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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Memorandum
- DEC | 2 1997

Deputy Director, Office of Device Evaluation (HFZ-400)
Center for Devices and Radiological Health (CDRH)

Premarket Approval of GyneCare, Inc.'s THERMACHOICE™ UTERINE
BALLOON THERAPY™ (UBT) SYSTEM ~ ACTION

The Director, CDRH

ORA

ISSUE. Publication of a notice announcing approval of the
subject PMA.

FACTS. Tab A contains a FEDERAL REGISTER notice announcing:

(1) a premarket approval order for the above
referenced medical device (Tab B); and

(2) the availability of a summary of safety and
effectiveness data for the device (Tab C).

RECOMMENDATION.I recommend that the notice be signed and published.
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Kimber C. Richter, M.D.

Attachments

Tab A - Notice

Tab B - Order

Tab C - S & E Summary

DECISION

Approved \/// Disapproved Date Zl&ﬁbwnég4) Zé% /QQZZ

Prepared by J. Michael Kuchinski, CDRH, HFZ-470, 12-5-97, 594-1180



DRAFT

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

[DOCKET NO. ]

Gynecare, Inc. Premarket Approval of ThermaChoice™ Uterine

Balloon Therapy™ (UBT) System

AGENCY: Food and Drug Administration, HHS.

ACTION: Notice.

SUMMARY: The Food and Drug Administration (FDA) is announcing
its approval of the application by GyneCare, Inc., Menlo Park,

CA, for premarket approval, under the Federal Food, Drug, and

Cosmetic Act (the act), of the ThermaChoice™ Uterine Balloon

Therapy™ (UBT) System. After reviewing the recommendation of

the Obstetrics and Gynecology Devices Panel, FDA's Center for
Devices and Radiological Health (CDRH) notified the applicant, by
letter of December 12, 1997, of the approval of the application.
DATES: Petitions for administrative review by (insert date 30
days after date of publication in the FEDERAL REGISTER) .
ADDRESSES: Written requests for copies of the summary of safety
and effectiveness data and petitions for administrative review

to the Dockets Management Branch (HFA-305), Food and Drug
Administration, 12420 Parklawn Dr., rm. 1-23, Rockville, MD

20857.



FOR FURTHER INFORMATION CONTACT:

Colin M. Pollard,

Center for Devices and Radiological Health (HFZ-470),

Food and Drug Administration,

9200 Corporate Blvd.,

Rockville, MD 20850,

301-594-1180.

SUPPLEMENTARY INFORMATION: On June 17, 1997, GyneCare, Inc.,

Menlo Park, CA., submitted to CDRH an application for premarket
approval of the ThermaChoice™ Uterine Balloon Therapy™ (UBT)

Systen. The system is a thermal ablation device intended to
ablate the endometrial 1lining of the uterus in premenopausal
women with menorrhagia (excessive uterine bleeding) due to benign
causes for whom child bearing is complete.

On October 6, 1997, the Obstetrics and Gynecology Devices
Advisory Panel of the Medical Devices Advisory Committee, an FDA
advisory committee, reviewed and recommended approval of the
application.

On December 12, 1997 CDRH approved the application by a
letter to the applicant from the Director of the Office of Device
Evaluation, CDRH.

A summary of the safety and effectiveness data on which CDRH
based its approval is on file in the Dockets Management Branch
(address above) and is available from that office upon written
request. Requests should be identified with the name of the

device and the docket number found in brackets in the heading of

this document.



Opportunity for Administrative Review

Section 515(d) (3) of the act, (21 U.S.C. 360e(d)(3))
authorizes any interested person to petition, under section
515(g) of the act, for administrative review of CDRH's decision
to approve this application. A petitioner may request either a
formal hearing under 21 CFR part 12 of FDA's administrative
practices and procedures regulations or a review of the
application and CDRH's action by an independent advisory
committee of experts. A petition is to be in the form of a
petition for reconsideration under 21 CFR 10.33(b). A petitioner
shall identify the form of review requested (hearing or
independent advisory committee) and shall submit with the
petition supporting data and information showing that there is a
genuine and substantial issue of material fact for resolution
through administrative review. After reviewing the petition, FDA
will decide whether to grant or deny the petition and will
publish a notice of its decision in the FEDERAL REGISTER. If FDA
grants the petition, the notice will state the issue to be
reviewed, the form of the review to be used, the persons who may
participate in the review, the time and place where the review
will occur, and other details.

Petitioners may, at any time on or before (insert date 30
days after date of publication in the FEDERAL REGISTER), file
with the Dockets Management Branch (address above) two copies of
each petition and supporting data and information, identified
with the name of the device and the docket number found in

brackets in the heading of this document. Received petitions may



be seen in the office above between 9 a.m. and 4 p.m., Monday
through Friday.

This notice is issued under the Federal Food, Drug, and
Cosmetic Act (secs. 515(d), 520(h) (21 U.S.C. 360e(d), 360j(h)))
and under authority delegated to the Commissioner of Food and
Drugs (21 CFR 5.10) and redelegated to the Director, Center for

Devices and Radiological Health (21 CFR 5.53).

Dated: .
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’/C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

9200 Corporate Boulevard
Rockville MD 20850

Susan M. Aloyan ’
Director, Regulatory Affairs and Quality Assurance DEC 1 2 1997

GyneCare, Inc.
Ethicon, Inc.
a Johnson & Johnson Company
235 Constitution Drive
Menlo Park, California 94025

Re: P970021
ThermaChoice™ Uterine Balloon Therapy™ (UBT) System

Filed: June 17, 1997
Amended: August 21 and 29, October 21, November 3 and 25, 1997

Dear Ms. Aloyan:

The Center for Devices and Radiological Health (CDRH) of the Food and Drug Administration (FDA) has
completed its review of your premarket approval application (PMA) for the ThermaChoice™ Uterine Balloon
Therapy™ (UBT) System. This device is indicated for the treatment of menorrhagia (excessive uterine
bleeding) due to benign causes in premenopausal women for whom child bearing is complete. We are
pleased to inform you that the PMA is approved subject to 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 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 that 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 specifies 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, in order to gather long-term safety and effectiveness data, you must conduct a postmarket
approval study that will continue to follow subjects from the Gynecare Uterine Balloon Therapy™ (UBT)
Efficacy Study for a period of three years from the time of treatment. The protocol should address the

following parameters:

Need for hysterectomy or repeat ablation for continued or recurrent menorrhagia
Assessment of patient’s menstruation pattern

Adverse events and/or complications

Quality of Life Questionnaire

Patients’ pregnancy and contraception status

Diagnosis of malignancy of the uterus
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Reports will be submitted annually. Please be advised that the results of the long-term data must be included
in the labeling.

