Cytyc Surgical Products Premarket Application M060004 August 1, 2007
Adiana Transcervical Sterilization System — Module 4 Training

Training Overview for Track One and Two Participants

Before using the commercial Adiana Transcervical Sterilization System, all
physicians will need to complete training and demonstrate understanding in:

= Screening and counseling patients for this device

» Discussing procedure warnings and precautions with the patient

s Successfully performing the Adiana Transcervical Sterilization Procedure in

accordance with the FDA approved Instructions for Use
» Interpreting hysterosalpingograms and managing equivocal readings
= Managing challenging cases

Didactic and simulation training will be offered through web based training programs,
classroom training, or in office training by Cytyc trained representatives. Procedures
will be overseen, as appropriate to the tier of training and/or physician request, at the
clinical facility and will be provided by Cytyc trained representatives.

All physicians who are enrolled in the Adiana Procedure will receive didactic and
appropriate simulation training in the following topics (See Proposed Commercial
Product Training Flowchart, Figure 6.2):

Adiana Transcervical Sterilization System
e Understand and Counsel Patients on the Adiana Procedure
= Device Overview
» Prior Studies and Clinical Trial Results
- Device Safety Results (from final SS&E)
- Device Effectiveness Results (from final SS&E)
» Scheduling and counseling patients on the Adiana Procedure
®  Device Warnings and Precautions
= Patient comfort during procedures
* Patient follow-up requirements
e Performing the Adiana Procedure
* Patient and Equipment set-up
» Overview of principles of the Adiana Procedure
- Tubal Access
- Positioning and Stabilizing the Hysteroscope
- Catheter Handling
- PDA and Activation
- Matrix Release
_ - Post Procedure Management
e Managing Challenging Cases
» Difficult Access
= RF Treatment Challenges
e (Case Simulation
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Adiana Transcervical Sterilization System — Module 4 Training

2. Adiana HSG Procedure HSG Training

Performing and properly interpreting HSGs has been an important aspect of the
Adiana Training Program for the EASE Clinical Trial and continues to be for
commercialized product. To ensure that physicians who interpret HSGs for
commercial product are successful, a separate training program has been developed.
Designed for both gynecologists and radiologists, it will present information specific
to performing the Adiana procedure, interpreting Adiana HSGs and managing
challenging cases. A separate HSG Manual has been drafted. Examples of
Confirmatory and Equivocal readings will be included and discussed.

Training in the following topics will be included (See Proposed Commercial Product
Training Flowchart, Figure 6.2):

Adiana HSG Procedure
e HSG Procedure Overview
»  HSG Safety
* Patient and Equipment set-up
s  HSG Procedure
- Required images and interpretation
- Confirmatory Interpretation
e Manage HSG Challenges
»  Equivocal Occlusion
= Repeat Evaluation and Patient Management
s Cytyc Clinical Support
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Figure 6.2: Proposed Commercial Product Training:
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VIII. B. TRAINING MANUALS
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VIII. B. 1. PHYSICIAN TRAINING
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Adiana RF Generator

e Simplified User Interface

* Menu driven usage
— Access Tube
— Complete RF

— Place Matrix

 No User selections for treatment
parameters
— Temperature (64°C) automatically controlled.
— Duration (60 sec.) automatically controlled.
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Room Set-up

Large enough
Adjustable table and comfortable stirrups
Adiana RF Generator

* Needs to be easily viewed and within cable
reach of hysteroscope

Hardware tower for hysteroscopy
Mayo stand for instrument set-up
Vital monitoring equipment per local requirements
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Hysteroscopy Ancillary Supplies

 Tenaculum
 Hegar 4-5-6 or ‘os finder

 Open-sided speculum

(removable once hysteroscope
is in the cervical canal)




‘SeINUIW OF PO8IXa

JOU p|NOYSs awi} ainpsadoid ay) ‘Ajreuonippy

00008 Spo393Xa 1dIsp pinjj ayl

JI paleulwlsa)l Ajgieipawwi 8g }snw ainpadoud
ay] ‘elwalieuodAy Jo ¥sii ay] aonpal 0|

‘JJels |jealpsw

AQ palojiuow ag P|NOYS MOJIN0 pue MO|Ju|
*JNJ20 JOU SB0P PBOJIBAO PIN|} Jeyl ainsua

0} paJlojluow aq pjnoys paljdde pinj} JO awN|OA
|B10] pue ainpado.id ay) Jo uoljelnp ay|

'PBOJIBAO PIN|} 10} YSI4 BY) S8sealoul
mojjul ainssaud ybiy yum waisAs Auy

PEOCIIBAQ PIN|4
10] lenualod :AdoosolialsAH

1032



uonaiosip ueldisAyd
Jad se XIAI89 0] J118Y]SauUe [B00T

wininoads ade|d e
UOI10BJUISI(] e

| da1s - Juswaoe|d 8d0os0i8)SAH

1033



XIAI®D) 0]
Jl}1@ylsauy [eo07 Jo uoneolddy

1034



winjnoads ay] 9AOWSY e

leued
8y} OJUl 8oUBAPE PUB XIAI8D 8U] JO SO

|leulalxe ay)] ojul 8doasoualsAy ay) ade|d e
Blowed ay] aduejeq slyp\ e

pJ02 1ybi| pue
MOIJJINO ‘MO[jul 0} 8d092S0I8)SAY 108UUOY)

