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Dear (b) (6)

This PMA Amendment is to provide the final protocols, statistical analysis plans, and
case report forms for the two post-approval studies of the Essure System.

Exhibit A provides the protocol, statistical analysis plan, and case report forms for the
post-approval study of the 5-year follow-up of the Phase Il and Pivotal trial participants.

Exhibit B provides the protocol, statistical analysis plan, and case report forms for the
post-approval study of placement rates among newly trained physicians in the
commercial setting.

Please let me know if you have any questions regarding this PMA Amendment. I can be
reached at ({B) , or by fax at (B)(6) , or by e-mail at
(b) (6) Thank you for your continued review of this PMA

application.

Sincerely,

(b) (6)

Attachments: Exhibit A and B
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TITLE

“Post-approval study of the Essure System: 5 Year Follow-up under Phase II and

Pivotal Trials.”

PURPOSE OF STUDY

The purpose of this study is to demonstrate the long-term safety and effectiveness

of Essure in providing permanent contraception.

STUDY DESIGN

This protocol combines the long-term follow-up already planned under the Phase
I (Conceptus protocols #STOP 07/10; IDE #G980152) and Pivotal trials
(Conceptus protocol #STOP 2000, IDE #GO000055).  Specifically, study
participants implanted with at least one Essure Micro-insert will be followed

annually for 5 years.

Findings from the U.S. Collaborative Review of Sterilization (CREST' study) will

be used as a qualitative assessment.

Reference
1. Peterson HB, Xia Z, Hughes JM, et al. The risk of pregnancy after tubal sterilization: Findings from the U.S.
Collaborative Review of Sterilization. Am J Obstet Gyneco! 1996: 174:1161-1170

STUDY PLAN

Study participants who received implantation with at least one Essure Micro-
insert in the Phase II or Pivotal trials of the Essure System (gamma design) will be
followed for 5 years. Participants who are not relying on Essure for contraception
will be followed for safety evaluation only, at 2, 3, 4, and 5 years after
implantation. Participants who are relying on Essure for contraception will be
followed for safety and effectiveness evaluation at 2, 3, 4, and 5 years after
discontinuation of alternative contraception. The Pivotal trial and Phase II
protocols also include an 18 month follow-up visit for study participants who are
relying on Essure for contraception. However, since this post-approval study
protocol is intended to provide annual effectiveness rate information, the 18-
month visit will not be included in this protocol. The data from the 18-month
visit will instead be reported in the IDE annual progress reports. Participants

terminated from the Phase II or Pivotal trial due to lack of Micro-insert placement,
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. Micro-insert explantation, or who have become lost-to-follow-up in those studies,
will not be followed under this protocol.

5. PRIMARY AND SECONDARY ENDPOINTS
5.1  The primary endpoints for the study are as follows:
1. Prevention of pregnancy for 5 years,
2. Safety of device wearing.for 5 years

Pregnancy prevention will be determined by a pregnancy test at the 2 and 5
year follow-up visits and by phone assessment at the 3 and 4 year follow-
up visits. Safety of device wearing will be evaluated by recording adverse
events at each of the scheduled follow-up visits.

5.2  The secondary endpoint for the study are as follows:
1. Participant satisfaction with device wearing for 5 years,

. Participant satisfaction with device wearing will be evaluated by
participant interviews at scheduled follow-up visits.

6. INVESTIGATORS AND QUALIFICATIONS

The Investigators who participated in the Phase II and Pivotal trials will be the
same Investigators who participate under this post-approval study protocol.

7. STUDY POPULATION

Study participants will be women who received implantation of at least one
Essure Micro-insert in the Pivotal trial and participants in the Phase II trial that
received at least one Micro-insert and agreed to be followed for 5 years'.
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This study will not include those women terminated from the Phase 1I or Pivotal
trials.

8. STUDY PROCEDURES

The case report forms for this study are included in Appendix B. These case
reports froms are the same as currently used in the Phase II and Pivotal trials, with
the addition of the case report forms that will be used for histology results (which
are the same as those used in the pre-hysterectomy study of Essure; G960206).

Al study procedures will be paid for by the Sponsor.
9.1 Follow-up Visits and Phone Contact
A description of each visit and phone contact is provided below.

9.1.1 Phone contact will be scheduled at three and four years following

discontinuation of alternative contraception.

9.1.2 Office visits will be scheduled two and five years following
discontinuation of alternative contraception.

9.1.3 Any participant who has had one or more Essure devices
implanted, but is not able to rely on the device(s) for contraception,
for any reason, will be followed at the 2, 3, 4 and 5 year follow-up
time points (post-device placement) for safety and participant
tolerance to device wearing. This includes participants who have
had incisional sterilization, subsequent to Essure Micro-insert

placement but without Micro-insert removal.

9.1.4 Additional office visits required for the investigation or
management of an adverse event(s) must be recorded on the
“Unscheduled Visit” Case Report Form.
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(b) (4)

94 Intrauterine Procedures Post-Essure Placement

Participants will be instructed to contact the Investigator if they are scheduled to
undergo any intrauterine procedure such as endometrial biopsy, dilatation and
curettage (D&C), or hysteroscopy (diagnostic or operative) including endometrial
ablation or resection. If such a procedure(s) is scheduled, the Investigator should
inform the physician who will be conducting the procedure that there may be risks
associated with the presence of the Essure Micro-inserts that, at this time, have
not been identified. In the event of a hysteroscopic procedure, the Investigator
will request the physician to make an evaluation of the tissue surrounding any
portion of the Essure Micro-insert trailing into the uterine cavity and to provide
photos and video footage when possible.

9.5  Extirpative Surgery of Reproductive Organs Post-Essure Placement

Participants who have had Essure Micro-insert(s) implanted and are subsequently
scheduled to undergo any extirpative surgergy of the reproductive organs
(hysterectomy, salpingectomy, oopherectomy), for any reason, will be instructed
to contact the Investigator. The Investigator will request the operating surgeon to
make an evaluation of the exterior of the fallopian tubes and provide photos and
video footage when possible. In the event that the extirpative surgery occurs in a
participant whose devices were known to be located in her peritoneal cavity but
were not previously retrieved, the Investigator will request the operating surgeon
to perform a search for the device(s), and if located, provide a description of the
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location of the device, a determination as to whether the device(s) were free-
floating or adherent, and an evaluation of the condition of the tissue surrounding
the device(s). The search for the device should be limited to 30 minutes, and any
free-floating devices should be retrieved and returned to Conceptus. The
Investigator should obtain the excised fallopian tubes, when possible, and send
them to Conceptus for histological evaluation. In any case, histology specimens
retrieved should be evaluated and results forwarded to the Investigator and
Conceptus. When the tubes are sent to Conceptus for evaluation, the case report
forms attached as Appendix B will be used. If the participant is scheduled to
undergo any intrauterine sampling procedure (D&C, endometrial biopsy),
histology results should also be forwarded to the Investigator and Conceptus.

9.6  Transabdominal Surgery Post-Essure Placement

Participants who have had Essure Micro-insert(s) implanted and are subsequently
scheduled to undergo any surgery in the peritoneal cavity that would permit
visualization and evaluation of the fallopian tube exterior, will be instructed to
contact the Investigator. The Investigator will request the operating surgeon to
make an evaluation of the exterior of the fallopian tubes, and provide photos and
video footage when possible. In the event that the surgery occurs in a patient
whose devices were known to be located in the peritoneal cavity but were not
previously retrieved, the Investigator will request the operating surgeon to perform
a search for the device(s), and if located, provide a description of the location of
the device, a determination as to whether the devices were free-floating or
adherent, and an evaluation of the condition of the tissue surrounding the
device(s).

ADVERSE EVENTS

Adverse events are defined as any untoward deviations in subject health away
from baseline. Investigators must record and document all adverse events in the
case report form, and record and report any unanticipated device related adverse
effects to Conceptus and the reviewing IRB / Ethics Committee as soon as
possible but no longer than 5 working days after becoming aware of the event.
Unanticipated adverse device effect means any serious adverse effect on health or
safety, or any life-threatening problem or death caused by or associated with a
device, if that effect, problem or death was not previously identified in nature,
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severity or degree of incidence in the investigational plan or any other
unanticipated serious problem associated with a device that relates to the rights,
safety or welfare of subjects. For all serious adverse events, the Investigator will
send to Conceptus all appropriate paperwork (discharge summaries, office notes,
etc.) that might be pertinent.

11 RECORDS AND REPORTS
11.1 Each Investigator will maintain the following accurate, complete and
current records relating to the Investigator’s participation in an

investigation:

5-Year Follow-up of Phase 1l and Pivotal Trial Participants
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15. DATE OF COMMENCEMENT

The proposed date of commencement for this post-approval study plan is

immediately upon PMA approval.

