Essure

A Hysteroscopic Approach to female sterilization

Sara Barton
Reproductive Choice Elective
January 21, 2005



Female Sterilization

» Chosen by 28% off women who: use contraception

= gflost used method for definite contraception in the United
tates

» > 10 million procedures performed
» Covered by insurance
» Safe and effective

» Options include: laparotomy, laparoscopy and
transcervical

majority of sterilization procedures in the US involve
laparoscopy: performed under general anesthesia

risks associated with) generall anesthesia

vascular damage, injury to the bowel, bladder, or
uterus, or unintended laparotomy.

postoperative pain



What is Essure

» Hysteroscopic approach to place micro-
Inserts into the fallopian tubes

» [lissue growth in and around the inserts
blocks the fallopian tubes achieving tubal
occlusion

» Permanent protection against pregnancy.
» FDA approved in November 2002



Essure System Overview:
Micro-insert Design

Fibers (PET)

Dynamic Expanding
superelastic Outer Coil







Steps to Essure Placement

Paracervical block is administered, hysteroscope with
attached camera is inserted through the cervix into the
Uterus.

Catheter is passed through the hysteroscope and
directed to the ostium of the fallopian tube

Micro-insert is positioned in the proximal portion of the
fallopian tube and then detached

Catheter is removed

Over the next 3 months, fibers in the insert cause a
tissue response and tissue ingrowth occludes the
fallopian tubes

HSG is done after 3 months to confirm occlusion and
location



Mechanism o Action

» Micro-insert is flexible and dynamic and accounts
for differences in women.

» The diameter of the micro insert is larger trailing
Into the uterus than within the tubal lumen. This

difference in the

diameters is intended to prevent

migration toward the peritoneal cavity.

» The PET fibers e
fiber mesh and t

icit tissue in-growth. The PET

ne micro-insert act as scaffolding

into which the tissue grows, anchoring the micro-

insert within the

fallopian tube and occluding the

tube, resulting in sterilization.



Benefits

» No general anesthesia reguired

» No Incisions required

» Speed of procedure

» May be performed as an outpatient
» Quick recovery

» Effective
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Considerations

Patients must use another form: of birth
control for at least three months after the
orocedure

Removal requires surgery

Reversal Is not achievable-IVF only option to
conceive

Not all women will achieve successfiul
dlacement of both micro-inserts

Physician learning curve




Phase IA: Peri-Hysterectomy
Study

» Objectives
evaluate the feasibility of micro-insert placement

to evaluate placement technigues and delivery system
to assess acute tubal occlusion.

» Results
preliminary evidence regarding the safety of the
placement procedure, the ability of the device to acutely
anchor in the fallopian tube as well' as the immediate
space filling design of the device to occlude the fallopian

tube.



Phase 1B: Pre-hysterectomy
patients

» 49 pre-hysterectomy: patients

» Device worn for a range of 1 day to 7 months,
with the majority of patients wearing the devices
for 10-12 weeks

» Essure device elicited both a fibrotic and an
iInflammatory response, leading to tissue ingrowth.

» The tissue response was localized to the region ofi
the tube where the device was placed and did not
Involve the serosal surface.

» Normal tubal architecture was seen 5 millimeters
distal to the device.




Valle. Tissue response to STOP microceil, Fertil Steril 200]



Phase II and Pivotal Trials

» [he purpose of the Phase II study was to
dgather safety and efifectiveness data for the
first time in the intended patient population

» [he primary endpoints of the Pivotal Trial
WEre pregnancy. prevention, safety of the
placement procedure, and safety of long-
term use



Micro-insert Placement Status

Bilateral placement
Unilateral placement
No placement

Procedure time
od or lent

tolera i
prmw:u

* 2 participants had uni-comuate uteri and
had placement in the one tube




Reasons for failure of placement

» 4 % of the women had pre-existing tubal
occlusion

» [he majority of the failed placements were
related to anatomic ISSUES
stenotic tube
tube that Is too far lateral to enter

scarring of the tube, preventing entry to the
ostium



Phase II and Pivotal Results

» Hysterosalpingogram three months later to
evaluate micro-insert position and tubal occlusion.

» Bilateral occlusion was demonstrated in 96% of
women with bilateral placement in beth the phase
IT and pivotall trials.

» Bilateral occlusion at six to seven months was
100% for bothi the phase II and pivotal trials.