Expiration dating for this device has been established and approved at thirteen months. This is to advise you
that the protocol you specified in the PMA is considered an approved protocol for the purpose of verifying
the tentative expiration date and extending the expiration dating as provided by 21 CFR 814.39(a)(8).

CDRH will publish a notice of its decision to approve your PMA in the FEDERAL REGISTER. The notice
will state that a summary of the safety and effectiveness data upon which the approval is based is available to
the public upon request. Within 30 days of publication of the notice of approval in the FEDERAL
REGISTER, 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 the conditions of approval invalidates this approval order. 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.

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. Colin M. Pollard at
(301) 594-1180.

Sincerely yours,

KM&L fehdin
Kimber Richter, M.D.
Deputy Director
Office of Device Evaluation
Center for Devices and

Radiological Health

Enclosure



Issued: 5-2-95

CONDITIONS OF APPROVAL

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

ADVERTISEMENT. No advertisement or other descriptive printed material issued
by the applicant or private label distributor with respect to this device
shall recommend or imply that the device may be used for any use that is 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 with 21 CFR 801.109 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) (B) (ii) of the act,
all advertisements and other descriptive printed material issued by the
applicant 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 contraindications.

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
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 under 21 CFR 814.39 of the final rule for Premarket
Approval of Medical Devices.

All situations which require a PMA supplement cannot be briefly summarized,
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 Supplement - Changes Being Effected" is limited to the
labeling, quality control and manufacturing process changes specified under 21
CFR 814.39(d) (2). It allows for the addition of, but not the replacement of
previously 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 acknowledgment is in addition to that issued by the PMA
Document Mail Center for all PMA supplements submitted. This procedure is not
applicable to changes in device design, composition, specifications,
circuitry, software or energy source.




Alternate submissions permitted under 21 CFR B814.3S(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
report. FDA must have previously indicated in an advisory opinion to the
affected industry or in correspondence with the applicant that the alternate
submission is permitted for the change. Before such can occcur, FDA and the
PMA applicant(s) involved must agree upon any needed testing protocol, test
results, reporting format, information to be reported, and the alternate
submission to be used.

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 copies
identified as "Annual Report" and bearing the applicable PMA reference number
are to be submitted to the PMA Document Mail Center (HFZ-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 the period covered by the report and shall
include the following information required by 21 CFR 814.84:

(1) Identification of changes described in 21 CFR 814.39(a) and changes
required to be reported to FDA under 21 CFR 814.39(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, FDA 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
submit 3 copies of a written report identified, as applicable, as an "Adverse
Reaction Report" or "Device Defect Report" to the PMA Document Mail Center
(HFZ-401), Center for Devices and Radioclogical Health, Food and Drug
Administration, 9200 Corporate Blvd., Rockville, Maryland 20850 within 10
days after the applicant receives or has knowledge of information concerning:

(1)A mixup of the device or its labeling with another article.

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

(a)has 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.



(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, and
requires that all manufacturers and importers of medical devices, including in
vitro diagnostic devices, report to FDA whenever they receive or otherwise
became aware of information that reasocnably suggests that one of its marketed

devices
(1)may have caused or contributed to a death or serious injury or

(2)has malfunctioned and that the device or any other 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 under 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 unnecessary. Whenever an event involving a
device is subject to reporting under both the MDR Regulation and the
"Conditions of Approval" for this PMA, you shall submit the appropriate
reports required by the MDR Regulation and identified with the PMA reference

number to the following office:

Division of Surveillance Systems (HFZ-531)
Center for Devices and Radiological Health
Food and Drug Administration

1350 Piccard Drive, 340

Rockville, Maryland 20850

Telephone (301) 594-2735

Events included in periodic reports to the PMA that have also been reported
under the MDR Regulation must be so identified in the periodic report to the
PMA to prevent duplicative entry into FDA information systems.

Copies of the MDR Regulation and an FDA publication entitled, "An Overview of
the Medical Device Reporting Regulation,™ are available by written request to
the address below or by telephoning 1-800-638-2041.

Division of Small Manufacturers Assistance (HFZ-220)
Center for Devices and Radioclogical Health

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857
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III.

SUMMARY OF SAFETY AND EFFECTIVENESS DATA:
ThermaChoice™Uterine Balloon Therapy™ System

GENERAL INFORMATION

DEVICE GENERIC NAME: Thermal Balloon Endometrial
Ablation Therapy

DEVICE TRADE NAME: ThermaChoice™ Uterine Balloon
Therapy™ (UBT) System

APPLICANT’S NAME AND ADDRESS: Gynecare, Inc.

235 Constitution Drive
Menlo Park, CA 94025

PREMARKET APPROVAL APPLICATION

(PMA) NUMBER: P970021
DATE OF PANEL RECOMMENDATION: October 6, 1997
DATE OF NOTICE OF DEC 1 2 1997

APPROVAL TO THE APPLICANT:

INDICATIONS FOR USE

The ThermaChoice™ Uterine Balloon Therapy™ (UBT) System is a thermal ablation
device intended to ablate the endometrial lining of the uterus in premenopausal women
with menorrhagia (excessive uterine bleeding) due to benign causes for whom child

bearing is complete.

DEVICE DESCRIPTION

The following includes a pictorial representation of the UBT System and a brief
description of the device including the functional components and the properties of the
device relevant to the treatment of menorrhagia.

The ThermaChoice™ Uterine Balloon Therapy™ (UBT) System is a software controlled
device designed to ablate endometrial tissue by thermal energy heating of sterile
injectable fluid (5% dextrose in water) within a latex balloon. The ThermaChoice™
UBT System consists of a controller with power cord, single-use sterile catheter, and

umbilical cable.

PMA P970021: Summary of Safety and Effectiveness Data

Page 1

GYNECARE ThermaChoice™ Uterine Balloon Therapy™ System



Figure 1 - ThermaChoice Uterine Balloon Therapy System
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The umbilical cable connects the catheter electronically to the controller. The single-use
catheter is supplied sterile and includes a shielded heating element and two
thermocouples surrounded by a balloon which has a tube for fluid pressure measurement.
The tube connects to a pressure port located on the front panel which is connected to a

pressure transducer internal to the controller.