5-Year Follow-up of Phase Il and Pivotal Trial Patticipants
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Appendix A
STATISTICAL ANALYSIS PLAN

Post-approval study of the Essure System
5-Year Follow-up
under Phase II (STOP 07/10) and Pivotal (STOP 2000) Trials

(IDEs: G980152 and G000055)

Conceptus Research Protocol

Essure 5-Year
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Statistical Plan Summary

Bayesian Perspective

3 http:/ / www.mrc-bsu.cam.ac.uk/bugs/ welcome.shtml
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. Determining Cumulative Failure Rates

Age Adjustment
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Conservative Age Adjustment With Zero Failures
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Figure 1

5-Year Follow-up of Phase Il and Pivotal Trial Participants
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Appendix B
CASE REPORT FORMS

1. Pivotal Trial (STOP 2000)
2. Phase II Study (STOP 07/10)

3. Histology

Post-Approval Study Page 22 of 22 q/g

5-Year Follow-up of Phase Il and Pivotal Trial Participants
October 17, 2002 Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(b)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov

































(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov







































—ar 4 MU TLAI 2 TLLL INCLUIU Page 50f5
Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

® l
6

file://C:\Program Files\First@lass\BownbeataehumpiD at CORH-FOISTATUS@fda.hhs.gov 8/15/00



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov






(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov


















(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov






(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov






(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



(b)(4), (b)(6)-Case Report Forms

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Essure™ System

US Post-Approval Study for Newly Trained Physicians

October 17, 2002

Conceptus Protocol:

Essure PAS Placement

Sponsor:

Conceptus Incorporated
1021 Howard Avenue
San Carlos, CA 94070

Telephone 650-628-4700
Fax 650-802-2890

Post-Approval Study Page | of 20
Placement Rates in Newly Trained Physicians

October 17, 2002 %(/

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

. REVISION HISTORY
Version 01 October 17, 2002
Post-Approval Study Page 2 of 20

Placement Rates in Newly Trained Physicians

October 17, 2002
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov <6



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Table of Contents
1. Title
2. Study Purpose
3. Study Design
4. Primary Endpoints
5. Designated Person
6. Inclusion and Exclusion Criteria
7. Data Collection
8. Instructions for Use
9. Records and Reports
10.  Statistical Analysis and Reporting of Results
11. Financial Issues
12. Study period
Appendices

A. Case Report Forms
B. Statistical Analysis Plan

Post-Approval Study Page 3 of 20
Placement Rates in Newly Trained Physicians

October 17,2002 (;g

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Title

The title of this study is “Essure™ System US Post-Approval Study for Newly

Trained Physicians”.

Study Purpose

The purpose of the Plan is to assess the bilateral placement rate in the commercial
setting in newly trained physicians. The purpose is also to gather additional data
regarding placement failure, to determine if there are any common characteristics

that can be useful in future patient selection.

Study Design

This study is designed to collect demographic and micro-insert placement data on
a total of 800 women from 40 physicians in the commercial setting in whom an
Essure System 15 placed through the operating channel of the hysteroscope. Data
will also be collected on women in whom the procedure is begun, but in whom an
Essure System is not placed through the operating channel of the hysteroscope
“non-attempts’™), but this is in addition to the 800 women in whom there is an

attempt at placement with Essure.

Although only 40 physicians are needed to reach a total of 800 women, 45
physicians will be enrolled in this study in the event that not all physicians
complete a total of 20 cases, or do so on a timely basis. Enrollment in this study
will cease after data is available from 40 physicians who have provided data

regarding 20 cases of Essure placement attempt,

Physician enrollment in this study will be limited to no more than 6 physicians

from any one state, and no more than 2 physicians from any one institution. In
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. addition, no more than two-thirds of the physicians will represent either

community-based hospitals or teaching institutions.

The first 45 physicians in major metropolitan areas in the United States who
complete the didactic and model portions of the training program will be asked to
participate in this study. Such physicians will be enrolled in the study only if: 1)
they agree to participate, and 2) they do not have previous experience in Essure
micro-insert placement. [n addition, they will not contribute cases to this study

until after they have completed the preceptoring portion of the training program.

The enrolled physicians will then collect demographic and micro-insert placement
data on the first cases performed after preceptoring is complete, until placement
data are available on a total of 20 women in whom an Essure System was placed
through the operating channel of the hysteroscope. Since data on “non-attempts”™
will also be collected, it is anticipated that more than 800 women will be enrolled

. in order to obtain data on 800 women with an actual placement attempt.

Physicians enrolled in this study will include the following statement in their

informed consent of the patient;

“l agree to participate in the Postmarket Surveillance Study being conducted on
the Essure System. I acknowledge that there is no benefit to me for participating
in this study. [ agree to allow information about me and my placement procedure
to be shared with the Sponsor, Conceptus, its employees and consultants, and the
FDA. I understand that the information sent to the Sponsor and the FDA will not
identify me, but that Conceptus or the FDA may have reasons to review

identifiable information about me in the office of my physician.”
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4, Primary Endpoints
The primary endpoints are as follows:
1. Bilateral micro-insert placement rate, and
2. Identification of factors predictive of micro-insert placement failure

Some women may not achieve bilateral placement until after two micro-insert
placement procedures. This study will only incorporate placement data from the
1¥ micro-insert placement procedure for each patient. So, if a patient receives
unilateral placement during the first placement procedure and an Essure micro-
insert is successfully placed in the contralateral tube during the second placement
procedure, then the placement status for such a patient under this study would be
“unilateral placement”, even though bilateral placement was eventually achieved.
Bilateral micro-insert placement success or failure will be noted on the Case
Report Forms (CRFs) for the first placement procedure for a given patient. The
following demographic information will also be collected on the CRFs to
determine if any of these variables are predictive factors for placement failure:

e race

® age

e cducation level

e weight

¢ height

e income

e gravidity

e Dparity

o number of vaginal births

e number of abortions

¢ history of PID/salpingitis

e history of prior abdominal/pelvic surgery

Post-Approval Study Page 6 of 20
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¢ unusual uterine anatomy (unicornuate uterus, bifurcated uterus)

e other remarkable obstetric or gynecological history

e body mass index

e contraceptive method used just prior to Essure placement procedure

e time in menstrual cycle when Essure placement procedure was performed
e whether the patient received hormonal manipulation to promote atrophic

or proliferative endometrium prior to placement procedure

In addition, the level of prior hysteroscopic experience of the physician and
certain procedure details (equipment, distension, anesthesia method, etc.) will be

recorded.
S. Designated Person

The Director of Professional Education at Conceptus will be responsible for
execution of this study, and the V.P. of Clinical Research and Medical Affairs

will be responsible for the data analysis and report preparation.
6. Inclusion and Exclusion Criteria

All inclusion and exclusion criteria from the Instructions for Use approved under

the PMA will apply.

Additional inclusion criteria:
«  Women who are willing to allow their data to be shared with the Sponsor and
the FDA.
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Data collection

Data will be collected using standardized Case Report Forms (CRFs). The
Physician or his/her designee will enter the relevant information into electronic
case report forms. The questions to be incorporated into the electronic CRFs for

this study are attached as Appendix A.

No patient follow-up will be conducted as part of this study, with the exception of
data from follow-up HSGs performed to evaluate the reasons for placement
failure in women who desire a second attempt at device placement (although, as
stated above, the data from the second attempt will not be recorded under this

protocol).

Instructions for Use

Micro-insert placement will be performed according to the Instructions for Use
(IFU) approved under the Essure PMA (P020014).

Records and Reports

Records

The following records will be maintained by Conceptus during the course of this

study, and for two years after acceptance of the final study report by the FDA:

o All correspondence with the physicians or FDA regarding this study,
including required reports,

o Signed agreements from each of the Physicians, stating the commitment to
conduct the study in accordance with the approved protocol,

o The approved protocol, with documentation of the date and reason for any
deviation from the protocol, and

o All data collected and analyses conducted in support of the study.
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The following records will be maintained by the Physician during the course of

the study, and for two years after acceptance of the final study report by the FDA:

« All correspondence between physicians, FDA, and Conceptus regarding this
study and any data collected as part of the study

¢ The approved protocol, with documentation of the date and reason for any
deviation from the protocol

e All data collected under this study
Content and timing of reports

A final report will be submitted to FDA within 3 months of receipt of data
regarding the 800™ patient to undergo an Essure placement procedure under this
study. It is anticipated that patient enrollment will be completed in approximately
one year from study commencement. If enrollment takes longer than planned, an
interim report will be submitted one year from the date of commencement of the

study, to be followed with a final report on all patients.

The report(s) will include the information relating to the bilateral placement rates
of newly trained commercial physicians as well as an analysis of factors that may
impact bilateral placement (see Section 4 above for a list of these potential
factors).

Statistical Analysis and Reporting of Results

The Statistical Analysis Plan is attached as Appendix B.

Financial [ssues
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12,  Study period

The study is anticipated to commence within 2 months of PMA approval, and is

expected to be approximately 12 months in duration.
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Appendix A

Case Report Forms
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Appendix B
Statistical Analysis Plan

I/
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" http://ftp.sas.com/techsup/download/stat/glmm800e.html

? http://www. mre-bsu.cam.ac.uk/bugs/

? Calculations performed using PASS (Power Analysis and Sample Size), http://www.ncss.com/pass.html
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service .

Food and Drug Administration
Center for Devices and
Radiological Health

Office of Device Evaluation
Document Mail Center (HFZ-401)
8200 Corporate Blvd.
Rockville, Maryland 20850

May 03, 2002

CONCERTUS, INC.

1021 HOWARD AVE.
SAN CARLOS, CA 94070

Dear{BENIIIN

The Center for Devices and Radiological Health (CDRH) of the Food

and Drug Administration (FDA) acknowledges receipt of your PMA
AMENDMENT. This PMA AMENDMENT has been assigned the following unique
document control number. Failure to reference this assigned number
in future. correspondence may result in processing delays.

