






























































































































































































































































(b)(6)

Decreased libido since
placement

Vaginal yeast intection
Irregular periods
Buck strain

Tonsitlitis

Cervicalgia

Adrenal vein sampling

Cough sinus infection

Tom achilles tendon

Varicose veins

1 teeth removed

Faringitis

Dystunctional uterine bleeding

Depression

Bronchitis

Vaginal pruritus

30 min, intermii R side ovarian
pain-similar to period pain

Phlcbits calt

Bronchitis

Abdominal swelling, especiully
noticeable during intercourse

Polveystic ovarian syndrome

(PCOS)

Hip replacement

Conceptus, Inc.
Report of Phase II Study

Mild Unlikely None !

Mild Unlikely Medication B l

Mild Linlikely .\’m:c _ B
_“—_.\'l“il(l Unlikely Medication

\hiled

Mild - Unlikely

NMedication

Medicarion

Mild Unlikely

Hospitalizat
ion

Mild Unlikely

Medication

Sce R adrenalectomy AE.

Moderate | Unlikely

Hospitalizat
ion

| Plaster
|

Mild Unlikely

Hospitalizat
ion

Varicose veins removed.

Hospitalization for removal of tecth.
Teeth in poor health due to childhood

Moderate | Unlikely Other . )

‘ N o N illness so had them removed. Now

taking fungus lozenges.
Moderate |Unlikely Medication
- -
Moderate |Unlikely | None !
Moderate | Unlikely Medication
!

Moderate | Unlikely Medication |

Mild Linlikely Medication

. . Went to GP-had ultrasound nit found.
Mild Unlikely Other st ™ ¢

Mild Unlikely

Moderate |Unlikely

Puain now gone.

Medication

Medication {

: i

Mild  |Unlikely  |[None
N Comelied with medemion g
- .o rComtrolled with medication an |

Moderate | Unlikely Medication | ) : i
| naturopathy. |

e | —_— :
- Hospitalizat] . . i

Moderate | Unlikely i “: p ! Hip was successfully replaced. !
L I

. B

Exhibit D
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Rhinoplusty and liposuction

i Hypothyroid
Fell down steps

Sinus infection

Cut thumb

Flu symptoms

Bulky uterus

Headaches

!
{ Chicken pox

Cold

R filshic clip now on L side of’
pelvis

Moodiness

(b)(6) -

Back injury from tall

Post coital bleeding

Abscess in tooth

Cold

R adrenalectomy

Disuria

Otitis
Irregular cyele

Anxicty

Uiterine fibroid

Amelodkesis

2 enisodes of mideyvels c;\nn]n
2 episodes o mig

o
o

Conceptus, Inc.
Report of Phase 11 Study

! Hospitali T
e + Hospitahzat i
Moderate | Unbikely 1. P ! I
:-mn | :
Mild Unlikely i Mecdication - No other treatment reconumended |
- I - |
| ? |
Modcerale - Unlikely | Medication | |
SN | i S —
Moderate |Unlikely  Medication |
— - : : _ —_ - — ——
; . |
NModerare Unlikely - Other -3 stitches with local doctor |
———— e —— N _,l
Mitd Unlikely iMct.Iicution i ;
. ] _ _ ]
C1 sean. ultrasound scan. visit to
Mild  !Unlikely Other Prot Kerin follow-up in 3 months.
' : LUterus normal in size on ultrasound.
Mild [ Unlikely @ Medication
Moderate | Unlikely i None
Mild Unlikely Medication
Mild Unlikely None
Moderate | Unlikely None
(b)) -
Moderate {Unlikely  jMedication | #3 physical therapy for one month.
o “Hospitaliz
Moderate | Unlikely 1) oipitans ll:
T tion ;
Muoderate {Unlikely Medication
Mild Unlikely Medication
- Hospitalizat | Recovered with treatment-stopped
Severe | Unlikely .“()\pl(llllll Ruu.)\ur}d vith treatment-stoppe
- ion medication on (b)(6)
Mild  jUnlikely Iedication (
Moderate | Unlikely Medication
: .Y Insertion of Mirena [UCD and D and
Mild Unlikely Other (l, Rertien ¢ e :
Moderate | Unlikely Medivation
Moderate | Unlikely Medication
Severe  (Unlikely | Other Tumour removed trom eye
H
i - Sirvvesi she b P <
. I . e R ' i ln‘
] ASHR] ":ikd_’\, G it CPISUULS G5 01 (b)(6)