A microprocessor in the controller controls indicators, displays, alarms and catheter
functions. The software contained in this medical device completely controls time and
temperature for thermal ablation. The software converts sensor inputs and provides for
the display of temperature, pressure, and therapy time. During normal operation, the
software controls the heater, calculates the therapy time, provides alerts and user
messages to prompt the required user input. For safety purposes, the software provides
hazard warning and automatic shutdowns for specific hardware and user errors. In
addition, specific hardware backups provide safety shutdown in the event of software

failure.

During use, the catheter is inserted into the uterus and the latex balloon at the distal tip is
filled with 2 to 30 mL of sterile, injectable fluid (5% dextrose in water). Fluid pressure is
manually adjusted to 160-180 mmHg (optimal) for 30-45 seconds. The heating element
within the balloon can be manually activated if the pressure is above 150 mmHg. The
system achieves endometrial ablation by maintaining the fluid temperature at
87°C (188°F) for an 8 minute cycle. At the completion of the heat cycle, the fluid inside
the balloon is withdrawn and the balloon catheter is removed from the uterus. The
balloon catheter is then disconnected from the umbilical cable and discarded. The balloon

catheter is not intended for reuse.

Safety features incorporated into the device will stop the procedure should pressure
variations occur that are greater than 210 mmHg or less than 45 mmHg after device
activation. In addition, if the temperature inside the balloon exceeds 95°C (203°F) for 2
seconds, or falls below 75°C (167°F) for 15 seconds, or is unable to reach 87°C (188°F)
within 4 minutes of pre-heating, the controller will shut down the heating element and the

procedure will terminate.

PMA P970021: Summary of Safety and Effectiveness Data Page 2
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IV. CONTRAINDICATIONS, WARNINGS, AND PRECAUTIONS
CONTRAINDICATIONS

e A patient who is pregnant or who wants to become pregnant in the future.

e A patient with a history of latex allergy or who has demonstrated a sensitivity to latex
material.

e A patient with known or suspected endometrial carcinoma (uterine cancer) or pre-
malignant change of the endometrium such as unresolved adenomatous hyperplasia.

e A patient with any anatomic or pathologic condition in which weakness of the
myometrium could exist, such as history of previous classical cesarean sections or
transmural myomectomy.

o A patient with active genital or urinary tract infection at the time of procedure (e.g.,
cervicitis, vaginitis, endometritis, salpingitis, or cystitis).

e A patient with an IUD currently in place.

WARNINGS

Failure to follow any instructions or to heed any warnings or precautions could
result in serious patient injury.

o The device is intended for use only in women who do not desire to bear children
because the likelihood of pregnancy is significantly decreased following this
procedure.

o Endometrial ablation using the ThermaChoice™ UBT System is not a sterilization
procedure. Pregnancies after ablation can be dangerous for both mother and fetus.

¢ Endometrial ablation procedures using the ThermaChoice™ UBT System should be
performed only by medical professionals who have experience in performing
procedures within the uterine cavity such as IUD insertion or dilation and curettage
(D & C) and having adequate training and familiarity with the ThermaChoice™
system.

o Endometrial ablation procedures do not eliminate the potential for endometrial
hyperplasia, or adenocarcinoma of the endometrium and may mask the physician’s
ability to detect or make a diagnosis of such pathology.

e The UBT balloon catheter is for single use only — do not reuse, or resterilize.

e Do not treat patients for more than one 8 minute therapy cycle in a given treatment
session because of the potential for transmural injury to the uterus or injury to
adjacent viscera.

¢ Use caution not to perforate the uterine wall when sounding the uterus or inserting the
UBT balloon catheter. If a perforation is present, the procedure should be terminated

immediately.

PRECAUTIONS

e The UBT balloon catheter, controller, and umbilical cable are designed as a system.
To ensure proper function, never use other components with the UBT system.

>,
l D PMA P970021: Summary of Safety and Effectiveness Data Page 3
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e A starting pressure of 160 - 180 mmHg is recommended and typically requires 6-15
cc of fluid and may require as much as 30 cc. Titration to achieve a stable pressure
(no fluctuations greater than + 10 mmHg for at least 30 sec) prior to activating
the heating element is critical to proper functioning of the device. When
inserting fluid, do not exceed a pressure of 200 mmHg. Typically, pressure levels
decline slowly during the course of the procedure as the uterus relaxes. If a pressure
of 160 - 180 mmHg cannot be reached with 30 cc or less of fluid, or if there is a rapid
drop in pressure, remove balloon catheter and check for catheter leak and/or uterine
perforation. Never add additional fluid during a therapy cycle. Rapid loss of
pressure during a therapy cycle may indicate a uterine wall defect is present.
Adding additional fluid to the balloon may create (or exacerbate if already
present) a uterine wall defect such as perforation.

e Those patients who have undergone endometrial ablation and are later placed on
hormone replacement therapy should have a progestin included in their regimen in
order to avoid the increased risk of endometrial adenocarcinoma associated with
unopposed estrogen replacement therapy.

e The safety and effectiveness of the ThermaChoice™ UBT System has not been fully
evaluated in patients:
¢ with a large uterine cavity (>30 cc in volume or uterine sound >10 cm);
¢ with a small uterine cavity (<2 cc in volume or uterine sound < 6 cm);
¢ with submucosal myomas, a bicornuate or septate uterus or a previous

endometrial resection/ablation;
¢ undergoing repeat endometrial ablation procedures; and,
¢ who are post-menopausal.

V. ADVERSE EFFECTS OF THE DEVICE ON HEALTH

In a study of 134 patients treated with UBT, (intent to treat randomized UBT patients
(n=131) plus 3 patients initially randomized to rollerball group but treated with UBT),
adverse events were reported as: endometritis (3 cases), urinary tract and vaginal
infection (1 case), and post-coital bleeding (1 case). Endometritis was reported in 2.1%
of patients. Infections and post-coital bleeding were each reported at rates of less than
1.0%. The overall rate of postoperative adverse events was 3.7%. Treatment to resolve
these adverse events included administration of antibiotics for the infections and
dilatation and curettage (D&C) for the one case of post-coital bleeding. (See Table 3.)

Pelvic Cramping
Post-treatment pelvic cramping described as mild, moderate or severe, was reported by
91.8% (123/134) of the UBT patients. No medical intervention was required for these

patients. (See Table 1.)

/ L/ PMA P970021; Summary of Safety and Effectiveness Data Page 4
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Table 1
Pelvic Cramping Related to Uterine Balloon Therapy

Reported Severity Occurrences Percentage (%)
n=134
None 11 8.2
Mild 46 343
Moderate 64 47.8
Severe 13 9.7

Nausea/Vomiting

There were 32 reports of nausea/vomiting (23.9%) in the immediate recovery period
following the UBT procedure, i.e., within 24 hours of the procedure. There was 1 report
of severe nausea/vomiting following a UBT the required medical intervention.