PMA Number: P020014/A001
Dated: 02-MAY-2002
Received: 03-MAY-2002
Device: ESSURE SYSTEM

Any questions concerning this submission should be directed to the
undersigned at m All future correspondence regarding
this PMA should be identified with the PMA number assigned above
and should be submitted with the required number of copies to:

PMA Document Mail Center (HFZ-401)

Center for Devices and Radiological Health
Food and Drug Administration

9200 Corporate Blvd.

Rockville, Maryland 20850

\

Sincerel ours

Center for Devices and
Radiological Health

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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Allez

Conceptus,

May 2, 2002

Food and Drug Administration

Center for Devices and Radiological Health
PMA Document Mail Center (HFZ-401)

2

Fry

9200 Corporate Blvd.
Rockville, MD 20850
System for Permanent Birth Control

F 5
Conceptus Essure ™ L e
Corrections to Phase Il Study Report iy - =
PMA Shell Number: M010031- Module V/Amendment 1 . = 2>

&

RE:
—~—
-
7 o
=z

Dear [B)SIIN:

Page 1 of 2

Confidential

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov

May 2, 2002
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PMA/Module V/Al
Conceptus, Inc.

We apologize for these errors and regret any inconvenience they have caused. If there

are questions regarding this submission, please contact me at via
telephone, (B)(6) = via fax, or a | via e-mail.

Sincerely,

May 2, 2002 Confidential Page 2 of 2
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J.  Safety/Comfort of Micro-insert Wearing

Micro-insert Wearing Data

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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K. Effectiveness
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p @ Z@O / ﬁ ; PMA/Module V/A2
p Conceptus, Inc.

Conceptus,

May 24, 2002

Food and Drug Administration =

Center for Devices and Radiological Health - -

PMA Document Mail Center (HFZ-401) AL & g

9200 Corporate Blvd. ‘ C) . S

Rockville, MD 20850 m o g

RE:  Conceptus Essure™ System for Permanent Birth Control by ) 2o 5 R
Correction to Phase II Study Report oy = . s:f’
PMA P020014 - Module V/Amendment 2 IS 3

Deafl

This is to inform you of an error in the Phase II Study Repott submitted as part of Module
V on April 9, 2002. The error is contained on page 000157 (refer to page-stamped
numbers) of Exhibit F: Study Deviations, Table 1. Deviation Report (Volume 1 of 3).
The error is discussed below, and the corrected page is attached for your reference.

Page 000157 — Exhibit F: Study Deviations, Table 1

The number of deviations reported under the heading of “Follow-up Schedule

Deviations” (Table 1) was 34, however the actual number described in the corresponding
text was 42. Although all ot the deviations were described in the text following the table,
the table had an incorrect tally of the deviations. We have also corrected the total number

of deviations accordingly.

We apologize for this error and regret any inconvenience this has caused. If there are
questions regarding this submission, please contact me at } via telephone,
} via fax, or at

1 via e-mail.

Sincerely,

May 24, 2002 Questions? Contact FDA/CDRH/OCHIDIRfed @RRH-FOISTATUS@fda.hhs.gov Page 1 of 1
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STUDY DEVIATIONS

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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PMA NUMBER
TRADE NAME
GENERIC NAME

PRODUCT CODE

Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA AMENDMENT ROUTE SLIP

..

P020014/A004
ESSURE SYSTEM

PANEL OB DIVISION DRARD

BRANCH OGDB

DEVICE, OCCLUSION, TUBAL, CONTRACEPTIVE

HHS INSERT, TUBAL OCCLUSION

APPLICANT
SHORT NAME
CONTACT
DIVISION
ADDRESS

PHONE NO.

MANUFACTURER

CONCEPTUS, INC.

CONCEPTUS

(b) (6)

1021 HOWARD AVE.

SAN CARLOS, CA 94070
(650) 802-7240 FAX NO. (650) 610-8363
CONCEPTUS, INC. REG NO. 2951250

(b) (6)

—(b)(®)

*kk%dk* REVIEW TIME SUMMARY ******x

DATE ON SUBMISSION 05-JUN-2002

CYCLE # 1

DATE RECEIVED IN ODE Q07-JUN-2002 CYCLE START 22-APR-2002

DATE FILING DUE ELAPSED LAST CYCLE
FDA TIME 46 46
DATE DECISION DUE MFR TIME 0 0

AMENDMENT/ REASON START STOP

CORRESPONDENCE

Co01 FILE 22-APR-2002

A0O01 UMIN 03-MAY-2002

A002 UMIN 16-MAY-2002

AQ003 UMIN 28-MAY-2002

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Serxvice

June 07, 2002

1021 HOWARD AVE.
SAN CARLOS, CA 94070

Dear (ENSINN:

Food and Drug Administration
Center for Devices and
Radiological Health

Office of Device Evaluation
Document Mail Center (HFZ-401)
9200 Corporate Blvd. -
Rockville, Maryland 20850

The Center for Devices and Radiological Health (CDRH) of the Food
and Drug Administration (FDA) acknowledges receipt of your PMA

AMENDMENT .

This PMA AMENDMENT has been assigned the following unique

document control number. Failure to reference this assigned number
in future correspondence may result in processing delays.

PMA Number: P020014/A004
Dated: 05-JUN-2002
Received: 07-JUN-2002
Device: ESSURE SYSTEM

Any questions concerning this submission should be directed to the

undersigned at

(301)594-5072. All future correspondence regarding

this PMA should be identified with the PMA number assigned above
and should be submitted with the required number of copies to:

PMA Document Mail Center (HFZ-401)

Center for Devices and Radiological Health
Food and Drug Administration

9200 Corporate Blvd.

Rockville, Maryland 20850

Sincerely/ yours,

Radiological Health

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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CDRH SUBMISSION COVER SHEET

Date of Submission: June 5, 2002

FDA Document Number: PMA P020014

Section A Type of Submission
PMA PMA Supplement PDP 510(k) Meeting
OOriginal submission 0O Regular O Presubmission summary | [ Original st.lt.)mission O Pre-IDE mcetiqg
DMotgilulcs submission O Spgcial 0O Original PDP O Traditional O Pre-PMA meeting
X Amend ) O Panel Track O Notice of intent to start O Special O Pre-PDP meeting
Ameadment anel Trac clinical trails O Abbreviated | 0 180-day meeting

O Report O 30-day Supplement | [ jneention to submit O Additional 0 Other (specify):
O Report Amendment 0 30-day Notice Notice of Completion information

0 135-day Supplement | O Notice of Completion 0 Traditional

[0 Real-time Review O Amendment to PDP O Special

0O Amendment to PMA | O Report O Abbreviated

Supplement

IDE

3 Original submission
0O Amendment
O Supplement

Humanitarian Device
Exemption

O Original submission
O Amendment

O Supplement

O Report

Class Il Exemption

O Original submission
O Additional information

Evaluation of
Automatic Class 111
Designation

O Original submission
O Additional
information

Other Submission

Describe submission:

Section B

Applicant or Sponsor

Company / Institution name:
Conceptus Incorporated

Establishment registration number:
2951250

Division name (if applicable):

Not Applicable

Phone number (include area code):
(650) 802-7240

Street address:

1021 Howard Avenue

FAX number (include area code):
(650) 802-2890

City: San Carlos

State/Province; CA 94070

Country: USA

Contact name: [B){(6)

Contact title:

(b) (6)

Contact e-mail address: (b) (6)

Section C

Submission correspondent (if different from above)

Company/Institution name:

Same as above

Establishment registration number:
Same as above

Division name (if applicable):

Same as above

(b) (6)

Phone number (include area code):

Street address:
Same as above

FAX number (include area code):
Same as above

City: Same as above

State/Province: Same as above

Country: Same as above

Contact name: Same as above

Contact title: Same as above

Contact e-mail address: Same as above

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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Section D1

Reason for Submission - PMA, PDP, or HDE

O New device

Q Withdrawal

. O Additional or expanded indications
O Licensing agreement

Q Process Change:
a Manufacturing
Q Sterilization

0O Packaging
O Other (specify below)

O Response to FDA correspondence:
0O Request for applicant hold

O Request for extension

(X Other reason (specify): update

O Change in design, component,
or specifications;

Q Software

Q Color Additive

0 Material

0O Specifications

O Other (specify below)

Q Labeling change:

Q Indications

Q Instructions

Q Performance characteristics
O Shelf Life

Q Trade Name

QO Other (specify below)

O Request for removal of applicant hold

QO Request to remove or add manufacturing site

Q Location change:

Q Manufacturer
Q Sterilizer
Q Packager
O Distributor

Report submissions:

O Annual or periodic
Q Post-approval study
O Adverse reaction

0O Device defect

0O Amendment

Q Change in ownership
Q Change in correspondent

clinical data
Section D2 Reason for Submission - IDE
0O New device O Changein: 0O Response to FDA letter
O Addition of institution Q Correspondent conceming:
. Q Expansion/extension of study Q Design 3 Conditional approval
a [IRB certification Q Informed Consent Q Deemed approved
O Request hearing O Manufacturer O Deficient final report
O Request waiver O Manufacturing process Q Deficient progress report
O Termination of Study Q Protocol - feasibility QO Deficient investigator report
Q Withdrawal of application Qa Protocol - other O Disapproval
O Unanticipated adverse effect O Sponsor QO Request extension of time
O Notification of emergency use to respond to FDA
QO Compassionate use request Q Report Submission: 0O Request meeting
Q Treatment IDE Q Current investigator
Q Continuing availability request O Annual progress
Q Site waiver limit reached
Q Final
Q Other reason (specify):
Section D3 Reason for Submission - 510(k)

