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PROTOCOL AGREEMENT

I, the undersigned, will conduct the clinical study as described in the Protocol and will adhere to the
Code of Federal Regulations, Title 21 and Title 45, Part 46, Good Clinical Practices (GCP),
International Council for Harmonisation (ICH), and the Declaration of Helsinki. I have read and
understood the contents of the Protocol and Investigator Brochure.

The signature of the investigator below indicates acceptance of the protocol and a complete understanding
of the investigator obligations as outlined in Investigator Obligations.
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Protocol Title: A multi-center, single-blind, randomized clinical trial to compare two copper IUDs:
Mona Lisa NT Cu380 Mini and ParaGard
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AE Adverse event
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CCTN Contraceptive Clinical Trials Network
CFR Code of Federal Regulations
CRF Case report form
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DSMB Data and Safety Monitoring Board
eCRF Electronic case report form
EDC Electronic data capture
EU European Union
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GCP Good Clinical Practice
HIPAA Health Insurance Portability and Accountability Act of 1996
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IND Investigational New Drug
IRB Institutional Review Board
ISO International Organization for Standardization
IUD Intrauterine device
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NIH National Institutes of Health
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OHRP Office for Human Research Protections
PI Principal Investigator
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PROTOCOL SYNOPSIS

TITLE

A multi-center, single-blind, randomized clinical trial to compare two
copper IUDs: Mona Lisa NT Cu380 Mini and ParaGard

PROTOCOL NUMBER | CCNO16

PHASE M1

SPONSORS FHI 360
NICHD

IND NUMBER 132657

IND HOLDER FHI 360

FUNDING The Bill and Melinda Gates Foundation (FHI 360) and the Eunice

ORGANIZATIONS Kennedy Shriver National Institute of Child Health & Human
Development (NICHD) of the National Institutes of Health

NUMBER OF SITES Approximately 16 sites in the United States (US)

RATIONALE The only currently marketed copper intrauterine device (IUD) in the
US, first approved by the FDA in 1984, consists of a plastic T-shaped
frame with 380 mm? of copper surface. Successful use of this product
has been demonstrated in parous and nulliparous women. However,
nulliparous women have smaller uterine cavities, and previous
research has suggested that smaller copper IUDs may cause fewer side
effects in nulliparous women compared to larger products. Newer
products available in Europe have slightly less copper, alternative
shapes or smaller sizes. Products that are more comfortable to use
will increase satisfaction, retention, and protection from unintended
pregnancy.

STUDY DESIGN Randomized, single-blind, phase III controlled clinical trial

PRIMARY To measure contraceptive efficacy of the test product (Mona Lisa NT

OBJECTIVE Cu380 Mini)

CCNO16 Version #: 03.00

Version Date: 19Dec2018 Page 10 of 76
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SECONDARY To compare between study products:
OBJECTIVES e continuation rates
e the incidence of failed IUD insertion, uterine perforation, and ITUD
expulsion (complete and partial)
e vaginal bleeding patterns
e pelvic pain and dysmenorrhea
e the incidence of other adverse effects
e pain with and shortly after insertion
e case of IUD insertion
e overall product satisfaction
NUMBER OF Approximately 1100 women will be randomized in a 4:1 ratio.
SUBJECTS Approximately 880 will receive the test product (Mona Lisa NT
Cu380 Mini) and approximately 220 will receive the control product
(ParaGard).
POPULATION Women aged 16-40 with anticipated need for contraception of at least

one year.

Planned recruitment will include approximately 80% nulliparous and
20% parous women. Women 36-40 years old will comprise only 10%
of the study population. We will randomize approximately 1100
eligible participants in a 4:1 ratio to two different copper IUDs:
approximately 880 to Mona Lisa NT Cu380 Mini and approximately
220 to ParaGard.

TEST PRODUCT

Dose and Route of
Administration

Mona Lisa® NT Cu380 Mini containing 380mm? of copper surface
inserted into the uterine cavity.

CONTROL PRODUCT

Dose and Route of

ParaGard® CuT380A containing 380mm? of copper surface inserted
into the uterine cavity.

Administration

COMPLIANCE Compliapge will be Fiocumented by Veriﬁcation‘tha‘F the 'IUD 1s in situ
at each visit by pelvic exam or ultrasound examination (if needed).

DURATION OF Participants will be in the study for up to 37 months or until the [UD

SUBJECT is removed or expelled.

PARTICIPATION The total duration of the study is expected to be five years: 12 months

AND DURATION OF | for subject recruitment, 37 months for subject follow-up, and sites will

STUDY be engaged for an additional year for pre- and post-trial activities. At

the Exit visit, 37 months from insertion, any subject randomized to the
ParaGard treatment arm may elect to continue use of the device under
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care of the woman’s primary provider. The Mona Lisa NT Cu380
Mini is to be removed at the Exit visit or 37 months following
insertion.

DOSAGE AND
REGIME

Eligible subjects will be randomly assigned to Mona Lisa NT Cu380
Mini or ParaGard in a 4:1 ratio. The IUD will be inserted by site
clinician and left in place for up to 37 months (study Exit).