Perforation of the Uterus and Hematometra

Although these were not reported in the U.S. clinical trial, there was one report each of
uterine perforation and hematometra from an international experience of approximately
3000 patients treated with the UBT System.

Vaginal Discharge
Patients were asked to report any vaginal discharge for the first 30 days following the

UBT procedure. A total of 74.6% (100/134) of the patients experienced serosanguineous
discharge. No medical intervention was required.

Other Potential Adverse Effects
The following adverse effects might be expected (potential), but have not yet been
observed in the clinical study of the ThermaChoice™ UBT System:

o Rupture of the Uterus

o Thermal Injury to Adjacent Tissue

e Heated Liquid Escaping into the Vascular Spaces and/or Cervix, Vagina,

Fallopian Tubes, and Abdominal Cavity

Electrical Burn

Allergic Reaction to Latex

Hemorrhage

Infection

Pregnancy - Pregnancy following endometrial ablation is dangerous for both the

mother and fetus.

e Post-Ablation-Tubal Sterilization Syndrome - This is a complication following
endometrial ablation in women who have also previously undergone tubal ligation.
The pathophysiology of this condition is believed to be related to the regeneration of
endometrium in the cornual areas of the uterus. Blood from these glands can flow
back into the proximal fallopian tubes in cases where the lower uterine segment is
extensively scarred. The proximal oviduct becomes filled with blood and fluid
causing symptoms similar to those of an ectopic pregnancy.

PMA P970021: Summary of Safety and Effectiveness Data Page 5
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VI. ALTERNATE PRACTICES OR PROCEDURES
The following alternate practices and procedures are currently available to treat excessive
uterine bleeding:
¢ Drug Therapy
Drug therapy using estrogen-progestogen combinations, such as those found in oral
contraceptives or progestogens (progesterone) by themselves are most often
employed for the treatment of menorrhagia. Other classes of drugs used include
androgens such as danocrine, GnRh agonists, non-steroidal anti-inflammatory drugs
(NSAIDs) and anti-fibrinolytic medications.
e Dilatation and Curettage (D&C)
D&C is generally used in conjunction with drug therapy and is performed as a
diagnostic or therapeutic procedure in which the uterine contents are either scraped
away by an instrument or removed through vacuum aspiration.
e Hysteroscopic Endometrial Ablation
Hysteroscopic endometrial ablation is a minimally invasive surgical procedure which
utilizes a resectoscope or operating hysteroscope, a video monitor, a fluid distention
medium such as glycine or sorbitol, and a surgical ablation device such as an
electrode loop, rollerball or laser.
e Hysterectomy
The most common surgical procedure, and only definitive treatment performed for
excessive menstrual bleeding, is hysterectomy.
VII. MARKETING HISTORY
The ThermaChoice™ Uterine Balloon Therapy™ (UBT) System (formerly EASy™)
became commercially available in January, 1995, for international market. To date, the
UBT system is available to 30 countries in six continents. The UBT system has not
been withdrawn from any market due to any reason related to the safety or efficacy of the
device. '
VIII. SUMMARY OF PRECLINICAL STUDIES
A. LABORATORY STUDIES (NONCLINICAL STUDIES)
o PERFORMANCE TESTING MECHANICAL
Volume-to-Burst Test - 61 devices were tested to determine the level of safety and
point of failure by comparing burst volume to actual use volume. The actual
maximum use volume is 30 cc and the average burst volume was 4010 cc and the
average maximum pressure was 30 Ib.
PMA P970021: Summary of Safety and Effectiveness Data Page 6
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Volume Burst Pressure Test - 60 devices were tested to determine the level of safety
and point of failure by comparing burst pressure to actual use pressure. The actual
use pressure is 160-180mmHg and the average burst pressure was 719 1b. There were
no failures reported.

Balloon Attachment Pull Test - 60 devices were pull tested to determine if the
device met the design specification of 1 Ib. pull force without balloon detachment and
leakage. The average applied pull force was 1.07 Ib. There were no failures reported.

Balloon Insertion Test - 65 devices were push tested to determine if the device met
the design specification of 2.25 1b. without any failures. The average insertion force
was 4.1 Ib. There were no failures reported.

Balloon Attachment Twist Test - 62 devices were twisted 360° around the catheter
axis and returned to original position to determine the level of failure. All tested units
survived the twist test. There were no failures reported.

Catheter Tube 90 Degree Bend Test - 46 devices were tested by the bend test. The
bend test was conducted by bending the catheter 90° in one direction, then back to the
original position, and then bending the device 90° in the opposite direction. This
cycles was repeated for 8 cycles. 45 catheters survived the test without any failure. 1
catheter was cracked but no leakage was observed.

Catheter Tip Deflection Test - 46 devices were deflected at the catheter’s end to
determine if the device would meet a 0.5 inch deflection. The force at maximum
deflection (0.5 in) was measured and the average force was 6 lb. There were no
failures reported.

Pressure Line Pull Strength - 60 devices were tested to determine the force
necessary to pull the pressure line from the device is 5 Ib. The average force was
found to be 8.5 Ib. There were no failures reported.

PERFORMANCE TESTING ELECTROMAGNETIC COMPABILITY

Emissions And Susceptibility (Immunity) - Testing was performed by two
independent test houses for emissions and susceptibility (immunity). This testing was
based on the EN 5501, and IEC 801-2, 3, 4, and 5 standards. There were instances of
recoverable device failure which were determined to be clinically acceptable.

PERFORMANCE TESTING ELECTRICAL SAFETY

Electrical Safety Testing - Electrical safety testing was performed based on
IEC 601 1. The testing performed included temperature rise, dielectric strength, leakage
current, and impact testing. The device passed this testing without failure.

PMA P970021: Summary of Safety and Effectiveness Data Page 7
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PERFORMANCE TESTING HEATING ELEMENT AND SENSORS

Heating Element and Sensors - The heating element and sensors are tested to
confirm accuracy and response time. These components performed to the design

specification.
SOFTWARE VALIDATION

Software Validation - Software validation addressed the following items: device
hazard analysis, software requirements specification, requirements for validation
traceability analysis, software test and validation procedures. All documents were
presented and evaluated. As a result, the software presented with this medical device
should operate safely and effectively for the specified software requirements.