O New device
O Addition or expanded indications
Q other reason (specify):

O Change in technology
0O Change in design

OChange in materials
O Change in manufacturing

process

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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Section E

Additional Information on 510(k) Submissions

Product codes of devices to which substantial

Summary of, or statement concerning, safety and
effectiveness data:

‘ equivalence is claimed:
1 2

3

4

) 510 (k) summary attached
0 510 (k) statement

5 6

7

8

Information on devices to which substantial equivalence is claimed:

510(k) Number

Trade or proprietary or model name

Manufacturer

2 2 2
3 3 3
4 4 4
5 5 5
6 6 6
Section F Product Information - Applicable to All Applications

Common or usual or classification name:
Device, Occlusion, Tubal, Contraceptive

Trade or proprietary or model name Model number
1 Essure (formerly STOP Device) System PCD 001/ ESS001
2
@
4
5
FDA document numbers of all prior related 'submissions (regardless of outcome):
1 G960052 2 G960206 3G980152 4 G000055 5 G010223 6 1010191
7MO010031/T | 8 M0O10031/IT | s M0O10031/111 | 10M010031/IV | 11 010031/V 12 P020014

Data included in submission :

0 Laboratory testing

O Animal trials X] Human trials

Section G Product Classification - Applicable to All Applications
Product code: C.F.R. section Device class:
KNH 884.5380 O Class | O Class
X Class Il O _Unclassified

Classification panel: Obstetrics/Gynecology

Indications (From labeling):

The Essure ™ System is indicated for permanent birth control (female sterilization) by occlusion of the
fallopian tubes.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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= Original

U Add U Delete number: 2951250

_i FDA Document Number:

FDA establishment registration

& Manufacturer Q Contract sterilizer
Q) Contract manufacturer () Repackager/relabeler

Company/institution name:
Conceptus Incorporated

Establishment registration number:
2951250

Division name (if applicable): Not Applicable

Phone number (include area code):

(b) (6)
Street address: 1021 Howard Avenue Fax number (include area code):
(650) 802-2890
City: San Carlos State/Province: CA Country: USA ZIP/Postal Code: 94070

Contact Name: (b) (6)

Contact Title: (5)16)

Contact e-mail address:

(b) (6) :

& Original
Q Add O Delete number|(B) (4)

FDA establishment registration

0O Manufacturer [ Contract sterilizer
UJ Contract manufacturer DRepackager/ relabeler

Companyfinstitution name:

Establishment registration number:

(b) (4) (b) (4)
Division name (if applicable): N/A Phone number (include area code):
(b) (4)
Street address: (b) (4) Fax number (include area code):
(b) (4)
City: (b) (4) State/Province: (B) Country: USA ZIP/Postal Code{(b) (4)
Contact Name{B)(4)

Contact Title: Validation Coordinator

Contact e-mail address:

DOriginaI
Q Add (O petete | number:

FDA establishment registration

J Manufacturer U Contract sterilizer
0 Contract manufacturer (Repackager/ relabeler

Company/institution name:

Establishment registration number:

Division name (if applicable):

Phone number (include area code):

)

Street address: Fax number (include area code):
( )
City: State/Province: Country: ZIP/Postal Code:

Contact Name:

+Contact Title:

Contact e-mail address:

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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Conceptus,

June 5, 2002

Food and Drug Administration

Center for Devices and Radiological Health
PMA Document Mail Center (HFZ-401)
9200 Corporate Blvd.

Rockville, MD 20850

RE: Amendment to PMA No. P020014
Additional One-year Data
Conceptus Essure™ System for Permanent Birth Control

Dear [SNENI:

Amendment to PMA No. P020014
Additional One-Year Data Page 1 of 8
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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One-Year Follow-up Status: Pivotal Trial Women with Bilateral Placement

July PMA Amendment

Identification of Updated Items

Amendment to PMA No. P020014
Additional One-Year Data Page 2 of 8
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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Amendment to PMA No. P020014
Additional One-Year Data Page 3 of 8
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Amendment to PMA No. P020014
Additional One-Year Data Page 4 of 8
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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If you have any questions regarding this supplement, I can be reached a
or by fax at or by e-mail at
addition, you may contact
by e-mail at

. Thank you for your continued review of

this PMA application.

Amendment to PMA No. P020014
Additional One-Year Data Page 5 of 8
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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Table A. One-year Follow-up Status: Pivotal Trial Women with Bilateral
. Placement
STATUS NUMBER

Amendment to PMA No. P020014
Additional One-Year Data Page 6 of 8
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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Table B. Due Dates for Pivotal Trial Women Not Yet Completing One-year Visit,
. N=27 (26 not yet due + 1 due but visit not completed prior to database freeze)

Patient No. One-year Visit Due Date Monthly Totals
2002)

Amendment to PMA No. P020014
Additional One-Year Data Page 7 of 8
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov
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Section I.  Clinical Data Report: Pivotal Trial

A.

Executive Summary

Introduction

Provided in this introductory section is a description of the unintended pregnancy
and abortion rates in the United States as well as the complications associated
with pregnancy, the documented need for contraceptive alternatives, a discussion
of the risks associated with current methods of permanent birth control (female
sterilization), and the unique characteristics of the Essure System for Permanent

Birth Control.
Unintended Pregnancy/Abortion Rates

Unintended pregnancy is a significant public health issue that affects not only the
woman involved, but also society as a whole. The significance of this public
health need is evidenced by the signing into law of Title X of the Public Health
Service Act, which provides for a comprehensive federal program devoted

entirely to providing family planning services on a national basis.

Using data from the 1982, 1988 and 1995 cycles of the National Survey of Family
Growth, supplemented by data from other sources, it has been estimated that
almost half (48%) of all pregnancies in the United States in 1994 were
unintended, and 54% of these ended in abortion!. In 1994 alone, there were an
estimated 3,000,000 unintended pregnancies, with an estimated half (48%) of
women aged 15-44 having had at least one unplanned pregnancy sometime in

their lives'. Although teenagers have the highest rate of unintended pregnancy,

! Henshaw SK. Unintended Pregnancy in the United States. Family Planning Perspectives, 1998, 30(1):

24-29 & 46.

PMA Amendment
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the second highest rate is found in women aged 40-44%. Furthermore, the rate of
unintended pregnancies in the U.S. has declined little over the past several

decades, and remains higher than other developed nations’.

In 1997, over one million abortions were performed, and an estimated 43% of
women will have at least one abortion by the time they are 45 years old'.
Abortion is not just an issue that faces teenagers. In fact, based on a 1994-1995
national survey of almost 10,000 abortion patients, over 45% of the abortions
occurred among women who were age 25 or over, and 24% occurred among

women who were age 30 or over’.
Maternal Risks of Pregnancy

According to the CDC?, approximately 6 million American women become
pregnant each year, and more than 10,000 give birth each day. Two to three
women die each day from a pregnancy-related complication, and the maternal
mortality rate has not declined since 1982*. The leading causes of maternal
deaths are hemorrhage, blood clot, high blood pressure, infection, strokes,
amniotic fluid in the bloodstream, and cardiomyopathy. It should be noted that
the risk of pregnancy-related death rises after the age of 35°. In addition to
mortality resulting from pregnancy, the CDC states that more than one in three
pregnant women in the U.S. develop a pregnancy-related complication®. The
most common complications include: miscarriage, ectopic pregnancy,
hemorrhage, infection, diabetes, high blood pressure, excessive vomiting,
premature labor, need for Caesarean delivery, and depression. Furthermore,
based on 1986-1987 data from the National Hospital Discharge Survey (NHDS),

an estimated 22.2 per 100 hospitalizations involving a birth were non-delivery

2 Global Health Options.

3 Henshaw SK. Abortion Patient in 1994-1995: Characteristics and Contraceptive Use. Family Planning
Perspectives, 28: 140-147 & 158, 1996.

* CDC’s Reproductive Health Information Source. Safe Motherhood: Promotion Health for Women
Before, During, and After Pregnancy 2002.

5 CDC Press Release: Fact Sheet, Pregnancy-Related Mortality.

PMA Amendment
Report of Pivatakdiriat? daneadt 20AZ>DRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 2 of 206



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

related hospitalizations of pregnant women®. Hospitalization for a pregnancy-
related complication required an average of >2 million hospital days of care per
year and cost >1 billion dollars annually®. The authors of this study provided a
nationwide estimation of serious pregnancy-related morbidity following
childbirth: 62,400 readmissions occurred during the postpartum period, yielding
an average annual rate of 8.1 readmissions per 1,000 deliveries.