(b)(6) _

Exhibit D
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Pelvic pain (possible -
pain (p Moderate |Unlikely [ None
adenomyosis)
Shoulder manipulation for Hospitalizat Hospitalization for shoulder
A or M a ) . Tospitaliz . ; . o
- : Moderate |[Unlikely . PR panipulation. Shoulder was unfrozen
trozen shoulder ’ 1on o Lo
L o with manipuiation. |
Ceveore | Linlilol Modicarion
Severe  Unlikely Medicution
. _— LITI's resolved with cystoscopy on
Moderate { Unlikely Medication : b3
- bye ___ .. .
Moderate | Unlikely Other Removed in doctors surgery-sutures
I _ i — .
Fibromialgia Moderate {Unlikely Medication
Pucumonia Moderate | Unlikely Medication ‘
Back puain Mild Unlikely Medication
Cartilage remon al knee surgery Moderate | Unlikely Other Surgery
Right filshic clip now on L side . - . C e . .
S I Mild Unlikely None Pt is being followed tor satety only.
of pelvis
o pelvis y g 3 3
Pulled muscle in abdomen Moderate | Unlikely Other Abdominal ultrasound. ba enema
Depression Moderate | Unlikely Medication |Medication is Zololt.
(b)(6) L. pelvie lin“\.\l{i_ h is (b))
_. pelvie pe chis . . .
LN Mild  Unlikely  |None
intermittent i -
Irregulur periods Moderate | Unlikely Medication
. - Hospitalizat . —
Pneumonia Moderate | Unlikely ion p “Resolved with medication.
R sided pain for six months Mild Unlikely None :
Stress Mild Unlikely Medication
Headaches Moderate [ Unlikely Other Changed antidepressants
B PERTRIIR Rag PIPTPEY . T T I
. . . T wspitalizat | Second hi RN sstfully
2nd hip replucement Severe | Unlikely Jrospitaie CCOE BIP WA StLcessii
- ion replaced.
Naused and vorniting with . Hospitaliza i
N i e Sever: Unlikely ;lospitafizat
- Severe Anlikely .
period - R ion
. . - Hospitalizat
Endometrial polyp Moderate ! Unlikely ion ! Polyp removed.
SR I : ]
ipolar episode Muoderate | Unlikely Medication :
Bipolar ¢pisod Muoderate | Unlikely Medicat
i
Sar infection Mild [ Unlikety Medication
E feet Mild | Unlikeh Medicat
Ri-polar Moderate | Unlikely | Medication :
Conceptus, Inc. Exhibit D