SAFETY
PARAMETERS

e Occurrence of adverse events (AEs) and serious adverse events
(SAEs)

PRIMARY ENDPOINT

e Pregnancy

SECONDARY
ENDPOINTS

e [UD continuation at 12, 24 and 36 months after insertion
Failed IUD insertion, uterine perforation, or [IUD expulsion
(complete and partial)

Vaginal bleeding patterns

Pelvic pain and dysmenorrhea

Other side effects

Pain with and shortly after insertion

Ease of IUD insertion

Overall product satisfaction

STATISTICAL
ANALYSIS

Below is the original estimate for the 95% upper bound of the Pearl
Index for the Mona Lisa Cu IUD arm if we had randomized 800
subjects to that treatment. Since this protocol has been amended to
randomize approximately 880 Mona Lisa Cu IUD subjects, the
estimated 95% upper bound of the Pearl Index would be slightly
lower due to the larger sample size.

Randomizing 800 women to the Mona Lisa Cu IUD will provide
approximately 17,700 cycles for the primary efficacy analysis among
women under 36 years old at the time of enrollment, assuming 13
cycles of use per year with 84.3% evaluable cycles, an exponential
discontinuation rate of 0.2 (i.e., 20% per year), and 37 months of
prescribed follow-up per woman.! Based on this enrollment total and
follow-up rate, the 95% upper bound of the Pearl Index (pregnancies
per 100 women-years of follow-up) would be ~1.0 if 6 pregnancies
were observed.

PLANNED DSMB
REVIEWS

A Data and Safety Monitoring Board (DSMB) will conduct periodic
reviews of subject safety and pregnancy for the study. A DSMB

! Based on a recent IUD study and assuming the same yearly discontinuation rate throughout 37 months, we would
expect to observe approximately 7,100 cycles in year 1, 5,700 cycles in year 2 and 4,900 in year 3.
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charter will be established prior to the first DSMB meeting in order to
detail the frequency, timing and scope of the reviews.

In addition, the DSMB will review an interim analysis.
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NICHD/FHI 360
Clinical Research Protocol

A multi-center, single-blind, randomized clinical trial to compare two copper IUDs:
Mona Lisa NT Cu380 Mini and ParaGard

1 BACKGROUND AND RATIONALE

The only copper intrauterine device (IUD) currently marketed in the United States is
ParaGard®.! It was approved for use in 1984 and first marketed in 1988; millions of US women
have relied on its high safety and high efficacy for pregnancy protection. Copper IUDs are
unique for having three key attributes: being non-hormonal, long-acting, and reversible. For
many women, these features make it an indispensable option.

Unfortunately, copper IUD users can experience increased bleeding and cramping; these side
effects can lead up to 20% of women to discontinue use within the first year.?”> Nulliparous
women typically experience higher rates of side effects compared to parous women.® Recent
findings from the largest contemporary cohort of copper IUD users in the USA confirm that
nulliparous women have a higher incidence of removals for side effects compared to parous
women’. However, the current product still provides tremendous benefit to a majority of
nulliparous users.

Higher side effect and removal rates among nulliparous women may be due to discrepancies
between the size/shape of the current product and the uterine cavity. ParaGard is the largest T-
shaped product in the world (measuring 32mm x 36 mm width and length, respectively). On
average, nulliparous women have uterine cavities that are smaller than those of parous women. A
recent study estimated a mean cavity volume of 57cm? for nulliparous women versus 82cm? and
105c¢cm® for women with one and more than one live birth, respectively.® Width of the cavity
averaged 27mm among nulliparous women to 32mm among women with more than one live
birth.

Previous research in nulliparous populations suggests that smaller copper [UDs may be more
acceptable than similarly-shaped, standard-sized products.®>!® The only randomized trial (of
nulliparous women) comparing a ParaGard-sized product to a smaller, T-shaped product
(measuring 23mm x 29mm), found that the smaller product had continuation rates that were
more than two times higher than the larger product.!!

The American Academy of Pediatrics!? and the American College of Obstetricians and
Gynecologists'® state that IUDs should be a first-line option for nulliparous women. Newer and
smaller copper IUDs used in Europe may be as effective as ParaGard and may cause fewer side
effects. This study aims to evaluate the performance of a smaller, European-approved product
compared with ParaGard in a predominately nulliparous population.

The National Institute of Child Health and Human Development (NICHD) has a mission to
develop safe and effective contraceptives for women, including obese women. Obesity is the
number one public health issue facing the US population and is an independent risk for venous
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thromboembolism (VTE). Therefore, there is a public health need to develop effective estrogen-
free contraception that does not increase the risk of VTE. A copper IUD that contains no
hormonal contraceptives may be safer than a hormonal method, and therefore could have a direct
benefit to obese subjects.

2  STUDY PRODUCTS

2.1 Brief Product Descriptions — Structure and Regulatory Status

This study involves two different copper IUDs: ParaGard (the control product) and Mona Lisa
NT Cu380 Mini (test product). Brief descriptions of each are provided.

2.1.1 ParaGard (control)

The ParaGard T 380A Intrauterine Copper Contraceptive (NDA 18-680/S-060) was approved by
the US Food and Drug Administration (FDA) in 1984 and was first marketed in the US in 1988.
ParaGard is approved for intrauterine contraception for up to 10 years. The pregnancy rate in
clinical studies has been less than 1 pregnancy per 100 women each year.!? The T-framed
product measures 32mm across the arms by 36mm in height, and is made of polyethylene with
barium sulfate to aid in radiologic detection of the device. Copper is added to the plastic frame to
enhance efficacy. A total of 380mm? of copper surface is on the product (copper collars on each
arm and a copper wire wound around the vertical stem of the T-frame). This product is currently
marketed in the USA by Teva Pharmaceuticals.

