious injurybut are not correctabl, by adjusatments or other maintenance procedures
described in the approved labeling. The report shall include a discussion ofthe applicant's assessment of the change, deterioration or failure and anyproposed or implemented uorrevtive action by the applicant. When suct events
are correctable by adjustments or other maintenance procedures described inthe approved labeling, all such events known to the applicant shall be
included in the Annual Report aescribed under "PosTapproval Reports" aboveunless specified otherwise in the conditions of approval to this EMA. Thispostapproval report shall appropriately categorize these events and includethe number of reported and otherwise known instances of each category duringthe reporting period. Additional infoeation regarding the events discussedabove shall be submitted by the applicant when determined by FDA to benecessary to provide continued reajonable assurance of the safety andeffectiveness of the device for its intended se..
REORTZNG UNDER THE MEDICAL DEVICE REPORTING (MDR) UrGULTION. The Medical
Device Reporting (MDR) Regulation becare effective on December 13, 1984. Thisregulation was replaced by the reporting requirements of the Safe MedicalOevuees Act of 1990 which became effective July 31. 1996 and requires that allmanufacturers and importers of medical devices, including in vitro diagnosticdevices, report to rhe F whenever they receive or otherwise become aware ofinformation, from any source, that reasonably suqqests that a device marketedty the manufacturer or importer:

(1)May have caused or contributed to a death or serious injury: or
(2)Has malfunctioned and such device or similar device marketed by themanufacturer or impor•er would be likely to cause or contribute to adeath or serious injury if the malfunctlon were to redur.

The samw events subject to reporting under the MbR Regulation may also besubject to the above "Adverse Reaction and Device Defect Reporting"requirements in the "Conditions of Approval" for this PHA. FDA has determinedthat such duplicative reporting is unneceseary. Whenever an event involving adevice is subjeat to reporting under both the MDR Regulation and the"Conditions of Approval" for a PM, the manufacturer ehall Submit theapproptiate report5 re ir~e by the MOR Requgation within the time frames asidentified in 21 CfR 803.10(c) using FDA Form 3500A, i.e., 30 days afterbecoming aware of a reportable death, serious 1njury, or malfunction as
described in 21 CFR 803.50 and 21 CFR 603.52 and 5 days after becoming awarethat a reportable MDR event requires remedial action to prevent anauareauonable risk of substantial harm to the public health. The manufactureris responsible for submitting a baseline report on FDA Form 3417 for a devicewhen the device model is first reported under 21 CeR 803.50. This baseline
report is to include the PM reference number. Any written report and itsenvelops is to be specifically identified, e.g., "Manufacturer Report," 5-DayReport," "laseline Report," etc. Any written report is to be submitted to:

food and Drug Administration
Center for Devices and Radiological Health
Medical Device Reporting
F0 Box 3002
Rockville, Maryland. 20867-3002

Copies oa the MDR Regulation (MO 4 336&1336)and FDA publications entitled "R'nOverview of the Medical Device "porting Regulation" (TOD # 509) and "MedicalDevice Reporting for Manufacturers, (POD #987) are available an the CDRN MWHome Page. They are also available thUough CDRH's Faot-Ot-Delnd (r-0-01 at

3
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800-i99-0381. Written requests for information can be made by sending a
facsimile to CDRH'. Diviston of Small Kunufact-arers Assistance (OSMAI at 301-
443-8818.

4


