



































































































































































































































Clinical Study Protocol

All serious, expected or unexpected, device or procedure-related adverse events
and deaths must be reported immediately (within 24 hours) by telephone to the
relevant IRB and to Conceptus, confirmed in writing in 5 working days by the
Investigator and recorded on the case report form. All other serious adverse
events must be reported to the IRB, Conceptus, and the Data Safety Monitoring
Board (defined in Section 8 below) within 24 hours of knowledge of event.
Reports relating to the patient’s subsequent medical course must be submitted to
Conceptus until the event has subsided or, in case of permanent impairment, until
the event stabilizes and the overall clinical outcome has been ascertained.

7.2 Unanticipated Adverse Device Effects

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,
severity, or degree of incidence in the investigational plan or application
(including a supplementary plan or application), or any other unanticipated

~ serious problem associated with a device that relates to the rights, safety, or
welfare of subjects. These events must be reported to the IRB, Conceptus, and the
Data Safety Monitoring Board (defined in Section 8 below) within 24 hours of
knowledge of event. Reports relating to the patient’s subsequent medical course
must be submitted to Conceptus until the event has subsided or, in case of
permanent impairment, until the event stabilizes and the overall clinical outcome
has been ascertained.

7.3 MDR Reportable Events

Because this is a post-approval study, the Essure System ESS305 is subject to
Medical Device Reporting (MDR) regulations. Conceptus will review all serious
adverse events and unanticipated adverse device effects and determine their
reportability to FDA according to 21 CFR 803 "Medical Device Reporting."
Reporting MDR's to FDA is required when the manufacturer (Conceptus)
becomes aware of information that reasonably suggests that a marketed device
has or may have caused or contributed to a death, serious injury or long-term pain
necessitating surgical intervention, or has malfunctioned, and that the device or a
similar device marketed by the manufacturer would be likely cause or contribute
to a death or serious injury if the malfunction were to recur.

7.4 Device Failures and Malfunctions

All device failures and malfunctions will be documented on the Case Report
Forms and reported in the clinical results. Essure System devices that fail or
malfunction will be returned to Conceptus for analysis after appropriate
decontamination per Study Site guidelines.

7.4.1 Device Failure
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Clinical Study Protocol

A device has failed if it does not perform according to labeling and
negatively impacts the treatment while used according to the labeling.

7.4.2 Device Malfunction

A device malfunction is an unexpected change to the device that is
contradictory to the labeling and may or may not affect device
performance.

8. Interim Analyses and Stopping Rules

8.1 Data Safety Monitoring Board

(b)(4), (b)(6)
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Clinical Study Protocol

9. Data collection

Data will be collected using standardized Case Report Forms (CRFs). The Physician or
his/her designee will enter the relevant information onto the case report forms shown in
Appendix B.

(b)(4)

9.1 Site Data Monitoring and Quality Control

(b)(4)
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Clinical Study Protocol

10. Study Procedure

Micro-insert placement will be performed according to the Instructions for Use (IFU)
approved under the Essure PMA Supplement #P020014/S12 and shown in Appendix C.

10.1 Reports

Investigators are required to prepare and submit to Conceptus complete, accurate
and timely reports on this investigation when necessary according to Table 5
below.

(b)(4)

Conceptus, Inc. Confidential Page 15



Clinical Study Protocol

(b)(4)

11. Informéd Consent and Ethical Considerations

The product under study, Essure System ESS305, is approved for commercial use. This
study will be performed on patients who desire permanent contraception.

Prior to taking part in the study, the Investigator or his/her designee will fully inform the
patient of the potential risks and benefits of study participation, according to the Informed
Consent approved by the overseeing Institutional Review Board (IRB). A sample
Informed Consent form is contained in Appendix E of this Protocol. The patient will be
given the opportunity to discuss fully any questions she may have. Failure to provide
informed consent renders the patient ineligible for the study.

Conceptus representatives may be present during the Micro-insert placement procedures.
It is the responsibility of the Investigator to inform patients that Conceptus
representatives may be present during Micro-insert placement. The informed consent
must contain wording to this effect. Conceptus representatives are not present to make
medical decisions. All medical decisions are the responsibility of the Investigator, and
not of the Conceptus representatives.