2.1.2 Mona Lisa NT Cu380 Mini (test product)

The Mona Lisa NT Cu380 Mini IUD is a T-shaped product that measures 24 mm (arm span) x
30 mm in height (about 20% smaller than the T 380A). Like the T380A, the Mona Lisa NT
Cu380 Mini is made of polyethylene, has 380 mm? of copper surface and contains barium
sulfate. The Mona Lisa NT Cu380 Mini was first approved in Belgium in 2014 and is indicated
for contraception for a 5-year duration. It is currently marketed in Canada, Germany, France,
and six other European countries.

The Mona Lisa NT Cu380 Mini is manufactured by Mona Lisa N.V., Graaf de Theuxlaan 25, bus
2, 3550 Heusden-Zolder, Belgium. The company also manufactures the NT Cu380 Standard that
is about the same size as the T 380A. The product insert states that the Mona Lisa NT Cu380
Minti is “designed for women with a uterine cavity depth of less than 7 cm”, while the larger
version is “designed for women with a uterine cavity depth of 6-9 cm.”

Specific pharmacologic and toxicology studies have not been conducted on the NT Cu380 Mini;
however, studies have been conducted for the larger NT Cu 380 Standard, which comprises
identical materials and copper surface area. There are no clinical trial data for the Mona Lisa NT
Cu380 Mini or for the NT Standard.

2.2 Overview of Non-Clinical Studies

In this section, only information on the test product is presented. Refer to the package insert
(Appendix 4) for information on ParaGard.
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2.2.1 Mona Lisa NT Cu380 Mini

The supporting nonclinical biocompatibility and toxicity studies were carried out on the NT
Standard, which is the predecessor to the Mona Lisa NT Cu380 Mini. The NT Standard uses the
same manufacturing materials and processes and has the same amount of copper, and is therefore
equivalent in essential characteristics to the Mona Lisa NT Cu380 Mini. Since the NT Standard
is larger than the Mini, the data may be considered “worst case” or equivalent in essential
characteristics; the relevancy of all data will be supported by a risk analysis according to ISO
14971:2007 Medical devices—Application of risk management to medical devices.

The biocompatibility tests on the NT Standard were completed in 2004, however, no GLP
certification was provided. The tests included cytotoxicity, sensitization, in vivo irritation in
rabbits, pyrogenicity, and systemic acute toxicity. All of the tests were considered negative
based on standards set by ISO 10993.

In 2013, a GLP lab did systemic injection tests, intracutaneous injection tests, Kligman
maximization test, reverse mutation assay tests, and cytotoxicity tests with other Mona Lisa
copper IUDs. The tested [UDs contained the same frame and copper materials as the Mona Lisa
NT Cu380 Mini (the only difference in materials was polyethylene threads instead of nylon
threads). All the tests were considered negative based on standards set by ISO 10993.

Genotoxicity testing was not done on the Mona Lisa NT products. However, tests were done on
other copper IUD designs that use the same component materials as the Mona Lisa NT products.
In tests on these other products, involving S. typhimurium and E. coli, no mutagenic concerns
were discovered.

The summary of findings from nonclinical studies is presented in the separate Investigator’s
Brochure.

2.3 Overview of Clinical Studies

In this section, only information on the test product is presented. Refer to the prescribing
information (Appendix 3 and 4) for information on ParaGard and Mona Lisa NT Cu380 Mini
respectively.

No clinical studies on the Mona Lisa NT Cu380 Mini have been conducted. The Mona Lisa NT
Cu380 Mini has a CE Mark certificate, having met regulatory requirements of the EU Medical
Devices Directive (93/42/EEC) for a Class III product, and is marketed within the EU and
European Free Trade Association for intrauterine contraception for up to 5 years.

Since 2014 and through August 2016, over 40,000 units of the Mona Lisa NT Cu380 Mini were
sold in Europe with the vast majority (over 36,000 units) distributed to France and 1,200 units to
Canada. During this time period, no reportable incidents have come to the European
Commission’s medical device vigilance voluntary reporting system. No advisories, warnings, or
safety alerts have been issued on this product since it was first marketed.
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3 STUDY OBJECTIVES

3.1 Primary Objective
To measure contraceptive efficacy of the test product (Mona Lisa NT Cu380 Mini)

3.2 Secondary Objectives

To compare between test products:

e continuation rates of the products

e the incidence of failed IUD insertion, uterine perforation, and IUD expulsion (complete and
partial)

vaginal bleeding patterns

pelvic pain and dysmenorrhea

the incidence of other adverse effects

pain with and shortly after insertion

ease of IUD insertion

overall product satisfaction

4 STUDY DESIGN

4.1 Study Overview

This will be a multi-site, participant-blinded, randomized clinical trial. We will randomize
approximately 1100 eligible participants in a 4:1 ratio to two different copper IUDs:
approximately 880 to Mona Lisa NT Cu380 Mini and approximately 220 to ParaGard. Planned
recruitment will include approximately 80% nulliparous and 20% parous women. A parous
woman will be defined as having had a delivery at 6 months/24 weeks.