Report of Phase I Study Page 11



Cramping Moderate | Unlikely None
Dystunctional vaginal blecding Moderate | Unlikely None
i -
Laparascopic by-pass ¢ - Hospitaliz
parascopic by-pass and Moderate | Unlikely Fosp talizat
cholecvstecromy - ion
. L oy Hospitalizat
Cholclithiusis Moderate | Unlikely Hion t
Obesiry Moderate [Unligety [ Flospitalizat
- ’ ion
Late period Mild Unlikely Other Serum pregnaney test-neguative
Migraine Moderate | Unlikely Medication :
Change in Ravnards Mild  Unlikely None
Change in Sjogruns Mild i Unlikely None
Arthritis Moderate | Unlikely Medication
Cystitis N 3 over past 12 mths Moderate | Unlikely Medication
'Osteo-arthritis knee and fingers Modcrate [ Unhkely Medication
: . b)(6 - Hospitalizat
(b)(6) Partiul thyrotdectomy (b)(6) Moderate | Unlikely ion P
Pt kicked in abdomen causing
abdominal discom.vag. Mild Unlikely Nonce
bleeding
Insomnia Mild Unlikely Medication
| Carpal tunnel release Moderate | Unlikely Other Outpatient surgery
. , o Hospitalizat
Cystoscopy Modcrate | Unlikely on !
Cystitis Mild Unlikely Medication
Lumbar pain Moderate [Unhikely None
Foliculur ovarian eyst. Mild Unlikely Medication
I
Periovulation pain Moderate | Unlikely Medication
Apendicitis Severe | Unlikely Other Apendicectomy laparoscopy.
. . - . Surgery. weight loss successiul-70
Gastric bypass Moderate | Unlikely Other Ibs s et i
— —————— _‘ - - ‘i
Gastric reflux Mild Untikely  iMedication | !
- i L ]
Conceptus. Inc. Exhibit D
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Diarrea

Osteoarthritis in knees

Biopsy on lumps on arm and

leg

Hysteroscopy

Poelvie pnin

Urine intection

Abdominal bloating

Cervical pain

Hemorrhoidectomy

fleadaches

Nausea

Broken right ankle

Surgery on torn achilles tendon

Manic episode

Broken ankle

Felt off balcony

Acute depression

Hysterectomy due to fibroids

Breast reduction

Fvroidectony

Mirena inserted

Chest infection

Peri menopausul symptoms

Back pain

Conceptus, Inc.
Report of Phase II Study

(b)(6)

- — —— —————
i
Moderate Unlikely  [None i
Moderate | Unlikely Medication
. S S S
Mild Unlikely None  Biopsy (b)(6) showed Mustocystitis |
. o Hospitalizat . - :
Mild Unlikely i'\r\p Insertion ot Mirena IUCD
vl
- wpitaliza . .
Maederate | Unlikely Hospitalizat Lascr surgery o pelvic endomctiiosis
: ion s :
—r- - —
ALId P Unlikely Medication
Moderate | Unlikely Other Ultrasound and x-ray
—
Moderate | Unlikely Medication
- . Surgery. removal of exterior
Moderate {Unlikely 1 Other SCly. TH
- hemorrhoids
Moderate jUnlikely Medication
Moderate | Unlikely Medication
. Hospitalizat
Moderate | Unlikely ion Plate and 7 screws to ankle
Moderate | Unlikely Other Day surgery and crutches
Mild Unlikely Mudication
Maoderate ! Unlikely Other Plaster on ankle tor 5 weeks.
Moderate {Unhkely Other Sutures to cut on scalp.
. . Hospitalizat
Severe | Unlikely . p
ion
oy Hospitalizat
Muoderate { Unlikely oSt
on
Hospitalizat
Maoderate LTS
ion
Muoderate jUnitkely Medication
i . - Hospitalizat
POMild funbikey | 0T .
| n0n ;
Maoderate jUnlikely  Medication
Moderate | Unlikely Medication
Severe | Unlikely Medication
1 R : [ [
Exhibit D
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Thrush

(b)(6)

Cauter-of vulval warts

Conceptus, Inc.
Report of Phase II Study

(b)(6)

|

|

Mild Unlikely Medication
S —
Mild Unlikely Other Burnt off by GP !
i =

Fxhibit D
Pave 14



Pages 92 through 108 redacted for the following reasons:

(b)(4)-Trade Secret/Confidential Commercial Information
Case Report Form



(Cheeptus
\\./LJ Ll\/\/“\/ \J

N/

N ———

PR

e o Dyt alim oiads
€ar oiudy raitucipaiii:

W)

Thank you for taking part in the clinical study, “Evaluation of the Safety and Eftectiveness of the
STOP Device to Prevent Pregnancy in Women Who Are Seeking Permanent Contraception.”
Your willingness to take part in this study is of great help in the development of the procedure.