Effectiveness

» Combined total of 745 women aged 21-45
years have shown

NO PREGNANCIES

In women relying on Essure for contraception

» Clinical data has proven 99.8% effective at
2 years of follow-up



Adverse Effects

» Failure to place 2 micro-inserts at first
procedure (14%)

» [nitial tubal patency (3.5%)

» Expulsion (2.2%)

» Perforation (1.8%)

» Unsatisfactory device, location (0.6%)



Adverse Effects continued

» Procedure Side Effects
Cramping) (29.6%)
Pain (12.9%)
Nausea/Vomiting (10.8%)
Dizziness (8.8%)
Bleeding/Spotting (6.8%)

» Side effects occurring over first year
Back pain (9.0%)
Abdominal paini (3.8%)
Dyspareunia (3.6%)



Human Reproduction, 2005

227 previously fertile women

Successful bilateral micro-insert placement was achieved in
88% of women.

90% rated tolerance of the device placement procedure as
good to excellent.

Majority discharged in an ambulatory state within 1-2 h.

Adverse events occurred ini 7% of the women, but none was
SEerious.

Correct device placement was confirmed in 97% of cases at 3
months.

Over 24 months follow-up, 98% of study participants rated their
tolerance off the micro-insert as very good to excellent.

6015 woman-months of exposure to intercourse, no
pregnancies have been recorded



Obstetrics and Gynecology, 2003

\ 4

518 previously fertile women seeking sterilization
Microinsert placement was attempted in 507 women.

Bilateral placement of the microinsert was achieved in 464 (92%) of
507 women.

88% rated tolerance of device placement procedure as good to
excellent.

Average time to discharge was 80 minutes.
Quick return of function

Three months after placement, correct microinsert placement and
tubal occlusion were confirmed in 96% and 92% of cases, respectively.

Comfort was rated as good to excellent by 99% of women at all follow-
up Visits.

After 9620 woman-months of exposure to intercourse, no
pregnancies have been recorded.



Women enrolled

(n=518)

Placement attempled
{n=507; 98%)

No placemenl attempled
(n=11; 2%)

!

Bilateral placement
{n = 464; 20%)

Placement failure
{n=231; 6%)

Unilateral placement
(n=12; 2%)

:

Lost to follow-up
(n=3; 0.6%)

Micro-insert mispositioned
(n = 21; 4%)

Bilateral ccclusion
(n = 440; 85%)

'

Terminated
(n=1; 0.2%)

Mo occlusion after second

attempl
(n=11; 2%)

Oeclusion after second
attempl
(n=19; 2%)

Eeliance on micro-insert
(n=44%; 87%)

=y

Lost to follow-up
(n=10; 2%)

Evaluable at 1 year
(n =439, 85%)
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Phase III clinical trial

» CONCLUSION: This study demonstrates
that hysteroscopic interval tubal sterilization
with microeinserts is well tolerated and
results ini rapid recovery, high patient
satisfaction, and effective permanent
contraception.



Fertility: and Sterility
July 2004, Spain

» Successful placement was achieved ini 81 patients
(95%)
» Mean time elapsed between the start ofi

hysteroscopy, placement of devices, and remoyval
of optics was 9 minutes (range, 1-35 minutes)

» No intraoperative or postoperative complications
were detected.

» /5 (93%) had abdominal x-ray performed at the
third month; bilateral correct placement was
confirmed in all of them.



References

“ARHP”. www.arhp.ord. 20 January, 2005.

Cooper JM. Carignan CS. Cher D. Kerin JE. Selective Tubal Occlusion; Procedure 2000 Investigators
Group. Microinsert nonincisional hysteroscopic sterilization. [Clinical Trial. Clinical Trial, Phase
ITT. Journal Article. Multicenter Study] Obstetrics & Gynecology. 102(1):59-67, 2003 Jul.

Kerin JE. Cooper JM. Price T. Herendael BJ. Cayuela-Font E. Cher D. Carignan CS. Hysteroscopic
sterilization using a micro-insert device: results of a multicentre Phase II study. [Clinical Trial.

Slinical Trial, Phase II. Journal Article. Multicenter Study| Auman Reproduction. 18(6):1223-50, 2005
un.

Ubeda A. Labastida R. Dexeus S. Essure: a new device for hysteroscc}pic tubal sterilization in an
outpatient setting. [Clinical Trial. Journal Article] Fertility & Sterlity. 82(1):196-9, 2004 Ju.

Valle RF. Carignan CS. Wright TC. STOP Prehysterectomy Investigation Group. Tissue response to
the STOP microcoil transcervical permanent contraceptive device: results from a
prehysterectomy: study. [Journal Article] Fertility & Sterility. 76(5):974-80, 2001 Nov.

“Essure: The alternative to incision”. www.essure.com, 20 January, 2005.