The study will assign subjects to the treatments in random order. Each woman will attend a
baseline visit, followed by visits at 6 weeks, 3 months, 6 months, 12 months, 24 months and 37
months, with telephones calls at 9, 18 and 30 months. Each subject will participate for up to 37
months (or earlier if the product is removed or expelled). Subjects will use a home pregnancy
test 17 days after Exit Visit procedures or any time she suspects that she may be pregnant, and
report the results to their respective sites via telephone.

At the Exit visit, 37 months from insertion, subjects using ParaGard may elect to continue use
under the care of the woman’s primary provider. The Mona Lisa NT Cu380 Mini will be
removed at the Exit visit or 37 months following insertion. The length of elective continued use
for Mona Lisa NT Cu380 Mini may be adjusted to allow continued use for years 4 and 5 once
incidence of key endpoints is evaluated through interim analysis of the currently planned study.
A separate consent document and other study requirements would still be required if such a
decision is made.

We will conduct this study according to CFR Title 21, CFR Title 45, Part 46, Good Clinical
Practices (GCP) and International Council for Harmonisation (ICH) Guidelines under an IND
Application. All principles of the 2013 revision of the Declaration of Helsinki will be followed.
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4.2 Study Duration

The total duration of the study for each participant is expected to be approximately 39 months:
including screening and enrollment (up to 60 days to meet enrollment criteria), 37 months of
participation, and a follow up telephone call 17 days post-removal. After enrollment, subject
visits occur at 6 weeks, 3 months, 6 months, 12 months, 24 months, with telephone calls at 9, 18,
and 30 months and seen again at 37 months for their final visit. Subjects will use a home
pregnancy test 17 days post-removal of the IUD or Exit Visit procedures, whichever occurs first,
and will be called by the site for the result and for safety follow-up.

Subject recruitment began in Q2 (in the second quarter of) 2017 and is expected to continue
through Q1 2019. However, if the enrollment rate declines or the target enrollment is not
reached, the enrollment period may be extended beyond this date. If this enrollment timeline is
met, all subjects should finish active treatment by approximately the end of Q1 2022. The total
duration of the study will be approximately 57 months for each study site including pre- and
post- trial activities. The end of the study will occur when the last subject to be enrolled has
completed her post-removal pregnancy test telephone call.

Total duration of the project is expected to be approximately five and a half years. Preliminary
results of the study are expected to be available Q3 of 2022 based on the current study plan.
5 PRINCIPAL INVESTIGATORS AND RESEARCH SITES

The National Institute of Child Health and Human Development (NICHD) will conduct the study
using 11 sites from its Contraceptive Clinical Trials Network (CCTN), and FHI 360 will conduct
the study at five additional sites. A complete list of Principal Investigators, Sub-Investigators and
Coordinators will be maintained with the trial documentation. Listed here are the investigational
research sites conducting this study.

5.1 FHI 360 Sites

Courtney Schreiber, MD, MPH: Perelman School of Medicine at the University of Pennsylvania
Beatrice A. Chen, MD, MPH: University of Pittsburgh

Anita Nelson, MD: Essential Access Health

Alisa Goldberg, MD: Planned Parenthood League of Massachusetts

[la Dayananda, MD: Planned Parenthood New York City

5.2 NICHD Sites

David Archer, MD: Eastern Virginia Medical School

Anne Burke, MD: Johns Hopkins University

Paula Castaiio, MD, MPH: Columbia University

Mitchell Creinin, MD: University of California, Davis

Philip Darney, MD, MSc: University of California, San Francisco
Jeffrey Jensen, MD, MPH: Oregon Health & Science University
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Subsite: Bliss Kaneshiro, MD, MPH: University of Hawaii
Stephanie Teal, MD, MPH: University of Colorado Denver
Michael A. Thomas, MD: University of Cincinnati
David Turok, MD: University of Utah
Katharine White, MD, MPH: Boston Medical Center Corporation

6 CRITERIA FOR EVALUATION

6.1 Primary Endpoint

The primary endpoint for this study is pregnancy (contraceptive method failure). All
pregnancies will be dated by a combination of available clinical data according to the American
College of Obstetricians and Gynecologists criteria for pregnancy dating. We will review all
pregnancies to estimate conception dates, and assess carefully whether pregnancies that are
diagnosed soon after [UD insertion or removal should be classified as method failures.

6.2 Secondary Endpoints

IUD continuation

Failed IUD insertion, uterine perforation, or IUD expulsion (complete and partial)
Vaginal bleeding patterns

Pelvic pain and dysmenorrhea

Other side effects

Pain with and shortly after insertion

Ease of IUD insertion

Overall product satisfaction

6.3 Safety Evaluations

The study will not require routine laboratory monitoring for safety, given that these are non-
hormonal products. At each study visit site staff will collect information on adverse events (AEs)
and serious adverse events (SAEs).