11.1 Institutional Review Board (IRB) Information

This protocol and the informed consent must be reviewed and approved by the
appropriate IRB where the trial is to be conducted before enrollment of
patients. Changes to the protocol that may increase the risk or present new
risks to the patient, or may adversely affect the validity of the trial, must be
approved in writing by Conceptus, the IRB, and the FDA before the change is
made. '

(b)(4)

IRB approval to participate in this trial is required from each institution
participating in this investigation. Prior to patient enrollment, a signed copy
of the IRB Approval Form (See Attachment H), or a signed copy of the IRB
approval letter addressed to the investigator must be submitted to Conceptus
certifying trial approval. Investigators are responsible for submitting and

Conceptus, Inc. Confidential Page 16



Clinical Study Protocol

obtaining initial and continuing review (at intervals not greater than once a
year) of the trial by their IRB.

12. Deviations from Protocol

(b)(4)

13. Training

13.1 Study Site Training

(b)(4)

13.2  Physician Procedure Training

New and experienced physicians will be trained on the differences between the
new ESS305 design and the currently available ESS205 Essure System and
placement procedure steps according to the training plan in Appendix D.

14. Risks and Benefits

Conceptus, Inc. Confidential Page 17



Clinical Study Protocol

Following are the potential risks associated with long-term wearing of the Essure System
and the placement procedure, based on clinical trials of the current catheter an previous
designs. These risks may be greater or less with the ESS305 Essure System, and risks not
encountered with the current catheter may occur with the new design.

14.1 Risks Associated with the Essure Placement

(b)(4)

Conceptus, Inc. Confidential Page 18



Clinical Study Protocol

14.2 Risks Associated with Essure Micro-insert Wearing

14.3 - Risks Associated with F ollow-up Procedures

Conceptus, Inc. Confidential Page 19
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Clinical Study Protocol

(b)(4)

14.4 Risks Associated with Potential Future Procedures

(b)(4)

14.5 Unknown Risks

There is the potential that unknown risks exist.

14.6 Potential Benefits

There is no direct benefit to the patient. However, there is a potential benefit to
other women that may have Essure placement using this design in the future
based on results from research studies such as this.

15. Records and Reports

Conceptus, Inc. Confidential Page 20



Clinical Study Protocol

15.1 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:

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

» 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.

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

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

e All data collected under this study

15.2 Content and timing of reports

For the first two years of the study, an interim report will be submitted every six
months from the date of commencement of the study while the study is ongoing.
Further interim reports will follow annually while the study is ongoing. A final
report will be submitted to FDA within 3 months of study completion. The
report(s) will include the information relating to study progress and the Study
Endpoints outlined in Section 4 above.

16. Statistical Analysis and Reporting of Results
The Statistical Analysis Plan is attached as Appendix A.

17. Financial Considerations

(b)(4)
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Clinical Study Protocol

17.1

17.2 (b)(4)

Note: Appendices omitted.

18. Physician Signature

The Physician will sign the following statement, after reviewing the protocol. 1 have
carefully read and I understand the provisions of protocol, and I agree to follow it in every
detail. Furthermore, I understand that any changes to the protocol must be pre-approved by
Conceptus, Inc. and the reviewing Institutional Review Board: if applicable. All data for this
study will be provided to Conceptus, Inc. and remains the sole property of Conceptus. I agree
that any presentation or publication of study data will be pre-approved by Conceptus, Inc. I
affirm that the data used in the research will be stored safely and kept confidential, and. will
only be used for the purpose for which it has been approved.

Physician’s Signature Date

Conceptus, Inc. Confidential . Page 22



Pages 88 through 100 redacted for the following reasons:
(b)(4)-Trade Secret/Confidential Commercial Information
Case Report Forms
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Conceptus Inc
Makers of Essure«

331 East Evelyn Avenue
Mountain View CA 94041 USA

Main 650 962 4000
Fax 650 962 5200

www conceptus com
www essuremd com
www essure com

September 18, 2009

U S Food & Drug Administration

Center for Devices and Radiological Health

Office of Surveillance and Biometrics

PMA Document Mail Center - WO66-G609 SEP 22 2009
10903 New Hampshire Avenue

Silver Spring, MD 20993-0002

Re PMA P020014, Report #24, Amendment 1
Conceptus Essure® System for Permanent Birth Control