2 dolg - Juswoaoe|d ©doos0.iv)sAH

1035



sawl]
e Je uonisod [edIuaA ay) Ul eiawed dosy|

YN EIEY
JO 1ul0d 8y) Se Juswyoepe pJod bl 8sn e

uolneusuQ 21doosolalsAH

1036



bu sy}
pue 13| 8y} 0} uonelos Aq eiiso azijensi) e

uoijisod [eJinau ul 8doosolo)1SAY 8oe|d e

(uonoeal jebea Joj 186614} uowwoo
1SoW S| SIY} ) AJMO|S WNISO [BUIBlUl SSB e

MBIA JO PJIY) JOMO| BU] Ul [esjuad
|leued [eoIAI80 By} Jo abewl ay) dosy e

¢ dels — Juswade|d 8doosousisAH

1037



(a48y papinoid dijH ospIA)

SS90V 1YbIY -
SS900Y 1o -
EILEINE
:0d02s048)SAY
9y} JO suoljisod |eulpied aaiy] e

BISQ [eqn JO UONEOLIUSP)

1038



alay papinoid
dijo oapIA

(uoysod
leJlnau) Juswaoe|d Jajayie)

1039



alay pepinoid dijo oapIA

R

S

SS9J0.
19]) JUBWaoe|d J818ylen

1040



Iv01

atheter placement (right

Video clip provided here
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Catheter Handling

e Avoid damage to catheter tip when
inserting into working channel

 To advance the catheter with greatest

ease, the length of unsupported catheter

should be kept to a minimum at either end
of the scope.
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Catheter Placement — Step 6

* Advance catheter and scope to shorten
the unsupported length of the catheter

e Advance the catheter up to the black mark
once the scope reaches the uterine wall
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VIIL. B. 2. HSG TRAINING
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HSG — Overview

m The HSG is to be performed by 3 months post device
placement

m To prevent trauma to the tissue ingrowth and prevent
rupturing the tubal blockage, uterine distention
pressure should not exceed 200 mmHG (Bonchek
Vein Distention System or similar)

m Keeping a cervical seal throughout procedure to
maintain internal uterine pressure is essential

m Use Fluoroscopic equipment must be used to
visualize radiopaque contrast filling.

= Document final results with spot films
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HSG Equipment

Equipment for visualizing and cleansing cervix

m Catheter with Occlusion balloon cuff (or other
suitable cannula based on local preference)

m Hypaque® Contrast (or equivalent water-soluble
radiopaque contrast)

m 20cc syringe for Contrast Media
m Syringe for inflation of balloon cuff
m Sterile Saline for balloon inflation

m Pressure limiting device (Bonchek Vein Distention
System 200 mmHg or similar)

m [enaculum
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HSG Technique

Patient Placement - The patient is placed supine at the end of the fluoroscopic table
in a modified lithotomy position.

Sterile Field- The cervical canal or endometrial cavity should be accessed using
aseptic technique.

View and Clean Cervix - A sterile double bladed metal speculum is inserted into the
vagina to provide a clear view of the cervix. The cervix is cleaned with a disinfectant
and the excess is wiped with a dry swab or sponge to prevent its passage into the
uterine cavity. It is important to remove the metal speculum during Xray exposure to
prevent the image of the speculum from overlying potential contrast media spill or
cervical leakage.

Sealing Cervix and Injecting Contrast Medium - Care should be taken to minimize
cervical dilation so that a good cervical seal is easy to achieve and maintain
throughout the HSG.

Remove Speculum after catheter is in place. During Xray exposure, the image of
the speculum may overlay potential contrast media spill or cervical leakage.

Local Anesthesia is usually not required but may be necessary in some
cases
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Image 1: Scout radiograph

m The first picture should be taken to ensure
a normal uterine cavity without adhesions

and/or other pathologies.
® [Insert Image 1- Scout Radiograph]
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Image (3) Cervical seal/ Complete Fill

m A third picture should be taken as
additional contrast medium is injected to

confirm a good cervical seal and indicate
complete filling of the uterine cavity.

[Insert Image 3- Fully distended uterine

filling]
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Image (5) Right Lateral Oblique

m [0 better capture the right fallopian tube
and create separation from underlying
structures, ask patient to rotate slightly,
placing right the knee on the left side of
her body for a right lateral oblique
radiograph.

[Insert Image 5 - right lateral oblique
radiograph]
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IX. POST-APPROVAL STUDY (PROPOSED)
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Cytyc Surgical Products Premarket Application M060004 August 1, 2007
Adiana Transcervical Sterilization System — Module 4 Post Approval Study

7. EASE Clinical Trial Post Approval Study

The safety and effectiveness of the Adiana Transcervical Sterilization System has
been assessed in a series of preclinical and clinical trials. The EASE clinical trial, a
pivotal study, conducted to collect data to determine the safety and effectiveness of
this device for permanent female sterilization, was filed under IDE G020172.

The EASE study was designed with a one year primary endpoint, and will follow all
patients out to 5 years of reliance. At the time of the database freeze for this PMA

~ (March 1, 2007) approximately one half (50%) of the total follow up in terms of
‘woman-months’ of reliance had been collected.

Thus the process of data collection related to the original trial cohort will continue.

Per Regulatory Guidance, “Guidance for Industry and Staff — Postmarket
Surveillance Under Section 522 of the Federal Food, Drug and Cosmetic Act,” issued
on April 25, 2006, Cytyc has developed the following specific question to be
researched in a post-approval study.

e What are the 3, 4, and 5 year device failure/effectiveness rates?

To evaluate the 3, 4, and 5 year device failure/effectiveness rates, Cytyc will:

e Continue the current trial per IDE G020172 with yearly follow-up reporting
out to 5 years.

All monitoring and data collection activities which occur during this follow-up period
will be performed in accordance with the Good Clinical Practices which were
employed throughout the EASE study. Any Serious Unanticipated Adverse Events
will reported to FDA according to 21 CFR §812.150(b)(1). In addition, the results of
this post-approval effort will be reported to FDA annually in Periodic Reports
according to 21 CFR §812.150(b)(5).
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