7 SUBJECT SELECTION

7.1 Study Population

Approximately 16 clinical sites in the US will enroll reproductive-aged women participants from
family planning and other clinics providing gynecologic care and reproductive health services.
Referrals from previous studies are acceptable. This study will be conducted in the US by the
National Institute of Child Health and Human Development (NICHD) in its Contraceptive
Clinical Trials Network (CCTN) at 11 sites and by FHI 360 at 5 sites. This study will be listed on
the trial registration website ClinicalTrials.gov. Subject selection will occur based on the
following inclusion and exclusion criteria.
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7.2

7.3

Inclusion Criteria

16-40 years

o 16 and 17 year olds, where permissible by state regulations and local Institutional

Review Board (IRB) approval

Sexually active, anticipating at least one act of vaginal intercourse per menstrual cycle
with a male partner and at risk for pregnancy
seeking contraception, and willing to use the study IUD as the only contraception method
willing to be randomized to one of the two copper IUDs
has an intact uterus and at least one ovary
has a history of regular menstrual cycles; defined as occurring every 21-35 days when not
using hormones, and with a variation of typical cycle length of no more than 5 days
able and willing to provide written informed consent
agrees to follow all study requirements
not currently pregnant or at risk for luteal phase pregnancy based on history of
unprotected intercourse

Exclusion Criteria

abnormal Pap requiring treatment after enrollment

known human immunodeficiency virus / acquired immunodeficiency syndrome
(HIV/AIDS) infection

intending to become pregnant in the 37 months after enrollment

known infertility

history of allergy or sensitivity to copper

previous tubal sterilization

has received an injectable contraceptive in the last 9 months and has not resumed regular
menstrual cycles (as evidenced by 2 spontaneous menses)

within 30 days of administration of mifepristone and/or misoprostol for medical abortion
or for miscarriage management

within 30 days of first, second, or third trimester abortion or miscarriage (note: potential
abortion/miscarriage participants can be screened and return after 30 days for
randomization and IUD insertion)

within 30 days of delivery (for parous population)

breastfeeding or recently breastfeeding women unless two consecutive normal menstrual
periods have occurred after delivery and prior to enrollment.

wants to use a copper IUD for emergency contraception

has previously participated in the study

participated in another clinical trial involving an investigational product within the last 30
days (before screening) or planning to participate in another clinical trial involving an
intervention or treatment during this study

not living in the catchment area of the study site or planning to move from the area within
the year (unless known to be moving to the catchment area of another study site)
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e known or suspected current alcohol or drug abuse

e planning to undergo major surgery during study participation

e current need for use of exogenous hormones or therapeutic anticoagulants (Note: subjects
who start a therapeutic anticoagulant after enrolment will be allowed to continue in the
study.)

e at high risk for sexually-transmitted infections or pelvic infection

e anticipated need for regular condom use (refer to Section 8.1).

e has any condition (social or medical) which in the opinion of the Investigator would
make study participation unsafe or complicate data interpretation

e Reported medical contraindications (Medical Eligibility Criteria category 3 or 4)'* to
copper IUDs, including:

o suspicious unexplained vaginal bleeding

known cervical cancer

known endometrial cancer

known Wilson’s disease

Confirmed gestational trophoblastic disease with persistently elevated beta-hCG

o O O O

levels or malignant disease, with evidence or suspicion of intrauterine disease
anatomic abnormalities with distorted uterine cavity

current pelvic inflammatory disease (PID)

pelvic tuberculosis

immediately post-septic abortion or puerperal sepsis

o O O O O

current known purulent cervicitis or chlamydial infection or gonorrhea; Note: to
enroll, there must be no obvious signs of infection at the time of enrollment based
on pelvic exam. If lab results come back for positive infection after enrollment,
treatment should be provided but the [UD can be left in place.

o complicated solid organ transplantation

o systemic lupus erythematosus with severe thrombocytopenia

7.4  Allowable Criteria

¢ has been using oral contraceptives, vaginal ring, or patch and is discontinuing the product
to be enrolled

¢ has been using a contraceptive implant or [UD, but wishes to have the device removed
prior to enrollment

7.5 Number of Subjects

The study is expected to enroll approximately 1100 female subjects randomized to one of the
two IUDs.
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8 CONCURRENT MEDICATIONS AND TREATMENTS

8.1 Allowed Medications and Treatments

Recording of all concomitant treatments will occur on the subject’s source and electronic case
report forms (eCRF), including the name of the drug, start and stop dates and reason for use from
the time the informed consent form (ICF) is signed through discontinuation from the trial. Any
other investigational product should be stopped at least 30 days before the start of screening for
this trial. Other medications for the treatment of inter-current medical conditions will be
permitted and recorded as detailed above unless identified on the exclusionary list of
medications.

Condoms are allowed for protection from sexually transmitted infection (STI). However,
anticipated regular use of condoms is exclusionary. Regular use of condoms is defined as an
anticipated need of at least one condom per month after enrollment.

If a subject suspects that her IUD is not in place, she should return to the site as soon as possible
for confirmation of IUD placement. In the meantime, she should use condoms during
intercourse until she is evaluated by the site.

8.2 Prohibited Medications and Treatments
Concomitant medications that should not be used during the study include:

e Exogenous hormones, including hormonal contraceptives, except if needed for medical
reasons and used in a single cycle during the study
e Therapeutic anticoagulants (at enrollment only)

9 STUDY TREATMENTS

9.1 Method of Assigning Subjects to Treatment Groups

The study will randomly assign approximately 1100 eligible participants to Mona Lisa NT
Cu380 Mini or ParaGard in a 4:1 ratio using a SAS-based computer-generated randomization
scheme. Randomization will be stratified by parity (nulliparous and parous will be the
stratification categories with a goal of enrolling 80% nulliparous). Enrollment will be tracked to
ensure approximately 10% of women are 36-40 years old.