Attached is a Participant Questionnaire and Participant Diary for you to complete. This
information is a very important part of the clinical study.

The Participant Questionnaire is to be completed one week after the device placement procedure.
Please note that these forms are carbon paper and should not be placed on top of each other when
writing down your responses. Use a ballpoint pen and press firmly to make sure that your
responses can be read on each page of the form.  After you have completed the questionnaire,
please return it to Helen Plummer in the envelope provided. Helen Plummer will call you in two
weeks to discuss your responses to these questions.

Enclosed is a Participant Diary for recording information about your menstrual cycle and sexual
activity. Each page of the patient diary can be used for 3 months. Write the names of the months
in the top left-hand box next to “Month-", followed by the yecar. The first month will start with
the date your STOP devices were placed. Please check the box that corresponds to the
appropriate day(s) of the month that you have your menstrual period or have sexual intercourse.
Also indicatc any pain cxperienced during sexual intercourse or during your menstrual period by
checking the appropriate box. More specific instructions are found at the bottom of the page on
the Participant Diary. An cxample of what a completed diary might look like is attached.

Please bring your Participant Diary with you when you see Protessor Kerin for your 3-month and
6-month visits.

If you wish to speak to someone about the device placement procedure, your recovery, the device
itself. how to complete these forms, or any concerns you might have, please call Professor Kerin
or Helen Plummer at 8371 3099.

Please remember that it is necessary to use contraception until your device placement has been

cvaluated and confirmed at the 3-month office visit. At that time Professor Kerin will advise you
regarding discontinuing use of contraception.

STOP 07 CONFIDENTIAL

Dated: lannary 6 2000
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Pages 112 through 123 redacted for the following reasons:

(b)(4)-Trade Secret/Confidential Commercial Information
Case Report Form



L . - | | N Ipow()/q/ﬁ.{l/ﬂ‘/

P020014_R012_A001

Essure Permanent Birth Control System

Date: February 7, 2007
Reviewer: - Elaine Blyskun, Biomedical Engineer
Division/Branch: DRARD/OBGD

P: P020014_RO12_A001
Device Trade Name: Essure Permanent Birth Control System

Company: Conceptus, Inc.
331 E. Evelyn Ave.
Mountain View, CA 94041 -

Contact: Edward Sinclair - ,
' VP, Clinical Research, Regulatory Affairs and Quality Assurance
650-962-4170 (phone)
650-962-5217 (fax)

Background: - _

The Essure System is intended for use in women who are seeking permanent birth
control. It is composed of the micro insert, the delivery system, and the split introducer.
FDA approved the PMA on November 4, 2002. The Phase II study was conducted to
evaluate long-term safety and effectiveness of this device. Michelle Byrne was originally
the lead reviewer for the P020014 RO012, the final report of this study. (b)(4)

(b)(4)

Review:

(b)(4)

PO20014~R012-_A001 Essure Permanent Birth Control System ~ Pagelof5



(b)(4)

‘ Figure 1.

(b)(4)

P020014 R012_A001 Essure Permanent Birth Control System Page 2 of §



(b)(4)

(b)(4)

P020014_R012_A001 Essure Permanent Birth Control System . - Page3 of 5



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

P020014_R012_A001 Essure Permanent Birth Control System - Page 4 of 5



Nilsa Loyo-Berrios PhD MS has reviewed this information. Her review, dated January
31, 2007, has the following conclusions/recommendations:

(b)(4) @

2. Re\liew of P020014/R012 is completed.

3. Informat1on on pain sever1ty by type of anesthes1a could be useful for physicians and
patients.

Dr. Corrado has also reviewed this information. She indicates in her email review, dated
February 5, 2007, that (b)(4) . She does not
~ have any additional questions for the sponsor. -

Recommendation:

(b)(4) W[mill send the sponsor a letter to
acknowledge that this post approval study is complete:

E}ame Blyskun Date: February 7, 2007
- Colin Pollard Ch?@GD Date
M Concur

/ / Do Not Concur

P020014 R0O12_A001 Essure Permanent Birth Control System Page 5 of 5
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Sticky Note
I would leave this line in.  Nothing wrong with releasing this.