As stated by the CDC, childbirth remains the most common reason for
hospitalization in the U.S., and complicated pregnancies result in more costly
hospitalizations. Thus, since women who have unintended pregnancies are less
likely to have appropriate prenatal care, more likely to have entry into prenatal
care at a later stage of the pregnancy, and are at an increased risk of domestic
violence’, they are presumably at higher risk of complications and account for

more costs related to pregnancies.
Risks to Infant/Child

The National Commission to Prevent Infant Mortality has stated that: “Infant
mortality could be reduced by an estimated 10 percent if all women not desiring
pregnancy used contraception.”g. Similarly, a review by the U.S. Institute of
Medicine of the research on this topic concluded that “the child of an unwanted
conception is at greater risk of weighing less than 2,500 grams at birth, of dying
in its first year of life, of being abused, and of not receiving sufficient resources
for healthy development®. The CDC also states that an infant from an unintended
pregnancy has an increased risk of low birth rate, neonatal mortality, risk of SIDS,

and developmental problems’.

Clearly, there is a significant public health issue represented by these facts and

figures.

8 Franks AL. Hospitalization for pregnancy complications, United States, 1986 and 1987. Am J Obstet
Gynecol 1992; 166:1339-44.

7 Koonin LM. Promoting Healthy Pregnancies: Counseling and Contraception. September 20, 2000.

% Alan Guttmacher Institute. Title X and the U.S. Family Planning Effort.

? Alan Guttmacher Institute. Family Planning Improves Child Survival and Health. 1998.
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Need for Contraceptive Alternatives

Based on data from the 1995 National Survey on Family Growth, it has been
suggested in the literature that the high rates of unintended pregnancy reflect
dissatisfaction with current methods'®. In addition, based on a 64-country survey,
it has been shown that the prevalence of contraceptive use rises with increased

access to a variety of contraceptive methods' .

The 1995 National Survey on Family Growth provided data on the current profile
of contraceptive use in the United States based on a survey of almost 7,000
women. The survey revealed that the percentage of women discontinuing
contraceptive use for method-related reasons within 12 months of method
initiation was 44%'°. In addition, during the lifetime of a typical woman who
uses reversible methods of contraception, she will discontinue use for a method-
related reason 9.5 times. If women using sterilization are included as well, the
typical woman will discontinue use of a contraceptive for a method-related
reasons only 7.2 times during her lifetime. The survey also found that the typical
woman will experience 1.8 unintended pregnancies. If women using sterilization
are included as well, the typical woman will experience 1.3 unintended
pregnancies. The survey also noted that 6% of sexually active women were not
using a contraceptive, which translates to approximately 3.5 million women at
risk of unintended pregnancy. Indeed, of the 6 million pregnancies that occurred
that year, nearly half were unintended, and more than half of these unintended

pregnancies occurred among women who were using contraceptives.

The need for contraceptive alternatives has been acknowledged in recent years not

only in the published literature, but also at meetings of the FDA’s OB/GYN

1 Trussel J. Contraceptive Failure, Method-Related Discontinuation and Resumption of Use: Results from
the 1995 National Survey of Family Growth. Family Planning Perspectives, 1999, 31(2): 64-72 & 93.

"' Ross J. Contraceptive Method Choice in Developing Countries. International Family Planning
Perspectives, 2001, 28(1): 32-40.
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Advisory Committee. Additionally, the need for less invasive transcervical
methods of sterilization has been a primary research focus for the USAID Office
of Population, Family Health International (FHI), the CONRAD Program, and the
WHO Human Reproduction Program.

In introductory remarks to the panel convened in October of 1996 for the review
of the PMA for the Lea’s Shield, Mr. Pollard (Chief, Obstetrics and Gynecology
Devices Branch, FDA) stated: “I would like to add at this point that FDA is
responsive to the concerns of women’s advocacy groups across the U.S. Many of
these groups are very concerned about the limited number of contraceptive
options available to women and believe that FDA should be re-examining its
review standards for evaluation of these products. This need for more
contraceptive options was most recently emphasized in the report that just issued
from the Institute of Medicine entitled ‘Contraceptive Research and
Development: Looking to the Future’, highlighting the high rate of unintended

pregnancies in the U.S. and worldwide.”

In addition, the FDA convened a meeting of the panel in October of 1999 to
discuss the requirements for vaginal barrier contraceptive devices to “recalibrate
our premarket entry process and optimize the balance of premarket and
postmarket requirements” for these devices, as stated by Mr. Pollard. This was
largely driven by the results of the 1995 National Survey on Family Growth. Mr.
Pollard presented to the panel some of the results discussed above from the survey
regarding high rates of unintended pregnancy, abortion, and discontinuation of
contraception due to method-related reasons, and went on to state: “To us, at
FDA, that describes a huge unmet need.” While the focus of the panel meeting
was for vaginal barrier contraceptive devices rather than tubal occlusion devices,
the underlying motivation for convening the meeting still pertains to consideration
of the Essure System: the large unmet need in the area of contraceptive

alternatives for women.

PMA Amendment
Report of Pivatadskiniad? dunead, AMMZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 5 of 206



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

The author of the published findings of the 1995 Survey concluded that the high
pregnancy rates in the survey “do not reflect the inherent efficacy of methods
when used correctly and consistently, but instead reflect imperfect use because
most reversible methods are difficult to use correctly.” The author went on to
state: “such high rates of discontinuation almost surely reflect dissatisfaction with

current methods.”

Prevalence of Tubal Sterilization

Currently, women must choose between temporary reversible methods, with all
the limitations discussed above, and permanent birth control (sterilization), with
its attendant invasiveness, morbidity, and mortality. Discussed below is the
prevalence of tubal sterilization as a contraceptive choice, as well as the risks

associated with this method.

Tubal sterilization is the most prevalent method of birth control in the United
States. From 1994-1996, more than 2,000,000 tubal sterilizations were
performed, for an annual incidence of 11.5 per 1,000 women, or 684,000 per
year'”. As noted by Dr. Carolyn Westhoff at a recent meeting on transcervical
sterilization sponsored by ARHP, this may well be an underestimate due to the

difficulty in capturing the data in recent years.

All currently approved methods of tubal sterilization require access to the
peritoneal cavity, and therefore carry the inherent risk associated with invasive
surgery. Half of the tubal sterilizations are performed immediately post-partum
and are done via mini-laparotomy or laparotomy'>. The other half represent
“interval” sterilizations, 89% of which are done laparoscopically'®. Therefore, a

slight majority of tubal sterilizations are performed by mini-

'2 MacKay AP. Tubal Sterilization in the United States, 1994-1996. Family Planning Perspectives, 2001,
33(4):161-166.
¥ ACOG Technical Bulletin #222 — April 1996. Sterilization.
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laparotomy/laparotomy. Currently, laparoscopy is predominantly performed with
general anesthesia and involves one or more punctures of the abdominal wall for
insertion of a laparoscope; the tubal ligation procedure is then performed through
the puncture sites in the abdomen. Both laparotomy and mini-laparotomy are
more extensive procedures and require relatively longer recovery periods than
laparoscopic methods. About 93 percent of the procedures in the U.S. are
performed in a hospital or surgi-center under general anesthesia, with
laparoscopic procedures requiring an average of 4-5 hours of hospital recovery
time'*, an average of 4-6 days before returning to regular activities, not including

1516 and an average of 3 days before returning to work'®. For

the day of surgery
procedures performed by laparotomy, total convalescence averaged almost 10
days for women without a complication and almost 18 days for women who

experienced a complication”.

Risks with Tubal Sterilization — Mini-Laparotomy/Laparotomy

The Centers for Disease Control and Prevention (CDC) CREST study18 reported
on a subgroup of almost 300 women who underwent interval tubal sterilization by
laparotomy. In this subgroup, a major complication rate of 5.7% was reported'’,
which was comprised of febrile morbidity and re-hospitalizations. Re-
hospitalization occurred for the following reasons: pelvic abscess, pulmonary
abscess, pulmonary embolus, bowel obstructions, staph wound infection at site of
laparotomy incision, etc. The mean length of postoperative hospital stay was
increased by 1.9 nights for women who had at least one complication as compared

to those without complication'’. This does not include the additional

1 Bordah! PE. Laparoscopic Sterilization Under Local or General Anesthesia? A Randomized Study.
Obstet Gynecol 1993; 81: 137-41.

'’ Fraser RA. The prevalence and impact of pain after day-care tubal ligation surgery. Pain 39 (1989) 189
201.

18 Garcia FA. Economic and Clinical Outcome of Microlaparoscopic and Standard Laparoscopic
Sterilization, A Comparison. J Reprod Med 2000; 45:372-376.

'” Layde PM. Risk Factors for Complications of Interval Tubal Sterilization by Laparotomy. Obstet
Gynecol 62:180, 1983.

'% peterson HB. The Risk of Pregnancy after Tubal Sterilization: Findings from the U.S. Collaborative
Review of Sterilization. Am J Obstet Gynecol 1996; 174:1161-70.
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hospitalization experienced by women who were readmitted following their initial
discharge. The mean total convalescence period from the time of the surgery until
the resumption of normal activities was increased by 8.3 days (from 9.6 days)

among women experiencing a complication.

In addition to the CREST study, in a randomized trial involving almost 900
women who underwent tubal sterilization by laparotomy using either the Filshie
Clip or the Hulka Cliplg, the following complications were noted: surgical
injuries (1.8%), primary incision complications (12.6%), infections (1.1%), and
“other” (3.3%). The total complication rate in this study, for the complications
reported, was 18.8%. In a similar study comparing the Filshie Clip with the Tubal
Ring under laparotomy?®, the following complications were noted: surgical
injuries (7.3%), primary incision complications (13.9%), infections (0.9%), and
“other” (1.4%). The total complication rate in this study, for the complications
reported, was 23.5%. While most of the complications in these two studies of the
Filshie Clip were minor incision complications, virtually all would be avoided

with a non-incisional approach.