The randomization listing will be uploaded to the HD EDC system for proper stratified
randomization. The IUDs for each site will be provided in bulk and clinicians will pull the
product from the existing stock based on the product identified in the EDC system at time of
randomization.

Health Decisions will hold the randomization listing in a secure limited access location for the
duration of the study.

Sites will enter the kit and randomization number provided from the EDC system on their [P
dispensing log for each subject. The subject identification number assigned to subjects during
the screening visit will identify them for the duration of the study.
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9.2 Blinding (participant only)

The identity of the assigned IUD will not be shared with participant from the time of insertion
through the Exit/37-month study visit. However, the clinicians inserting the product and
clinicians conducting follow-up exams will know which product was assigned. Clinic staff
completing other assessments should remain blinded as much as possible.

Sites will ensure single-blind administration of study treatments using the following study
procedures:

e Once the product assignment is determined, study staff will prepare the IUD and supplies
outside the view of the participant

e The study staff will pull the IUD from the stock and place all identifying packing
information out of the sight of the subject (Note: all packaging materials should be
retained in a secure location for examination and accountability by the monitor)

e If necessary, an overlay will cover the tray (or insertion supplies when not used on a tray)
to prevent inadvertent unblinding to the study participant.

When the participant returns for follow-up, the participant blinding is to be maintained. The site
will break the blind for the study participant on completion of her study participation at the Exit
visit after all [IUD assessments have been performed. During the study, the participant blind may
be broken only in emergencies when the patient or treating physician must know which product
was received. When possible, the Investigator should discuss the emergency with the Medical
Monitor prior to unblinding. As outlined in Section 12.1, subjects should be instructed to contact
the study site to report any untoward medical occurrence that they experience. If health care is
received elsewhere, for any reason, the participant should inform the attending clinician of their
study participation request that no details of their [UD be shared.

9.3 Formulation of Test and Control Products

The products used in this study are the ones that are marketed in the USA and in Europe.

9.3.1 Formulation of Test and Control Products

Table 01. Formulation and the Test IUDs

Control Product Test Product
ParaGard Mona Lisa NT Cu380 Mini

Manufacturer Teva Pharmaceutical, USA Mona Lisa, N.V.
Belgium

Active ingredient Copper Copper

380mm? surface area 380mm? surface area

Copper purity >99.95% >99.95%

Frame Polymer Polymer

Free state shape “T” shape “T” shape
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Control Product Test Product

Frame dimensions 32mm x 36mm 24mm x 30mm

9.3.2 Packaging and Labeling

All labeling of the study product will be prepared in accordance with 21CFR, Section 812.5.
Study product will be supplied in the original manufacturer packaging containing a single use
IUD with a study label applied on the original packaging for study purposes. The study label will
provide the study specific information as follows:

e Protocol Identification: CCNO16

e Sponsor Identification: NICHD/FHI 360

Kit Number (preprinted/space to record)

Subject ID (space to record)

Subject Initials (space to record)

Date Dispensed (space to record)

FDA Caution Statement: CAUTION -- Investigational drug. Limited by Federal (or
United States) law to investigational use.

Distributor: FHI 360, 359 Blackwell Street, Suite 200, Durham, NC 27701
Directions: Use as Directed in CCN016 Protocol.

Storage: Controlled Room Temperature (15 to 30°C (59 to 86°F))

Keep Out of Reach of Children

9.4 Provision of Study Product to Participants

At the study site, the Principal Investigator (or designee) will insert the IUD into the participant’s
uterus during the enrollment visit. If insertion is not successful on the first attempt, a second
attempt with the same product may be made during the enrollment visit only. If second attempt
is unsuccessful then the subject will be discontinued.

Once successfully inserted, the IUD will remain in place for up to 37 months for current study
purposes unless product expulsion occurs, safety concerns arise or the subject chooses to have
the IUD removed prior to completion of 37 months of use for any reason. No replacement of
study IUDs will occur should product expulsion or accidental removal occur. If expulsion or
accidental removal occurs prior to 37 months of continuous use, subjects should contact the
study site immediately to be scheduled for an Exit Visit.

9.4.1 Dosage Regimen

Subjects will be enrolled and randomized to receive one of the copper IUDs being studied. The
single IUD will be inserted in the uterus by delegated study staff at a subject’s enrollment visit.
9.4.2 Dispensing

The Principal Investigators (or designees) have authority to retrieve the IUDs from the
temperature controlled, secure limited access stored supply stock.
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Prior to dispensing, the Principal Investigator or designee will record the site number, subject’s
identification number, initials, and date dispensed on the overlay packaging. Upon dispensing,
the original manufacture packaging should be replaced within the overlay packaging for
monitoring accountability purposes.

The Principal Investigator (or designee) will record the randomization number, subject
identification number, subject initials, and date dispensed on the accountability log.

9.4.3 Administration Instructions

This is a single-blinded study; the participant should not see the assigned IUD or the
manufacturer’s product packaging. Precautions should be taken to prevent subjects from seeing
the manufacturer’s product packaging, including but not limited to covering the IUD and
insertion supplies with a sterile overlay to prevent inadvertent unblinding.