HAZARD ANALYSIS VERIFICATION TESTING

Hazard Analysis - Hazard Analysis has been conducted on the product, including
controller, catheter, umbilical cable and power cord. Failure Mode and Effect Analyses
(FMEA) has also been performed on the controller, the catheter, the umbilical cable and
the power cord. These FMEAs helped in product development to identify potential
failure modes and severity of failure, and thus, helped to eliminate or reduce their
occurrence through design and design changes. These tests have also been used in
performing QC tests on the device during manufacture and to validate the device

design.
MICROBIOLOGICAL (STERILITY) TESTING

Microbiology tests are performed on a regular basis to monitor the overall
sterilization process of the disposable UBT catheter and to assess and requalify the
sterilization cycle. Biological Indicator testing is used to monitor every sterilized lot.

Bioburden testing is periodically performed to monitor the manufacturing procedures

and revalidation is to be conducted as appropriate. Other testing were performed to
assure that the integrity of the packaging pouch will be maintained during the
sterilization process and during shipping. These tests insure seal integrity of the pouch
containing the sterile, single-use catheter.

MATERIAL SAFETY (TOXICOLOGY)

Biocompatibility/Toxicity Testing

Biocompatibility testing was conducted on the sterilized UBT catheter assembly to
assure that the materials were safe for use in a medical device which involves tissue
contact. Components of the UBT catheter passed the following biocompatibility
tests: Cytotoxicity (MEM elution L-929 mouse fibroblast cells), Hemolysis (rabbit
blood), Systemic Toxicity (mouse), Sensitization (dermal, saline and cottonseed oil in
rabbits), Vaginal Irritation, Pyrogenicity (rabbit), and Mutagenicity (Ames
Salmonella). Following minor modifications to the device, additional Cytotoxicity

PMA P970021: Summary of Safety and Effectiveness Data Page 8
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studies were performed to ensure biocompatibility. Biocompatibility testing were
performed in accordance with Good Laboratory Practices (GLP) on final finished
devices except the Mutagenicity and Hemolysis testing.

SHELF LIFE VALIDATION

Shelf life studies include an accelerated aging study to establish the 13-month Shelf Life
for the UBT catheter. The accelerated aging study has been completed, and a real time
aging study is underway.

Real time aging under the UBT Catheter (P/N 00325)-Aging Study - Master Protocol,
includes real time testing to address balloon expansion to failure and balloon twist
testing, functional testing, pull strength (5 1b pull force), seal integrity, sterility test, and
product packaging evaluation. These tests will verify the latex membrane’s (balloon),
and packaging system’s integrity and the catheter’s properties over time.

ANIMAL STUDY

Gynecare conducted an animal study to evaluate potential effects of bursting of the
UBT balloon during an ablation procedure. This study evaluated the histological effects
on porcine uterine and cervical tissue from 1 animal, after the balloon was intentionally
burst during an endometrial ablation procedure. The temperature of the uterine surface
was measured prior to the procedure. The UBT balloon catheter was inserted into the
uterus and heated to a temperature of 87°C (188°F). The uterine surface and cervix
temperature were recorded. Hysteroscopic scissors (1 mm diameter) were then inserted
through the cervical os to puncture the balloon. The temperature of the extravasated
fluid was recorded. The pig was euthanized and the uterus and surrounding tissues were
removed for histological examination. The thermocouple readings from the uterine
surface showed an increase from 32.8°C prior to the procedure to 33.3°C during the
procedure when the balloon temperature was 87°C. Histological evaluation of the

-tissue samples showed that only the inner uterine surface adjacent to the balloon

exhibited thermal damage. No thermal injury occurred in the mid portion of the uterus
or the uterus near the cervical os. Thermal injury to uterine sites not adjacent to balloon
placement did not occur. Nevertheless, given the differences between the porcine
model in relation to the human uterus and that 1 animal was evaluated, this test model’s

applicability in humans is limited.

VIII. SUMMARY OF CLINICAL STUDIES

A. Ex Vivo and FEASIBILITY CLINICAL STUDIES

Extirpated Uteri Studies
Gynecare conducted two clinical studies to evaluate use of the UBT System on freshly

excised human uteri. The study objectives of the first study were to measure the
temperature at the serosal, myometrial and endometrial surfaces of the human uterus

PMA P970021: Summary of Safety and Effectiveness Data Page 9
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during ex vivo ablation and to evaluate the depth of ablation using histological
techniques. Following ablation, the excised human uteri were compared histologically
to a control uterus that had undergone a "sham" endometrial ablation procedure. This
study was intended to develop the techniques for taking temperature measurements and
preparing samples for histological evaluation during an in vivo study to be conducted.

In a second study, the UBT catheter was compared to modified catheters for future
R&D prototype development. The preceding study showed that serosal temperatures
remained within a safe, physiological range during UBT and both studies showed that
the depth of thermal injury following UBT was sufficient to produce thermal necrosis
without risking transmural injury.

Feasibility Study

Gynecare conducted a feasibility study under investigational device exemptions (IDE)
Number G940155 to evaluate the safety of the UBT system by examining the thermal
effects on uteri immediately after ablation. The study was conducted to assess that
the heat applied during the ablation procedure is localized to the endometrium and
superficial myometrium without affecting deeper tissue. A total of 12 thermocouples
were placed on the external and internal surfaces of the uterus in order to measure the
serosal, myometrial and endometrial temperatures during eight ablation procedures
(and one sham procedure) which took place immediately prior to scheduled
hysterectomy. Macroscopic and microscopic observations were made to determine
the uniformity and depth of ablation. Histology was performed on tissue taken from
similar uterine sites as were the temperature measurements attained during the

procedure.

Study results were comparable to those observed in the extirpated uteri studies in that
thermal cellular injury to the endometrium after UBT was sufficient to conclude that
the desired clinical effect could be anticipated. Furthermore, there was no histologic
evidence or temperature elevation noted at the serosal level which might cause
concern for a potential risk of transmural injury to adjacent structures.

. UNITED STATES MULTI-CENTER CLINICAL INVESTIGATION

Study Objectives

The study objectives were to identify any complications or adverse effects that may
occur as a result of using the UBT system, and to evaluate the safety and effectiveness
of the UBT system compared with hysteroscopic endometrial ablation (rollerball
ablation) in eliminating or reducing excessive menstrual bleeding from benign causes
in women who no longer wished to retain fertility.

Study Hypothesis
The clinical study proposed that UBT is as safe and effective as the hysteroscopic

rollerball procedure in treating excessive uterine bleeding.

PMA P970021: Summary of Safety and Effectiveness Data
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¢ Study Design
This study was designed as a randomized, prospective, multi-center clinical
investigation to evaluate a minimum of 216 women with excessive uterine bleeding at
14 investigational sites in order to determine the safety and effectiveness of the UBT
endometrial ablation system as compared to rollerball ablation. Uterine bleeding as
documented in patient diaries pursuant to the validated methods of Higham' et al., was

defined as the primary study endpoint.