SLRVIC .
WSRVICEs

9. Public Health Servi.ce

y : DEPARTMENT OF HEALTH AND HUMAN SERVICES ~ Food and Drug Administration

WEALTY
of <,

Memorandum

Date:  January 31, 2007

| From: Nilsa Loyo-Berrios, PhD, MS, Epidemiology Branch (EB)
Division of Post Market Surveillance (DPS)
Office of Surveillance and Biometrics (OSB), HFZ-541

Subject: Epidemiologic Review of the Amendment to PMA P020014/R012, Essure ™
System _ - '

To: Elaine Blyskun, Obstetrics and Gynecology Devices Branch, DRARD/ ODE, HFZ-
470

" Through: Danica Marinac-Dabic, MD, PhD, Chief, EB, DPS/OSB, HFZ-541
Thomas P. Gross, MD, MPH, Director, DPS, OSB, HFZ-520

Purpose

The purpose of this memorandum is to present the epidemiologic review of Amendment 001
to the Final Report for the Phase II Study (P020014/R012). The study was conducted to
evaluate long-term safety and effectiveness of Conceptus Essure. ™ System for permanent
birth control. : ‘

Background
The final results for the Phase II study were included in P020014/R012. (b)(4)
(b)(4)

(b)(4)


LDT
Sticky Note
I would leave this line in.  Nothing wrong with releasing this.  Release header assessment of Response to deficiecies. 


Epidemiology Review of P020014/R012/A001

(b)(4)



Epidemiology Review of P020014/R012/A001 . o -3-

(b)(4)

2. Review of P020014/R012 is completed.

3. Information on pain severity by type of anesthesia could be useful for physicians and
patients.

Nilsa I. Loyo-Berrios, PhD, MS

cc: Julia Corrado, HFZ-470 .
' Colin Pollard, HFZ-470
" Diane E. Dwyer, HFZ-520

Document History:
Drafted: NLoyo-Berrios, December 7, 2006
Reviewed: DMarinac-Dabic, January 31, 2007



Blyskun, Elaine

m: Corrado, Julia A '
\ t: Monday, February 05, 2007 3:36 PM
o: Blyskun, Elaine
Cc: : Pollard, Colin M.
Subiject: FW PO20014 R012 and P020014_R013 Responses
Attachments: Essure ThermaCh0|ce responses P020014_R013_ A001 doc; Essure Rewew Amendment 1

for Phase Il Final Report (R012).doc

February 5, 2007
Elaine,

| have read Nilsa's excellent reviews, and don't beheve we need to follow up with the sponsor. Nilsa's main suggestions
(and my comments) follow

‘ (b)(4)

Thanks,
Julia
2.
From: Blyskun, Elaine
"~ Sent: Monday, February 05, 2007 1:48 PM
: Corrado, Julia A
ject: P020014_R012 and P020014_R013 Responses

Julia,

When you get a chance, would you please look over Nilsa's reviews of P020014_R013_A001 (Essure/Thermachoice
study report) and of P020014_R012_A001 (Phase Il Clinical Study final report)? _

1
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Amendment #1: Phase II Clinical Study Final Report

Conceptus,

W

—

.

November 30, 2006

Michelle L. Byrne e
Food and Drug Administration =
Center for Devices and Radiological Health =

Document Mail Center (HFZ-401)
9200 Corporate Blvd.
Rockville, MD 20850

Re:  Amendment #1 to the Phase Il Clinical Study Final Report

PMA P020014, Conceptus Essure® System for Permanent Birth Control
Dear Ms. Byrne,

This Amendment to the Phase II Clinical Study Final Report is being submitted in resnonse
to questions received from the Agency on August 14, 2006.