Dear Drs Loyo-Berrios and Marinac-Dabic

This amendment 1s to provide additional information in response to FDA questions in a
letter dated September 11, 2009 This 1Is Amendment #1 to submission PMA P020014,
Report 24 FDA’s comments are repeated below in bold with Conceptus’ response
following in normal text

1

(b)(4)
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ESS305 Post-approval Study Final Report
PMA P020014 Report 24, Amendment 1

ESS305 Post-Approval Study Conceptus will submit a supplement to update
labeling based upon this placement rate summary report

The difference in placement rates across studies (1%) was small and clinically
not meaningful

Table 1 Placement Rate Comparison for ESS205 & ESS305 Study

Study S/N (%) Comment
ESS205 Of the 15 unilateral placements, 6 were intentional
ESS 305 Current study

(b)(4)

Conceptus Inc Confidential Cover Letter 2 of 3



ESS305 Post-approval Study Final Report
PMA P020014, Report 24 Amendment 1

(b)(4), (b)(6)

Please find three paper copies of the submission enclosed The information contained
in this PMA supplement i1s considered confidential and Conceptus therefore requests
protection of this information in accordance with 18 USC 1905, 21 USC 331(l), 5 USC
552

Please let me know If you have any questions or need additional information | can be
reached by phone at 650 962 4078, by fax at 650 962 5194, or by emall at

rachelle acuna-narvaez@conceptus com Thank you for your continued review of this
report

Warm regards,

Rooleally CAWUM»W}/

Rachelle Acuha-Narvaez

Senior Regulatory Affairs Associate
Conceptus, Inc

331 East Evelyn Ave

Mountain View, CA 94041

Exhibit.
Exhibit 1 - Placement Rate Summary ESS305 Post-Approval Study
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Conceptus,

PLACEMENT RATE SUMMARY:
ESS305 POST-APPROVAL STUDY

=S

Ed Yu U
Director of Clinical and Regulatory Affairs
Conceptus Incorporated

Damel Cher

Consulting Statistician
Wild Ins Consulting LLC
Palo Alto, CA 94303
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1. Methods

1.1. Study Purpose

The ESS305 Post-Approval S tudy (ESS305 P AS) was astudy o f pl acement r ates of the
ESS305 model of t he Essure System 1ne xperienced a nd ne wly t rained ph ysicians

Differences be tween the E SS305 a nd t he pr evious model of't he de vice ( ESS205) a re
discussed in Table 1 The primary purpose of the study was to determine that placement
rates using a modified d elivery system were as good as those observed using the previous
model of the Essure device This study was conducted 1n accordance with the post-approval
requirements for PMA P020014/S12, as modified by Reports 15, 21, 22 and Supplement 18

Details of the study can be found 1n the study protocol and the final study report (previously
submittedt o F DA a s P MA P 020014/R24) This doc ument describes study out comes
focusing on statistical analysis that addresses the study’s main questions

Table 1 Descriptions of modifications made to the ESS205 device in the ESS305 model

' ' . Modification’ . . . | - . Benefits ;' .. 4t
2
3
(b)(4)
4
5
Confidential ESS305 POST-APPROVAL STUDY 3
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(b)(4)

1.2. Physician Participants

Physician participants were(b)(4)1ewly t ramned physicians and (b)(4)experienced physicians
practicing 1in the United States All physicians were obstetricians and/or g ynecologists A
newly trained physician 1s defined as a physician who has recently undergone Essure device
training a nd ha s pe rformed(b)(4)c ases unde r t he di rection of a proctor or preceptor A n
experienced physician 1s defined as a phvsician who has the same training as a newly trained
physician but who has performed (b)(4)Essure p lacements 1n commercial practice In the
study, physicians were asked to enrollp)(43ubjects each

(b)(4)

1.3. Recruitment

Study subjects were recruited through the enrolling physicians’ offices Eligible participants
were w omen seeking p ermanent cont raception  Subjects w ere r ecrurted according to all
inclusion and e xclusion c riteria from the Instructions for U se a pproved under t he E ssure
PMA (P020014/S12) Additional key inclusion critenia included 1) subject believed to have