¢ Study Procedure Methods

Demographic information and gynecological history were recorded, and patients were
evaluated for a minimum of 1 month prior to the procedure to determine their suitability
for study entry. Subjects were to have at least a three-month documented history of
menorrhagia complicated by failed medical therapy due to inadequate response, side
effects, non-compliance or contraindications. Patients were examined at regular
intervals up to one year and will continue to be followed for a total of three years post-
procedure. All patients signed Patient Informed Consent.

Uterine bleeding was documented in patient diaries and subsequently scored by the
investigator in the assessment of patient bleeding. All complications and adverse events
were documented and reported. Protocol deviations and device failures were also
recorded. Patients completed Quality-of-Life Questionnaires prior to the procedure and
at 6, 12, 24 and 36 months after the procedure.

Patient inclusion criteria included:

0 pre-menopausal females over 30 years of age and in good general health;

0 history of excessive uterine bleeding for a minimum of 3 months pre-procedure
and failed traditional medical therapy;

0 completed menstrual diary score greater than 150 for at least one month;

uterine cavity sound measure between 4 and 10 cm; and,

¢ normal Pap smear and benign endometrial pathology (biopsy) within 6 months of
procedure.

<

Because endometrial ablation is known to significantly reduce fertility, the population
was limited to study subjects for whom child bearing was complete.

Patient exclusion factors included:

0 previous endometrial ablation procedure or previous uterine surgeries or any
uterine surgery in which thinning of the uterine musculature occurs;

0 submucous fibroids, polyps or septate uterus as determined by hysterography,
hysteroscopy, or ultrasonography within 6 months;

! Higham, J.M., O’Brian, P.M.S., Shaw, R.W. Assessment of menstrual blood loss using pictorial chart. British
Journal of Obstetrics and Gynaecology 1990;97:734-739.
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0 active pelvic inflammatory disease (PID), or recurrent chronic PID, active
inflammatory bowel disease, active genital or urinary tract infection;

0 sensitivity to latex.; and,

0 pregnant or wants to become pregnant.

¢ Study Period and Population

Following FDA and IRB approvals, the first patient was randomized into the study in
December, 1995 and treated in January, 1996. All patients were entered into the
study by September 30, 1996. Final one-year follow-up was completed in September,
1997.

Once patient eligibility was confirmed and written informed consent was obtained,
each woman was stratified by appropriate age grouping (< 40 or > 40 years) and
randomized into either the UBT treatment group or the rollerball control group.

A total of 275 women were randomized in this study, 137 into the UBT group and
138 into the rollerball control group. Three groups of patients have been defined for

analysis:

¢ Intent-to-Treat Group (all randomized patients; n=275);
¢ Safety Evaluation Group (all anesthetized patients; n=260);
0 Efficacy Evaluation Group (all patients completing one-year follow-up; n=239).

Demographics and Gynecological History
Baseline pre-procedure demographics and gynecological history are summarized in

Table 2.

From the analyses of the demographic and gynecologic history variables, it was
concluded that baseline variables were equivalent between the UBT and rollerball
treatment groups. As a result, it was valid to compare the procedure outcomes of the

“two groups.

Analyses of the baseline variables in the Intent-to-Treat group (all patients
randomized into the study) demonstrated that only those variables normally
associated with age (age, onset of menorrhagia, number of years with menorrhagia
and uterine cavity length) were found to be different across the two age strata. All
other baseline variables (above Table) did not vary as a function of age. Therefore,
no important or unexpected differences between the two age groups due to baseline
demographic or gynecological factors were found to prevent pooling of the data
across age strata.

With no unexpected or unexplained differences in variables found among sites, it was
also concluded that pooling results from all sites was valid.

PMA P970021: Summary of Safety and Effectiveness Data Page 12
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Table 2 Demographic and Gynecological History.
Comparison Between UBT and Rollerball Ablation Treatment Groups

Demographic Characteristic and | Uterine Balloon Hysteroscopic
Gynecological History Therapy Rollerball
Race

Caucasian 81.8% 80.4%

African American 13.9% 13.0%

Other, e.g., Hispanic, Asian, etc. 4.3% 6.6%
Age 40.4 (+4.8) 40.7 (+5.0)
Body Mass Index (BMI kg/m?) 29.1 (+7.8) 282 (+6.9)
(Obesity defined as BMI > 27.3 kg/m>.)
Age at the onset of menorrhagia 29.6 (+9.8) 29.7(+9.7)
Menstrual diary scores 552.5(+712.2) 570.5 (+ 562.1)
Baseline diary scores 73-4590 155-3650
Bleeding cycle length (days) 6.9(+3.2) 7.2 (+2.6)
Uterine cavity depth (cm) 8.5(+1.3) 8.6(+1.2)
Anteverted Uterine position 59.1% 63.8%
Hemoglobin 12.7 (+ 1.4) g/dl 12.5 (+ 1.6) g/dl
Hematocrit 37.8% (+ 3.8) 37.1% (+ 4.1)
Pre-menstrual syndrome (PMS) 91.2% 91.3%
Dysmenorrhea (painful menses) 92.7% 95.0%
Menstrual bleeding prevents 39.7% 41.9%
working outside home

¢ Device Procedural Incidents

Product procedural incidents were reported in 18.7% (25/134) of attempted Uterine
Balloon Therapy™ procedures and 10.3% (13/126) of the attempted rollerball cases;

‘none of the incidents jeopardized patient safety. The procedural incidents ranged

from equipment failures to user or other procedural errors where the procedure
discontinued or delayed and resulted in lengthening the procedure. The incidents
were the results of multiple issues and included catheter priming problems, pressure
titration problems (over or under pressure), patient response variations, clinical
experience with a new product, packaging, and in some cases, design shortcomings.
Modifications to both catheter and controller have been implemented to address many
of the issues reported.

Operative Time
The time elapsed for each ablation procedure was calculated in the Safety Evaluation

group as the number of minutes between the time of completion of surgical
preparation to the time that the ablation device was removed from the uterus.
Recorded times included a pre-ablation three-minute suction curettage in all cases.
Recorded times also included time necessary for trouble-shooting device performance
incidents.

PMA P970021: Summary of Safety and Effectiveness Data
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The mean UBT time of procedure was 27.4 (+ 11.8) minutes as compared to 39.6 (+
14.7) minutes for rollerball. The percentage of UBT cases that were completed in
30 minutes or less, 71.0% (93/131), was significantly higher than the 28.6% (36/126)
of rollerball cases which were completed in 30 minutes.