Each IUD has an FDA- or European-approved product label that contains insertion instructions.
Training will occur for Investigators on proper insertion technique for the test product.
Investigators can also refer to the product label and Investigator’s Brochure for additional
information.

All pre-insertion clinical assessments are the same for all IUDs as described in Sections 11.1.1
Screening Procedures and 11.1.2 Enrollment Procedures.

9.5 Supply of Study Product at the Site

Health Decisions will oversee the shipment of Study Product to the investigational sites.
Shipment of the initial study product will occur after site authorization (i.e., all required
regulatory documentation has been received by the Sponsor, IRB approval has been received and
a contract has been executed). Once a site request for resupply is received, shipment of
subsequent study product will occur.

9.5.1 Storage

Study product should be stored in a dry place at the study site at controlled room temperature, 15
to 30°C (59 to 86°F) under controlled and secured conditions (in a locked storage area away from
sunlight). A temperature log for the investigational product storage area must be maintained for
the duration of the study. If the temperature of the study product storage area exceeds or falls
below the allowable range, this should be reported to the Sponsor or designee and captured as a
deviation.

9.6 Study Product Accountability

An accurate and current accounting of the dispensing, insertion, and removal of study product for
each subject will be maintained on an ongoing basis by a member of the study site staff.
Recording of information regarding study product disposition will occur on the Investigational
Product Accountability Log by Investigator (or designee). The study monitor will verify these
documents and product packaging on a regular basis throughout the course of the study. Refer to
Section 9.4.2 for some of the information that dispensing staff will capture on the Accountability
Log. After documented accountability has been completed for a subject by the monitor, the site
may dispose of the used study product and/or product overlay packaging per Section 9.8.
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9.7 Measures of Treatment Compliance

Compliance with treatment is a key endpoint of the study; this status is documented by verifying
that the IUD is in situ. To verify the presence of the IUD, the clinician will check for the IUD
string at each study visit (refer to Appendix 2 for confirmation process). If the IUD string is not
visible or palpable on examination, or if there is clinical suspicion of expulsion, clinicians will
proceed with ultrasound and x-ray examination (if appropriate) to verify that the IUD is in
position. Should IUD be removed outside of the site, the Investigators should request release of
medical records by subject upon notification if removal was completed by a non-study medical
provider or proceed with verification steps in Appendix 2 to confirm removal if completed by the
subject. For this study, we will use the following definitions:

1. Complete expulsion: the IUD is completely outside of the uterus and cervix, as evidence by
seeing the IUD outside the uterus or complete absence of the IUD on ultrasound examination
with no evidence of an intraabdominal IUD by X-ray;

2. Partial expulsion: visualization or palpation of any portion of an IUD (other than strings) at
the cervical os, or ultrasound identification of any part of the IUD in the cervical canal,
regardless of symptoms.

9.8 Study Product Disposal/Return

At the end of the study, the monitor will complete a final accountability of all clinical supplies,
including remaining unused product and used product overlay packaging. Remaining used (e.g.,
removed or expelled) study product destruction will occur on-site following site-specific
destruction standard operating procedures once monitor accountability has been completed.
Guidance for remaining unused study product return or disposal will be provided by the
Sponsors at the end of the study.

10 STUDY PROCEDURES AND GUIDELINES

10.1 Investigator’s Meeting and Protocol Training

Prior to initiating recruitment of participants, an Investigator’s Meeting will be held for the
following purposes:

e To train Investigators on proper insertion of the test product
e To train Investigators on the protocol specifics and study manuals
e To document training

e To train on other study specific requirements

10.2 Clinical Assessments and Procedures

A Schedule of Assessments representing the required testing procedures to be performed for the
duration of the study is diagrammed in Appendix 1.

Prior to conducting any study-related activities, written informed consent and the Health
Insurance Portability and Accountability Act (HIPAA) authorization must be signed and dated
by the subject or subject’s legal representative. If appropriate, assent must also be obtained prior
to conducting any study-related activities.
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10.2.1 Medical, Demographic, and Reproductive Health History

At the screening visit, study staff will ask women about their medical and gynecologic history,
including specific questions about any medical problems or current medications that may be
contraindications to the use of any of the study methods. Women will also be asked about their
past use of contraceptive methods as relevant and details about their previous pregnancies, if any.
General subject demographic information (i.e. race, ethnicity, level of education, etc.) will also
be collected at screening.

10.2.2 Vital signs and Pelvic Exam

Trained research staff will collect vital signs on all potential participants at screening to evaluate
for contraindications to the study methods. These exams will include measurement of blood
pressure, height, and weight, and a pelvic exam, including speculum exam. A bimanual exam
will be done to assess for the presence of any uterine or cervical anomalies, possible pelvic
infection, or other abnormal findings such as an adnexal mass that would preclude IUD use. An
assessment of uterine cavity length also will be completed by sound or pipelle while speculum is
still in place after the subject is randomized but prior to IUD insertion. Any suspected
reproductive tract infections (RTI) identified on physical exam will be diagnosed and treated
according to local standards of care. Enrollment will be deferred pending treatment. In addition,
treatment will be initiated and/or adjusted as appropriate based on laboratory results when
available and include treatment of sexual partners when indicated. If an infection is suspected or
confirmed, treatment according to the site’s standard of care is indicated. Once treatment is
complete, the subject may return for continued screening and may be enrolled within a month of
the start of screening if there is no obvious sign of infection. If no infection is suspected at time
of screening, subjects may enroll the same day.