Risks with Tubal Sterilization — Laparoscopy

Based on data from the CREST study involving over 9,000 women who
underwent tubal sterilization by laparoscopy, major complications occurred at a
rate of 1.6%, with unintended laparotomy as the most frequent complication”'.
Laparotomies were performed for the following reasons: unexpected bleeding,
hematoma formation, viscous perforation (stomach and bowel), and fallopian tube
resection. Rehospitalization occurred for the following reasons: pelvic

infections, heavy vaginal bleeding, abdominal/pelvic pain, urinary tract infection,

% Dominik R. Two Randomized Controlled Trials Comparing the Hulka and Filshie Clips for Tubal
Sterilization. Contraception 62 (2000) 169-175.

%0 Sokal D. Two Randomized Controlled Trials Comparing the Tubal Ring and Filshie Clip for Tubal
Sterilization. Fertility and Sterility. Vol 74, No 3, September 2000.

#! Jamieson DJ. Complications of Interval Laparoscopic Tubal Sterilization: Findings from the United
States Collaborative Review of Sterilization. Obstet Gynecol 2000; 96:997-1002.
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peritonitis caused by bowel burn, bowel obstruction, etc. In an early report based
on the CREST study, involving 3,500 women who underwent tubal sterilization
by laparoscopy, the median postoperative hospital stay increased from 0 nights for
women with no complications to 2 nights for women who had at least 1
complication??. The occurrence of a complication also increased the median total
convalescence from 4 days to 14 days. More than one third (36%) of women who
developed a complication had a total convalescence longer than 21 days,

compared to only 2% of women with no complication.

In addition to the CREST study, in a randomized trial involving almost 900
women who underwent tubal sterilization by laparoscopy using either the Filshie
Clip or the Hulka Clip", the following complications were noted: surgical
injuries (0.8%), primary incision complications (7.9%), infections (0.08%), and
“other” (2.5%). The total complication rate in this study, for the complications
reported, was 11.2%. In a similar study comparing the Filshie Clip with the Tubal
Ring via laparoscopyzo, the following complications were noted: surgical injuries
(2.2%), primary incision complications (4.4%), infections (0.4%), and “other”
(1.0%). The total complication rate in this study, for the complications reported,
was 8%. While most of the complications in these two studies of the Filshie Clip
were minor incision complications, virtually all would be avoided with a non-

incisional method.

Finally, a large prospective study involving over 24,000 women who underwent
tubal ligation using one of 5 methods? was conducted. In this study, the rate of
surgical difficulties, which included anesthesia and equipment problems, etc.,
ranged from 2.4% to 12.5% (5.1% overall). The rate of surgical complications,
which included uterine perforation, bowel injury, artery/vein injury, bladder

injury, ovarian injury, etc., ranged from 0.7% to 2.7% (1.7% overall). The rate of

2 Destefano F. Complications of Interval Laparoscopic Tubal Sterilization. Obstet Gynecol 61:153, 1983.
 Bhiwandiwala PP. A Comparison of Different Laparoscopic Sterilization Occlusion Techniques in
24,439 Procedures. Am J Obstet Gynecol 144:319, 1982,
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technical failures, which required a change to a different technique or abandoning

the procedure, ranged from 0.6% to 1.0% (0.8% overall).

Risks of Tubal Sterilization — Local vs. General Anesthesia

Based on early reports of the CREST study, involving 3,500 women who
underwent tubal sterilization by laparoscopy, a fivefold difference in complication
rates was found between procedures performed under general anesthesia and
those performed under local anesthesia”. In subsequent reports from the CREST
study involving over 9,000 women, use of general anesthesia was found to be a
predictor of complications in women undergoing interval laparoscopic tubal
sterilization?!. In addition, 40% of the deaths attributable to tubal sterilization
followed complications associated with general anesthesia, and there were no

deaths due to complications from local anesthesia®®.

In a randomized, controlled trial comparing tubal ligation performed under local
anesthesia to general anesthesia in 125 women, total procedure/post-surgery time
was significantly shorter in the local anesthesia group'®. In addition, the general
anesthesia group had significantly more abdominal pain during the hospital stay,
and use of analgesics immediately after surgery was more extensive. Also, the
“awakeness” score was higher in the local anesthesia group the same evening as
the procedure. Similar to these findings, in another randomized study comparing
laparoscopic tubal ligation performed under local vs. general anesthesia®’, women
in the local anesthesia group had a slightly shorter anesthesia time and recovery
room stay. In addition, women in the general anesthesia group were 2.3 and 1.5
times more likely to have maximum systolic and diastolic blood pressures above
160 and 90 mmHg, respectively. They were also 5.7 times more likely to have a

maximum heart rate of 110 or higher.

% peterson HB. Deaths Attributable to Tubal Sterilization in the United States, 1977 to 1981. Am J Obstet
Gynecol 146:131, 1983.

% Peterson HB. Local Versus General Anesthesia for Laparoscopic Sterilization: A Randomized Study.
Obstet Gynecol 70:903, 1987.
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Although use of local anesthesia for tubal sterilization is associated with a lower
rate of complications, laparoscopic tubal sterilization still requires access to the

peritoneal cavity with its associated risks.

Tubal Sterilization Risks — Pain/Return to Normal Activities

Finally, in a study of over 50 women using validated measures to assess the
incidence, intensity and duration of pain following tubal ligation performed
laparoscopically, it was found that 85% of women reported that pain and/or
fatigue impacted their recovery and contributed to an average delay of return to
normal activity level of 4.4 days, not including the day of the procedure. The
most powerful predictor of return to normal activity was the total amount of pain
experienced. A separate study of 50 women undergoing laparoscopic tubal
sterilization similarly found that the average number of days to resume normal
activites was 4-6'°. Also, as stated above, when tubal sterilization is performed
by laparotomy, total convalescence averaged almost 10 days for women without a

complication and almost 18 days for women who experienced a complication'’.

A New Contraceptive Alternative — The Essure System

Given the high unintended pregnancy, abortion and discontinuation rates
associated with temporary methods of birth control, and the significant
complications that can occur with the invasive surgery currently required for
permanent birth control, we believe that women would benefit from a new
contraceptive alternative that offers a less invasive method to achieve permanent
birth control. As evidence of patient interest in such an alternative, is the
statement made by a patient advocacy group to the FDA’s OB/GYN Advisory
Committee (panel). In February of 1996, Ms. Cindy Pearson, Program Director
of the National Women’s Health Network addressed the panel, which was

convened to review the PMA for the Filshie Clip, stating: “...So we just wanted
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to communicate a general sense that women are interested in alternative methods
of sterilization. In particular, women are interested in methods that offer a safety

or convenience advantage over the methods that are currently available to them.”.

The Essure System offers transcervical placement of the Essure Micro-insert,
which can be accomplished without incisions or general anesthesia, with no loss
of method effectiveness as compared to incisional tubal sterilization. Since the
data that follow in this report demonstrate that this can be done safely and
effectively to provide permanent birth control, we believe that this alternative will
be embraced by women and their physicians, and will offer a significant public

health benefit as a result.

Summary

In summary, due to the following points, we believe that there is strong evidence
of the need for a new contraceptive alternative for women, especially a permanent

method that can be performed without incisions or general anesthesia:

¢ An estimated half (48%) of pregnancies that occur in the United States each
year are unintended, translating to an estimated 3,000,000 unplanned
pregnancies in the United States each year.
o The age group that has the second highest rate of unintended pregnancy is

women aged 40-44.

e An estimated half of all unintended pregnancies result in abortion, translating
to an estimated 1,000,000 abortions each year in the United States.
o 45% of the abortions occurred among women who were age 25 or over,

and 24% occurred among women over 30 years old.

o The morbidity associated with pregnancy is not infrequent or insignificant to

the women or to society.
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o There has been a documented risk to infants and children due to unintended

pregnancies.

¢ Deaths and major complications occur with currently available methods of
tubal sterilization due to general anesthesia and invasion of the peritoneal

cavity that is associated with current methods.

We believe that many of the unintended pregnancies and abortions each year
could be avoided if women had a permanent birth control option with an

alternative risk/benefit profile than current methods.

Executive Summary of Clinical Data

Detailed data on the Pivotal Trial conducted to establish a reasonable assurance of
safety and effectiveness for the Essure System are provided in the following

sections. This section provides an Executive Summary of the data.

Protocol

Women in this study were followed at the following time points:
¢ One week-post device placement (PDP)

¢ 3-months PDP

e 3,6, and 12 months post-alternate contraception (PAC)

In addition, women will be followed at 18 months PAC and annually for five

years under post-market surveillance.
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This figure provides an overview of the clinical trial visits.

Placement Rates

Of the 507 women in the Device Evaluation Group, bilateral placement was
achieved in 464 (92%), and single Micro-insert placement was achieved in the 2
women with a unicornuate uterus (100%). Of the 41 women (8%) with bilateral
tubes who did not achieve bilateral placement, 15 (37%) were found to have
proximal tubal occlusion (PTO) on follow-up HSG. Eliminating these women
from the analysis of placement rates results in an overall bilateral placement rate
of 464/492 (94%).