(b)(4)v1 able f allopian t ubes, and 2) s ubjects igned an IRB-approved 1 nformed c onsent
Primary exclusion criteria were 1) subject known to have PTO 1n one or more tubes, 2)
subject had prior tubal sterilization procedure, 3) subject had known unicornuate uterus, and
4) subject was pregnant or posstbly pregnant A list of the inclusion/exclusion criteria 1s
included 1n the study protocol (see P020014/R24)

1.4. Treatment

Micro-insert placement was performed according to the Instructions for Use (IFU) approved
under PMA P020014/S12

1.5. Fo"IIow-up

Patient follow-up extended only through the end of device placement No long-term follow-
up was conducted as part of this study

1.6. Definitions

Outcomes as they relate to the procedure are defined below

Confidential ESS305 POST-APPROVAL STUDY 4
Placement Rate Summary




Rate of non-attempts the number of subjects in whom no device was passed into the
working channel of the hysteroscope The primary reason for not passing a device 1s
that the ostium of one or more fallopian tubes was not visualized

Bilateral placement rate the proportion of subjects in whom bilateral placement
was achieved amongst all study subjects in which at least one Essure device was
passed into the working channel of the hysteroscope

Adjusted bilateral placement rate the proportion of subjects n whom bilateral
placement was achieved, excluding subjects in whom bilateral placement 1s, by
definition, impossible Thus, excluded from this calculation are intentional untlateral
placements (1 e, 1t 1s known prior to the procedure that a subject lacks two anatomic
fallopian tubes [unicornuate uterus] or a subject lacks ntact tubes [e g , prior
unilateral salpingectomy]) In ESS305 PAS, no such patients were enrolled

1.7. Statistical Approach

(b)(4)

1.8. Study History

Enrollment began 1n August 2007 and ended 1n March 2009 S tudy enrollment ceased after
approval of P020014/S18, which showed that continued e nrollment added Iittle additional
information for the main study questions A s discussed 1n P020014/S18, the point estimate

(b)(4)

1.9. Excluded Subjects

At otal of (b)(4) subjects were enr olled 1in E SS305 PAS H owever, t he f ollowing w ere
excluded

\

Confidential

* See http //ftp sas com/techsup/download/stat/glmm800 sas and Littell RC, Milliken GA, Stroup WW et al
1996 SAS System for Mixed Models Cary, NC SAS Institute

ESS305 POST-APPROVAL STUDY 5
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(b)(4)

Thus the study cohort consists of 587 subjects

2. Results
2.1. Non-Attempt Rate

Table 2 shows placement outcomes by physician and level of experience A small number
of physicians enrolled slightly more than 10 subjects, but 1n order to improve study estimate
precision, these subjects were retained 1n the analysis (b)(4)

(b)(4)

* One subject had a vasovagal episode that resolved prior to discharge

¢

Confidential ESS305 POST-APPROVAL STUDY 6
Placement Rate Summary



Table 2 Placement outcomes by physician and level of experience

Non-Attempt

No

Bilateral Placement

Yes

Total

No

Yes

Level of Experience

MD Name

Experienced

Newly Tramed

(b)(4), (b)(6)

* Note, 1n all tables 1n this report “” indicates no observations

ESS305 POST-APPROVAL STUDY
Placement Rate Summary
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(b)(4), (b)(6)

Total | 16 | 565 6] 587]

2.1. Bilateral Placement Rate

Among (b)(4) subjects nw homa tl eastone E ssurede vice w asp assed t hrought he

hysteroscope, b1 lateral p lacement was achieved 1n 565 (b)(4)
Bilateral placement rate by physician 1s shown in Table 3 and Table 4  (h)(4) o fthe
physicians h ad (b)(4) p lacement r ates (b)(4)
(b)(4)
)
Confidential ESS305 POST-APPROVAL STUDY 8
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Table 3 Bilateral placement rate by physician and level of experence
Level of Experience
Experienced Newly Tramed
Physician | S/N (%)* Physician | SIN (%%)*

(b)(4), (b)(6) i

| Total | 565/581 (972) |

S = successes N = number of subjects % = bilateral placement rate

Confidential ESS305 POST-APPROVAL STUDY
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Table 4 Counts of placement rates by physician

Bilateral
Placement Rate (%)

Frequency

(b)(4)

2.2. Non-Bilateral Placements

(b)(4)