Anesthesia
The study protocol did not dictate what type of anesthesia was to be used; the

decision was left up to the investigator, anesthesiologist and patient. Looking at the
Safety Evaluation group, 53.7% (72/134) of the UBT procedures were completed
with general anesthesia while 84.1% (106/126) of the rollerball cases were performed
with general anesthesia. Intravenous sedation was used in 38.8% (52/134) of the
UBT cases as compared to 14.3% (18/126) of the rollerball cases.

UBT-Related Adverse Events

There were no intra-operative adverse events and four post-operative adverse events
related to Uterine Balloon Therapy (Safety Evaluation group). In a study of 134
patients treated with UBT, (intent to treat randomized UBT patients (n=131) plus 3
patients initially randomized to the rollerball group but treated with UBT), adverse
events were reported as: endometritis (3 cases), urinary tract and vaginal
infection (1 case), and post-coital bleeding (1 case). Endometritis was reported in
2.1% of patients. Infections and post-coital bleeding were each reported at rates of
less than 1.0%. The overall rate of postoperative adverse events was 3.7%. The
single report of post-coital bleeding resulted from a polypoid endometrial
inflammatory response.  Treatment to resolve these adverse events included
administration of antibiotics for the infections and dilatation and curettage (D&C) for
the one case of post-coital bleeding. (See Table 3.)

Table 3 - Adverse Events Related to
Uterine Balloon Therapy™ and Rollerball Ablation

Safety at 12 Months
THERMACHOICE ROLLERBALL
(n=134) {n=126)
Intraoperative Adverse Events None (0%) 2 fluid overloads
I cervical laceration
I uterine perforation
3.2%)
Postoperative Adverse Events 1 post-coital bleeding 1 endometritis
3 endometritis 1 hematometra
1 UTI 1 PATSS!
(3.7%) (2.4%)
Mean Procedure Time (minutes) 27.4** 39.6**
Cases Performed Under General Anesthesia 53.7%** 84.1%**
TPATSS = post-ablation-tubal sterilization syndrome.
*Not statistically different (P > 0>05). ** Statistically significant (P< 0.05).
PMA P970021: Summary of Safety and Effectiveness Data Page 14
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¢ Anticipated Clinical Events Post-Ablation

There are several clinical events that are normal and expected consequences of
endometrial ablation, either by rollerball or uterine balloon therapy. These responses
include pelvic cramping (See Table 1.), vaginal discharge and nausea/vomiting.
These types of adverse events would be anticipated with this type of procedure.

Efficacy at One Year: Diary Scores

Study results demonstrated that the two treatment groups had the same therapeutic
outcome twelve months following ablation, as measured by diary scores of < 75.
There were 239 patients completing twelve months of follow-up (125 UBT and 114
RB) who were included in the Efficacy Evaluation Group. Two patients who had
hysterectomies (1 UBT and 1 RB) for menorrhagia prior to completing follow-up
were included in success/failure calculations as treatment failures. The overall success
rates as measured by menstrual diary scores twelve months post-procedure were
comparable in the Efficacy Evaluable Groups and are shown in Table 4. The UBT
group showed an 80.2% (101/126) success rate compared to 84.3% (97/115) for the
rollerball group. The difference is not statistically significant.

Table 4 - Success Rate at Twelve Months (Efficacy Evaluable Group)

Twelve Month Evaluation UBT RB
Success Rate n=126* n=115*
No. Diary Score <75 (%) 101 (80.2%) 97 (84.3%)
95% Confidence Interval (73.2%, 87.2%) (77.6 %, 90.9%)

*Two patients, 1| UBT and 1 RB, considered treatment failures in primary endpoint analysis
for having a hysterectomy prior to one-year follow-up as a result of continued menorrhagia.

The success rates for the age group strata in UBT-treated patients (Efficacy

'Evaluation Group) were the same: 79.7% (51/64) and 80.6% (50/62) for the < 40

years and > 40 years age groups, respectively. The rollerball age success rates were
90.9% (50/55) in the younger group and 78.3% (47/60) in the older patients. A
comparison of the effectiveness at 12 months between the study arms is summarized

in Table 5.

Efficacy at One Year: Quality-of-Life Improvements

Secondary endpoint measurements involving Quality-of-Life issues were also found
to be similar between the UBT and rollerball groups. Specific results for several of
the secondary endpoints involving Quality-of-Life variables one year post-ablation
are listed in Table 5, below.

Impact on Life
Answers to pre-procedure questions indicated that 70.3% of the UBT patients and

78.6% of the rollerball patients felt menorrhagia had a severe impact on their life
(ranking of 8 to 10). Only 2 (1.6%) women in the UBT group and 1 (0.9%) in the
rollerball group ranked the impact of excessive bleeding before ablation from 1 to 3,
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or as having only a slight impact. Twelve months after ablation the women
completed the same questionnaire at which time only 3.2% (4/125) of the UBT-
treated women and 1.8% (2/114) of the rollerball group reported menorrhagia as
having a major impact on their life.

Hemoglobin
The rate of anemia was decreased in both the UBT and rollerball groups following the

procedures. A total of 122 of the 125 UBT cases had twelve-month hemoglobin
values available. Of these, 9.0% (11/122) had low hemoglobin values twelve months
post-ablation compared to 26.3% (36/137) prior to the procedure. In the rollerball
group, 8.8% (10/114) were anemic at one year, compared to 29.7% (41/138) before
ablation.

Hematocrit
Of all women randomized to UBT, 29.9% (41/137) had abnormally low hematocrit

values prior to ablation. In the rollerball Intent-to-Treat group, 29.7% (41/138) had
low hematocrit levels before surgery. Following ablation, 11.6% (14/121) of the
UBT-treated group with twelve-month blood test results had low hematocrits as
compared to 10.6% (12/113) of the rollerball group.

Premenstrual Symptoms
Both treatment groups demonstrated comparable decreases in reports of pre-menstrual

symptoms following ablation. In the UBT-treatment group, 91.2% (125/137)
reported PMS symptoms prior to ablation, while 72.8% (91/125) reported symptoms
twelve months following the procedure. In the rollerball group, 91.3% (126/138) had
PMS symptoms prior to the procedure as compared to only 71.9% (82/114) twelve
months afterwards.

Dysmenorrhea
A total of 70.4% (88/125) of the UBT-treated patients and 75.4% (86/114) of the

rollerball group reported a decrease in dysmenorrhea twelve months post-operatively.
Only 4.8% (6/125) of the UBT and 1.8% (2/114) of the rollerball patients reported an
increase in their dysmenorrhea symptoms.