Satisfactory Micro-Insert Location/Occlusion Rates
A total of 456/464 women (98%) with bilateral placement completed the 3-month

post-device placement visit and underwent an HSG. Of those 456 women, 437

(96%) were noted on HSG to have Micro-inserts in satisfactory location. Of those
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437 women, 421 (96%) were also noted to have bilateral tubal occlusion. Nine of
the 19 women with Micro-inserts in unsatisfactory location returned for a second
placement procedure to replace an expelled Micro-insert. All achieved bilateral
placement and were found on follow-up HSG to have bilateral occlusion and
Micro-inserts in satisfactory location. All of the 16 women who had tubal
patency at the initial HSG chose to undergo a second HSG 3 months later, and all
were found to have bilateral occlusion on the second HSG. Therefore, of the 456
women with bilateral placement completing the 3-month visit, 446 (98%) were
ultimately found to have Micro-inserts in satisfactory location and bilateral
occlusion. In addition, 100% (446/446) of the women with Micro-inserts in

satisfactory location ultimately had bilateral occlusion.
Reliance Rates

As stated above, 446/456 women (98%) with bilateral placement completing the
3-month PDP visit were able to rely on Essure for contraception. In addition, 3
women with bilateral placement did not have an HSG but chose to begin relying
on Essure. Also, four women with unilateral placement and either confirmed
contralateral PTO (2) or a unicornuate uterus (2) were able to rely on Essure for
contraception. Therefore, among the 507 women in the Device Evaluation Group,
453 (89%) were ultimately able to rely on Essure for contraception, and among
the women with bilateral placement, 449/464 (97%) were ultimately able to rely
on Essure for contraception. These percentages are conservative since they count

lost-to-follow-up women as “not relying”.
Adverse Event Rate

Adverse events on the day of the placement procedure were reported in 17 (3%)
women. All events were resolved prior to the woman being discharged from the
recovery room, except for one woman who required overnight observation

following an adverse reaction to pain medication. Day of procedure adverse

PMA Amendment
Report of Pivatakdikiat? duneads 2082 DRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 15 of 206



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

events included the following, all of which occurred in <1% of cases: vomiting,
vaso-vagal response, hypervolemia, band detachment, perforation, excessive
vaginal bleeding, and “other” (skin itching, bloating, loss of appetite, and reaction

to saline used for uterine cavity distension).

Adverse events that initially prevented the woman from relying on Essure
occurred in 21 (4.5%) women. These were primarily Micro-insert expulsions
following original Micro-insert placement that was out-of-specification. Nine of
the women who experienced an expulsion chose to undergo a second placement
procedure, and all were successful. Therefore, including the perforation that was
diagnosed on the day of placement, adverse events that ultimately prevented
reliance occurred in only 12 women (2.6%). The most frequently reported
adverse events reported in the first year (fifteen months PDP) that did not prevent
the woman from relying on Essure, but were rated by the Investigator as at least
“possibly” related to Essure, were back pain (8.4%), and abdominal pain/cramps

(3.4%). All other events occurred in less than 3% of women.

Patient Satisfaction/Comfort

Women in the study consistently rated their overall satisfaction and comfort in
wearing the Micro-inserts as very high. One-week post-device placement, >95%
of women rated their comfort as “good” to “excellent” and their satisfaction as
“somewhat satisfied” to “very satisfied”. At all subsequent study visits, 99% of
women rated their comfort with wearing Essure as “good” to “excellent”. At all
study visits, at least 98% of women rated their overall satisfaction as somewhat to

very satisfied (this included women who were not able to rely on Essure).

Pregnancy Prevention

There have been no pregnancies in any of the 453 women who have relied on

Essure for contraception (449 with bilateral placement). There are 408 women
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with bilateral placement who have been followed for at least one-year after
relying on Essure for contraception and 14 women who began relying on Essure
but subsequently were lost-to-follow-up (there are 3 additional women who were
lost-to-follow-up prior to the 3-month PDP visit, at which women are told
whether they can begin relying on Essure). The remaining 27 women with
bilateral placement who are relying on Essure have completed from 7-11 months

of follow-up.

There were 4 luteal phase pregnancies reported in the Pivotal trial (pregnancies
occurring prior to Essure Micro-insert placement but not detected on the day of
placement). None of these 4 women became pregnant while relying on Essure for
contraception. Each of the pregnancies in these four women was terminated, and
each of the four women was subsequently able to rely on Essure for contraception

and has not reported a pregnancy while relying on Essure.

Combined with data from the Phase II study of Essure, this equates with over 627
women-years of first year effectiveness evaluation (and 272 woman-years of
second year evaluation).”® The current estimate of the one-year effectiveness rate

based on these combined data is 99.84%.
Summary

In summary, we believe that the data contained in this Pivotal Trial Report,
together with the data provided elsewhere in the PMA, provide a reasonable
assurance of the safety and effectiveness of the Essure System based on valid

scientific evidence.

26 One woman in the Phase II trial who received a prior device design (Beta Design of the STOP Device)
that was discontinued in 1998 became pregnant after relying on the discontinued design for 2 years. This
pregnancy is not included in the Phase II effectiveness calculation since it is a different device than that for
which approval is being sought. The device studied in the Pivotal trial is the Gamma version of the STOP
device. The Gamma version has been trademarked as “Essure”. All prior versions are referred to as
“STOP” with a version name: alpha or beta.
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‘ B. Background

Four separate studies of the Essure System were conducted as part of the clinical

development of the product. Each is depicted in the graphic below.

The reports of the first 3 studies were included in PMA Module I, Module III and

Module V, respectively. Unlike prior clinical trials, the Pivotal Trial included

. evaluation of the gamma design only.

The IDE for the Pivotal Trial of the Essure System (G000055) was submitted to
the FDA on February 28, 2000, following a pre-IDE meeting on November 19,
1999. Conditional IDE approval was received on March 24, 2000, and final IDE
approval was received on September 7, 2000.

It should be noted that this report reflects the study protocol and statistical plan
that were approved under the IDE. Approximately 10 months after final IDE
approval, on June 29, 2001, a Determination/Agreement meeting was held with
the Agency to make binding the agreements reached during the IDE approval
process. Binding agreement was reached for the majority of the earlier
agreements under the IDE. The two exceptions were: 1) filing the PMA if only a
95% effectiveness rate was established, and 2) use of the CREST study as a
historical control. Agreement to use the CREST study as a “qualitative

. benchmark™ as opposed to a statistical control group was reached, however.
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Because this Report necessarily reports on the approved protocol and statistical

plan, it makes reference to use of the CREST study as a historical control and the
original 95% effectiveness rate. The 95% effectiveness rate target is now a moot
point, as the data support a one-year effectiveness rate that is substantially higher;
however, the statistical plan attached is the one approved under the IDE, so it still

references the 95% effectiveness rate target.

We provide this background to let the Agency know that we acknowledge the
lack of binding agreement on the above two items, and to clarify that this Report
necessarily contains and reflects the original IDE approved documents (protocol,

statistical plan), since there are no other approved documents to report against.

PMA Amendment
Report of Pivatabdixia Geneadt POAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 19 of 206



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

C. Study Design/Endpoints

The Pivotal Trial of the Essure System (formerly known as STOP) was designed
as a multi-center, non-randomized, single-arm, international study of women
seeking permanent contraception. The study was conducted in the U.S., Europe,
and Australia. The targeted study population was 400 women in whom bilateral
Micro-insert placement was achieved. It was expected that more than 400 women
would need to be enrolled in order to obtain 400 women in whom bilateral

placement was achieved.

The primary endpoints for this study were:
e Prevention of pregnancy;
o Safety of the Micro-insert placement procedure; and

o Safety of the Micro-insert wearing.

The secondary endpoints for this study were as follows:
e Participant satisfaction with the Micro-insert placement procedure;
¢ Participant satisfaction with Micro-insert wearing;
¢ Bilateral Micro-insert placement rate; and
e Development of a profile for an appropriate candidate for the Essure

procedure.

The study was designed to include 5 years of post-alternative contraception
follow-up, 1 year of which was to be completed prior to a PMA filing. The
remaining 4 years will be completed as part of post-market surveillance. Binding
agreement to file the PMA based on one-year follow-up of 400 women has been
reached (see letter from FDA dated August 2, 2001, Exhibit A). Subsequent to
the binding agreement, FDA accepted our proposal to file the PMA with one-year
follow-up visits completed on 350 women (see FDA letter dated March 15, 2002,
Exhibit A).
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It should be noted that the study had two phases: 1) the “Post-Device (Micro-
insert) placement” (PDP) phase, and 2) the “Post-Alternative Contraception”
(PAC) phase. The “Post-Device Placement” phase was the time period between
Micro-insert placement and the 3-month visit, during which women were
instructed to rely on alternative contraception. At the 3-month visit, a
hysterosalpingogram (HSG) was conducted to evaluate Micro-insert location and
tubal occlusion. Assuming both were satisfactory, women were instructed to
discontinue alternative contraception, thus entering the “Post-Alternative
Contraception” (PAC) phase of the study, during which they relied on Essure
solely for contraception. If the HSG was not satisfactory, then, depending on the
circumstances, women were instructed to either seek alternative contraception or
remain in the “Post-Device Placement” (PDP) phase until a second HSG or

Micro-insert placement procedure was performed.
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D. Clinical Trial Conduct/GCP Compliance Statement

The study was conducted in compliance with Good Clinical Practices (GCPs) -
21 CFR, Parts 50, 54, 56 and 812. All sites conducted the study according to the
same protocol as that approved by the FDA (IDE # G000055) and by the Medical
Device Authority (MDA) in the United Kingdom. All sites also obtained
approval from an Institutional Review Board (IRB)/Ethics Committee (EC)

before study commencement.
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E. Clinical Trial Monitoring
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F. Study Population/Selection Criteria (Inclusion/Exclusion)

Study candidates were women seeking permanent contraception. Permanent
contraception candidates were screened for eligibility to participate in this clinical
study. Candidates who met the inclusion and exclusion criteria and who were
willing to participate in the study were provided with an Informed Consent form

for their review and signature prior to screening tests.