=]
(b)(4)

(b)(4)

Conceptus, Inc.

Page 1
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Amendment #1: Phase 11 Clinical Study Final Report
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Amendment #1: Phase II Clinical Study Final Report

Conceptus, Inc.




Amendment #1: Phase II Clinical Study Final Report

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

Please let me know if you have any questions or need additional information. I can be
reached by phone at (650) 962-4170, by fax at (650) 691-4729, or by email at
esinclair@conceptus.com. Please note the new address and contact information below.

Sincerely,

Ol

Edward J. Sin¢lair

Vice President, Clinical Research, Regulatory Affairs and Quality Assurance
Conceptus, Inc.

331 E. Evelyn Ave.

Mountain View, CA 94041 USA

Direct: (650) 962-4170

Fax: (650) 691-4729

Exhibits: 1

Conceptus, Inc. Page 5



Amendment #1: Phase II Clinical Study Final Report

EXHIBIT 1

Phase II Clinical Study Final Report
AMENDED

Conceptus, Inc.



Pain during the Micro-insert placement procedure was reported by (b)(4)
women who underwent a placement procedure (first and second procedures
combined). Pain during Micro-insert placement was rated as less than or equal to
that expected in (b)(4) women and greater than expected in (b)(4)
(b)(4) women. 1neremaimng (h)(4) Wwomen answered “n/a” to this question
because placement was not achievedy))(4the woman received general anesthesia
for the placement procedur¢p)(4)woman nad IV sedatiofib)(4)For unknown
reasonsgh)(4yomen chose not to answer the question.

Adverse events

A total of (h)(4) women(b)(4)experienced an adverse event on the day of the _ - - { peeted: seven
nracedura (1y)(4) vomen naa vaso-vagal responses that were treated with atropine,  ~ ~ { Deleted: <1

.

(b)(6) resolved immediately and (h)(6)  required observation for
several hours prior to discharge. One woman (b)(6) complained of severe leg
pain during the procedure that was likely due to positioning. The pain was
resolved within 2 hours with analgesics and a change in position.

One woman  (0)(6) omplained of severe post-op pain. This may have been
related to Micro-insert deployment in the fallopian tube. The pain resolved with
analgesics within 8 hours following the procedure.

In(b)(4)women (b)(6) . the proximal band of the Micro-insert
became detached durning Micro-insert placement and was noted on the x-ray to be
located in the uterus. There were no sequelae and all women passed the band
with subsequent menses. A thorough evaluation of this technical failure revealed
that unsatisfactory variability existed in the manufacturing process of attaching
the proximal band to the Micro-insert. This manufacturing process was revised
and a new inspection and release test method was established to address this issue.

One-week Questionnaire

One week after Micro-insert placement, women were asked to complete a
questionnaire, rating their tolerance of the Micro-insert placement procedure and
noting any pain, bleeding or unusual symptoms that may have occurred in the
intervening seven days. Two weeks post-Micro-insert placement, women were
contacted to assess any adverse events and encourage completion of the patient
questionnaire. Patient questionnaires from(b)(4®f 227 women undergoing Micro-
insert placement were received. The remainingy)(49id not complete the
questionnaire because they were either a bilateral failure(b)(4)or a unilateral

fajlure(b) (4)
Tolerance of Procedure

Of th{b)(4)women who completed the one-week questionnaire, tolerance of
the Micro-insert nlacement procedure was rated as “good” to “excellent” in

(b)(4)¥omen (b)(4) fair ifb)(4yomen () ) and poor i) (2yomen(p)(4y (b)(4)

Conceptus, Inc.
Report of Phase II Study, Rev. 2 Page 12 of 34