Patient Satisfaction

All but five UBT patients and one rollerball patient expressed some degree of
satisfaction twelve months after their ablation procedure. Specifically, 85.6%
(107/125) of women treated with UBT were “very satisfied” twelve months post-
operatively, compared to 86.7% (98/113) of women treated with rollerball. A total of
10.4% (13/125) of the UBT-treated group reported being “satisfied” at twelve
months, while 12.4% (14/113) of the rollerball group claimed they were “satisfied”.
Only one patient (0.9%) in the rollerball group reported being “dissatisfied” compared
to 4.0% of the women treated with UBT being “dissatisfied” at twelve months after

their procedure.
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Work Outside the Home

Both treatment groups demonstrated reductions in the number of women prevented
from working outside the home because of menorrhagia. While 39.7% (54/136) of
the UBT treatment group answered that they couldn’t work outside the home because
of bleeding pre-ablation, only 4.0% (5/124) did so twelve months post-UBT. In the
rollerball group, 41.9% (57/136) of the women were prevented from working outside
the home before therapy, but this decreased to 2.7% (3/112) twelve months after

rollerball ablation.

Table 5 - Effectiveness Comparison at 12 Months for
Uterine Balloon Therapy and Rollerball Ablation

Effectiveness at 12 Months

THERMACHOICE ROLLERBALL
(n= 125) (n=114)
Study Success Rate (Diary Score < 75) 80.2%* 84.3%*
Decrease to Normal Bleeding Levels or Less 84.8.%* 89.5%*
(Diary Score < 100)
Mean Percent Decrease in Diary Scores 85.5 +22.5%* 91.7 + 12.0%*
% Patients with 2 90% Reduction in Diary Scores 61.6%* 68.4%*
% Patients with Diary Scores =0 13.2%** 27.2%**
Quality of Life
% Patients with Anemia Pre/Post (HCT) 29.9%/ 11.6%* 29.7%/ 10.6%*
Satisfaction: Very Satisfied / Satisfied 85.6% / 10.4%* 86.7% / 12.4%*
% Patients with Reduction in Dysmenorrhea 70.4%* 75.4%*
Inability to Work Outside the Home Pre/Post 39.7%* / 4.0%* 41.9%* / 2.7%*
% Patients Reporting Severe Impact on Life Pre/Post 70.3%* / 3.2%* 78.6%* / 1.8%*

*Not statistically different (P > 0.05). **Statistically significant (P < 0.05)

C. Multi-center International Study

The results of a multi-center international study and other international experience
were presented, however, because protocols and data collection were not fully
documented, these studies were not used to support the safety and effectiveness of the
UBT System. Nevertheless, a total of 336 pre-menopausal patients were treated and
followed in the International Uterine Balloon Therapy Trial using the recommended
protocol of an 8-minute therapy time and at least 150 mmHg start pressure (160-180
mmHg preferred). Patient follow-up at 6 months is reported, with a total of 7.4%
(25/336) of the women having had hysterectomies since their ablation procedures, and
4.5% (15/336) having had repeat ablations. There were no intra-operative adverse
events or any major post-operative complications attributable to the ThermaChoice™
device. Specifically, adverse events included mild vaginal, bladder, or uterine
infections and hematometra for a total rate of approximately 3%.

Approximately 3000 women (including non-study patients) have been treated with
the UBT device outside of the United States. From this experience, a uterine
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perforation was reported with the attending physician opting to perform a
hysterectomy, even though the patient was in stable condition. The patient recovered
with no further sequellae.

X. CONCLUSIONS DRAWN FROM THE STUDIES

The pre-clinical and clinical data provide reasonable assurance that the ThermaChoice™
Uterine Balloon Therapy™ is safe and effective when used as indicated in accordance

with the directions for use.

XI. PANEL RECOMMENDATIONS

At an advisory meeting held on October 6, 1997, the Obstetrics and Gynecology Devices
Panel recommended that the Gynecare, Inc., PMA for the ThermaChoice™ Uterine
Balloon Therapy™ (UBT) System be approved subject to the following:

1. Resolution of the potential issue of introducing air during catheter priming;

2. Resolution of remaining software issues regarding specification system requirements,
validation test plan, and test results;

3. Submission of the Final Report on the pivotal clinical study, including results of the
1 year follow-up on the remaining study subjects and final data analysis;

4. Development of final proposed labeling for both professional and patient, including
modification of the indications for use statement; and,

5. Development of a post-approval study in order to gather long-term safety and
effectiveness data.

Gynecare provided information to resolve the remaining engineering and clinical
questions. In addition, the post-approval study will address:

need for hysterectomy or repeat ablation for continued or recurrent menorrhagia;
assessment of patient’s menstruation pattern;

adverse events and/or complications;

Quality of Life Questionnaire;

patients’ pregnancy and contraception status; and,

diagnosis of malignancy of the uterus

XII. FDA DECISION

An FDA inspection of the Gynecare, Inc. manufacturing facility was completed on
June 2, and October 2, 1997, and the sterilization facility’s inspection was completed on
December 11, 1996. It was determined that the manufacturer was in compliance with and
has an acceptable Good Manufacturing Practices (GMP) program.
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CDRH concurred with the Obstetrics and Gynecology Devices Panel’s recommendation.
Based on a review of the data contained in the PMA, CDRH determined that the
ThermaChoice™ Uterine Balloon Therapy™ (UBT) System is safe and effective as a
thermal ablation device intended to ablate the endometrial lining of the uterus in
premenopausal women with menorrhagia (excessive uterine bleeding) due to benign
causes for whom child bearing is complete. Furthermore, the applicant agreed to the
postapproval requirement to follow subjects enrolled in the efficacy study for a period of
three years from the time of treatment. The applicant will also ensure that physician
education is available to new physician users, pursuant to the ThermaChoice™ Physician

Training Plan.

CDRH issued an approval order for the stated indication for the applicant’s PMA for the
ThermaChoice™ Uterine Balloon Therapy™ (UBT) Systemon __ggg 1 2 -7

XIII. APPROVAL SPECIFICATIONS
Directions for use: See the Device Labeling.

Hazards to Health from Use of the Device: See Indication, Contraindications, Warnings,
Precautions and Adverse Events in the labeling.

Post-approval Requirements and Restrictions: See approval order.

(&f PMA P970021: Summary of Safety and Effectiveness Data Page 19
GYNECARE ThermaChoice™ Uterine Balloon Therapy™ System
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