The objectives of the inclusion and exclusion criteria were to:

e Ensure prior fertility

o Maximize current fecundity

e Minimize chance of regret

» Minimize confounding issues with long-term Micro-insert wearing

¢ Minimize potential for poor protocol compliance

The detailed inclusion and exclusion criteria are provided in the protocol, Volume
3 of the April 19, 2002 PMA, Exhibit A.
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. G.  Control Population

%" Peterson HB. The Risk of Pregnancy after Tubal Sterilization: Findings from the U.S. Collaborative
Review of Sterilization. Am J Obstet Gynecol 1996; 174:1161-70.

. % See Appendix A to February 3, 2000 submission in follow-up to Pre-IDE meeting, as well as Section X
of the original IDE application, and Appendix E of August 7, 2000 response to 2™ conditional approval
letter.
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H.  Investigational Sites
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I Number of Investigators/Number of Subjects per Investigator
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Table 1. Investigators/# Women Scheduled for Micro-insert Placement Procedure
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Clinical Protocol

The complete protocol is provided in Volume 3 of the April 19, 2002 PMA,
Exhibit A. The Informed Consent form for the study is provided in Volume 3 of
the April 19, 2002 PMA, Exhibit B. The Patient Questionnaires and the
electronic Case Report Forms for the study are provided in Volume 4 of the
April 19,2002 PMA?. A flowchart of the study sequence can be found below in

Figure 1, followed by a brief summary of each protocol visit.

PMA Amendment
Report of Pivatabdtciad? deneadt ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 30 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Eligibility

The eligibility phase, through screening questions, counseling, and physical exam
and labs, was designed to:

o Ensure prior fertility

e Maximize current fecundity

» Minimize chance of regret

¢ Minimize confounding issues with long-term Micro-insert wearing

¢ Minimize potential for poor protocol compliance

Screening

Micro-insert Placement

Day of procedure activities were to:

o Conduct a pregnancy test, pre-procedure

¢ Review counseling, pre-procedure

o Perform the Micro-insert placement procedure

e Conduct the pain assessment and satisfaction questions post-procedure

e Conduct the X-ray verification of Micro-insert placement

e Provide post-procedure instructions, covering patient diaries/questionnaires

and need for alternative contraception until 3-month PDP visit
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K.  Study Period

% Some women had second device placement procedures that occurred beyond this date. All such
procedures occurred by June 2001,
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L. Investigational Device Accountability

The Investigational device accountability information is provided in Exhibit B.

There was complete accountability for all study devices.
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M. Statistical Methods
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. N. Patient Tree
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0. Withdrawn/”Safety Only” Women
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. P. Patient Demographics
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Q. Study Deviations
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' R. Study Results
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% See second conditional approval letter dated June 21, 2000, item #34.

PMA Amendment
Report of Pivaakdikiat? baneady RORZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 55 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivapakdiriak? omeadt BOBZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 56 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatakdiriak? Humeads BOARDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 57 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatakdiriat? haneast ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 58 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivarabstiriad? Goneadt, ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 59 of 206




PMA Amendment
Report of Pivagakdiriak? bunead; RORARDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 60 of 206




PMA Amendment
Report of Pivagakditial? bonead ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 61 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivapakdiriak? bameads ROARDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 62 of 206



PMA Amendment
Report of Pivatakdiriak? Hamead; RBOBZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 63 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdiciat? denead, 2OAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 64 of 206




PMA Amendment
Report of PivatabJidad» denexd, ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 65 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabsiicad? Genexdt, 2OQZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 66 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivagabdiriat? Haneads BORZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 67 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivaakdiria? baneadt RORZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 68 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdiriat? bomead; ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 69 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdiciad? Goneast, 2OAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 70 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatakdiias? Peneabt ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 71 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatatdiciad? Gentad, ROQZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 72 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdiiat? Geneadt ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 73 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatakdixiat? dameadt 2ZOBZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 74 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabditiak? bameadt 2ORRZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 75 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdiciat? banead; 20RZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 76 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdiad? Senead 2ORZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 77 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdiiad? denes ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 78 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivagakdinias denead 20AZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 79 of 206



PMA Amendment
Report of Pivatabdiciasn deneadi RORZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 80 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdiciab? bonead; ROBZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 81 of 206




Records Processed under FOIA Requesigill 3-7794. Released by CDRH on 9/29/2021

Page 82 of 206

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of PivatatJisad> duneadt, ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 83 of 206



PMA Amendment
Report of Pivatatsiciad? denead, AOQAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 84 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdikiat? danead; 2OAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 85 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivaakdikiat? daneadt ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 86 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabsiciat? Genead; POAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 87 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdivad? denead ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 88 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Piv@atiias? Goneast 2OAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 89 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of PivatabJiad? Geneadt ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 90 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

“ Fraser I. S. et. al. A preliminary study of factors influencing perception of menstrual blood loss volume.
Am J Obstet Gynecol 788-793, 1984.

47 Wilcox, L. et. al. Menstrual Function after Tubal Sterilization. Am J Epidemiology Vol. 135; No. 12
1368-1381. 1992,

PMA Amendment
Report of Pivarabdiiak? Humeaby POBTDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 91 of 206



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabdiciat? denead; 2002 DRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 92 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivarakdiriat? daneabt RZOAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 93 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Table 45. Adverse Events Preventing Reliance Among Bilateral Placements

PMA Amendment
Report of Pivatabdiviad? Genead, ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 94 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivarabdiiat? Hemeady ZOAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 95 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of PivadabHirias? Daneast ZOAZTDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 96 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

7. Effectiveness

PMA Amendment
Report of Pivatabdtiad? denead ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 97 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
. Report of Pivaabdtiiat? Ganeadt, 2OAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 98 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivarakdriat? Hameadt ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 99 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatabiiab? dunead POAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 100 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatakdiiias? denead ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 101 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivarabdiciad? Ganeadt ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 102 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivagakdiiade denead 2OAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 103 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivaratiriad? Geneast 2OAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 104 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Censoring

PMA Amendment
Report of Pivarabdiias? haneady 2ORAZZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 105 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivarakdia? bemeadt POAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 106 of 206



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

S. Justification for Use of Foreign Data

PMA Amendment
Report of Pivatakidas? Neneas ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 107 of 206



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

T. Conclusions Drawn from the Study

PMA Amendment
Report of Pivarabdidas? Guneadt ROBZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 108 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivarakdtiiad? duneadt RZOAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 109 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivarakdiriak? Hameads 2OBRDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 110 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatakdtivak? HiomtaGi ROABSDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 111 of 206



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

. U.  Risk to Benefit Analysis

PMA Amendment
Report of Pivatabdiriat? daneady ROAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 112 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Piv@abSirias? Contadt IDHZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 113 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Piva2abJidas? Duneabt ROSZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 114 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivatakdiriak? Hameads RZOARDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 115 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

PMA Amendment
Report of Pivarak$riat? hameast ZOAZDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 116 of 206




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

V. Case Report Forms for Lost to Follow-up Participants

Case Report Forms for lost-to-follow-up women are included in Volumes 5-7.

PMA Amendment
Report of Pivatakditiak? Humeads BOARDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov Page 117 of 206



Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov




Records Processed under FOIA Request 2013-7794. Released by CDRH on 9/29/2021

W.  Summary Data Tables
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Received: May 22, 2001
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The agreement decision is binding on the Center for Devices and Radiological Health. It can be
changed only with the written agreement of the sponsor or when there is a substantial scientific
issue essential to determining the safety or effectiveness of the device, and only following an
opportunity for the sponsor to meet with CDRH to discuss the scientific issue involved. Details
of our determination/agreement meeting are enclosed.

If you have any comments or questions regarding this letter, please contact

Sincerely yours,

enter for Devices an

Radiological Health
Enclosure
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Exhibit D - Luteal Phase Pregnancies

57 Wilcox AJ, Baird DD, Dunson D, et. al. Natural limits of pregnancy testing in relation to the expected
menstrual period. JAMA Vol 286 No. 14, Oct 10, 2001.

*¥ Peterson HB, et.al. The risk of pregnancy after tubal sterilization: Findings from the U.S. Collaborative
Review of Sterilization. Am J Obstet Gynecol 1996; 174:1161-70.

*® The CREST data was collected at a time when early pregnancy testing was not available. Thus, women
who did not have an advancing pregnancy were likely never diagnosed if they had early pregnancy loss.
Whereas is our study, women were diagnosed very early and in fact one pregnancy was also spontaneously
resolving at the time of diagnosis.
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% A woman could have had any of the above outcomes, so the number excluded in the analysis was not the
sum of the figures presented.
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