Table 5 Reasons for non-bilateral placement in ESS305

Primary reason for placement fallure

No of
Subjects
(% total)

(b)(4), (b)(6)

Subject No

2.3. Bilateral Placement Rate by Level of Experience

(b)(4)

(b)(4)

Confidential ESS305 POST-APPROVAL STUDY
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2.4. Comparison to ESS205 Post-Approval Study

The first Essure post-approval study was a post-approval study of the ESS205 model of the
Essure S ystem A snotedin Table 1,the primary di fference be tween the ESS205 a nd
ESS305 devices 1s an improved m echanism for de ployment and de tachment of the micro-
mnsert In Conceptus’ first post-aporoval studv. the bilateral nlacement rate amongst subjects
recerving the ESS205 device was (b)(4) , the Essure System labeling
was updated with this rate 1n P020014/S10 For this estimate, FDA requested that Conceptus

3.

(b)(4)

Table 6 Comparison of current study to ESS205
Study S/N (%) Comment |
ESS205

(b)(4)

ESS305

Summary

ESS305 PAS was a multicenter prospective study of the bilateral placement rate using the
ESS305 delivery system The study showed that ‘

The bilateral placement rate was very high (97 2%)

The vanation 1n placement rate across physicians was not more than expected due to
random sampling

The difference 1n bilateral placement rate across levels of physician experience was
small (1 9%), statistically insignificant, and not clinically meaningful

The bilateral placement rate was slightly better than that observed in ESS205

The most common reason for non-bilateral placement was tubal spasm

The non-attempt rate was very low (1%)

We drew the following conclusions

Confidential

Changes 1n the delivery system from ESS205 to ESS305 did not negatively impact
the ability of physicians to place the device with a high rate of success

The learning curve for Essure placement 1s extremely fast After training and
performing(b)(4rases under proctorship, a newly trained physician has as high a
bilateral placement rate as an experienced physician

The major reason why Essure devices cannot be placed 1s anatomic in nature (tubal
spasm) and not due to a deficiency 1n device or delivery system design

(b)(4)
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Makers of Essuree
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Conceptus Inc.

331 East Evelyn Avenue
Mountain View, CA 94041, USA

Main 650-962-4000 .

Fax 650-962-5200 FDA CDRK DMcC

www.conceptus.com

ernereron " November 23, 2009 NOV 2 4 2009
Regejyeg

Dr. Kristen Van Dole

Dr. Danica Marinac-Dabic

U.S. Food & Drug Administration

Center for Devices and Radiological Health, Office of Surveillance and Biometrics
PMA Document Mail Center - WO66-G609

10903 New Hampshire Avenue

Silver Spring, MD 20993-0002

Re: PMA P020014, Report #24, Amendment 2
Conceptus Essure® System for Permanent Birth Control

Dear Drs. Van Dole and Marinac-Dabic:

This amendment is to provide additional information in (h)(4)

(b)(4)

FDA Question:

(b)(4)

Table 1. Placement rates by study and physician group.

Study / Group SIN (%)
ESS205 (newly trained physicians)

ESS305 (newly trained physicians) (b)(4)
ESS305 (experienced physicians)

(b)(4)
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(b)(4)

ESS305 Post-Approval Study Final Report
PMA P020014, Report 24, Amendment 2

Table 2. Bilateral placement rate by physician and study among newly trained physicians.

Study | Physician Name | SIN Study Physician Name | S/N

ESS205 | ESS305 '

PAS PAS
[ B
- s
I (b)(6) (b)(6)
[
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ESS305 Post-Approval Study Final Report
PMA P020014, Report 24, Amendment 2

Please find three paper copies of the submission enclosed. The information contained
in this PMA supplement is considered confidential and Conceptus therefore requests
protection of this information in accordance with 18 USC 1905, 21 USC 331(l), 5 USC
552.

Please let me know if you have any questions or need additional information. | can be
reached by phone at 650.962.4078, by fax at 650.962.5194, or by email at

rachelle. acuna-narvaez@conceptus.com. Thank you for your continued review of this
report.

Warm regards,

Rachalls. fuis- ,\fwa,

Rachelle Acufia-Narvaez

Senior Regulatory Affairs Associate
Conceptus, Inc.

331 East Evelyn Ave.

Mountain View, CA 94041
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