10.2.2.1 Suspected gonorrhoea, chlamydia, or Pelvic infection

Clinicians diagnosing suspected gonorrhoea, chlamydia or pelvic infection on the basis of exam
will postpone subject enrollment and prescribe appropriate treatment. In addition, treatment will
be initiated and/or adjusted as appropriate based on laboratory results when available and include
treatment of sexual partners when indicated. Once treatment is complete, the subject may return
for continued screening and may be enrolled within a month of the start of screening if there is
no obvious sign of infection per clinician judgement.

10.2.3 Ultrasound examination

Ultrasound examinations pre or post-enrollment are not required and should not be standard.
Clinician judgement should be used to determine whether, when, and what type of ultrasound
examination is needed. Potential reasons include, but are not limited to:

e difficult insertion

e suspected perforation
e suspected expulsion
e pregnancy

Steps should be taken to ensure that the participant does not look at the ultrasound screen and
that pictures are not shown to the subject to ensure subject blinding is maintained.
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10.2.4 Pap Test

A screening Pap test will be completed for subjects at screening if potential participant is not in
compliance with normal standard of care guidelines regarding Pap testing. ACOG guidelines
should be used for current Pap test standard of care requirements. Participants will need to
provide results of previous Pap to confirm results are within ACOG Pap test standard of care
requirements for Pap testing not completed by the site. Participant pap test results, as required
per ACOG guidelines, are required prior to the participant being enrolled and randomized into
the study. When scheduling Screening visits, sites should request subject bring Pap results with
them to the Screening visit. If additional testing or treatment is required based on Pap results,
this should be completed prior to enrollment.

10.2.5 Laboratory Assessments

Laboratory evaluations:

See Visit Procedures section 11.

10.2.5.1 STI screening

During screening visits, at the time of the pelvic exam, all participants will be screened for
gonorrhoea and chlamydia using nucleic acid amplification testing of urine, vaginal, or
endocervical swabs. Asymptomatic participants do not need to wait for gonorrhoea and
chlamydia results to receive their assigned IUD.

For a few asymptomatic women, IUD insertion might occur before results of a positive
gonorrhoea or chlamydia test are available. For these participants, treatment will commence as
soon as possible once results of a positive test are received. [UDs should not be removed unless
severe pelvic infection is suspected.

10.2.5.2 Urine pregnancy testing

Participants will undergo urine pregnancy testing at screening and enrollment (if enrollment
occurs on a separate day from screening). A negative test is required to proceed with possible
IUD placement. In addition, urine pregnancy tests will be administered during follow-up visits.
Each facility will use the test kits and specific laboratories normally used for routine services at
the facility’s local laboratory.

Note: if urine pregnancy test is positive at screening, no further action is required and subject
will become a screen failure. If positive urine pregnancy test report is based on home
pregnancy test result post enrollment, subject should be scheduled to come in for an
Unscheduled visit to have quantitative blood pregnancy test performed. If confirmatory
quantitative blood pregnancy test comes back negative, then subject will be allowed to stay
in the study.

10.2.6 Specimen collection and Processing

Each site will establish standard operating procedures, including specimen chain of custody and
quality control procedures, for all protocol-specified laboratory tests before study initiation as
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per local laboratory requirements for sample processing in accordance with standards of good
clinical and laboratory practice.

10.3 Subject Assessments

10.3.1 Follow Up Form

Administration of a follow-up form will occur at Visit 2, Visit 3, Visit 4, Call 1, Visit 5, Call 2,
Visit 6, Call 3 and Exit for subjects to answer questions about the desire to continue use of the
IUD, IUD acceptability, last menstrual cycle, vaginal bleeding, pelvic pain, and use of alternative
contraception since the preceding visit.

10.3.2 Daily Diary

For the first 12 months of use, participants will maintain a daily diary to record
bleeding/spotting. Each form will collect one cycle of information consisting of 28 days of daily
records. The form will also be used to record the use of any additional contraceptives (e.g.
condoms) and coitus within that full 28-day cycle. Site staff will review responses carefully to
ensure there are no questions about responses provided by the subject. The information from the
daily diaries will be entered in the corresponding CRFs. Each site will retain originals of the
completed diaries as source documents and certified copies will be uploaded to the study
document repository or EDC at Health Decisions.

10.3.3 Other Contraceptive Use

In the second and third years, participants will record cycle-to-cycle use of any other
contraceptive methods. The forms will be used to capture information on other contraceptives
used for the six month period between site visits. The information from the forms will be
entered in the corresponding CRFs during Visit 6, and Exit. At Calls 2 and Call 3 the site will
ask information relative to other contraceptives used since the previous visit in order to prompt
subjects to continue completing the forms; however, when the forms are returned at the clinic
visits the form responses will be the primary source which will be used for data entry rather than
information discussed during the calls that sites may have recorded in the subject’s source. Each
site will retain originals of the completed forms as source documents and certified copies will be
uploaded to the study document repository or EDC at Health Decisions.

10.3.4 Post Placement Pain Forms

During the enrollment visit, a Clinic Post Placement Pain Form will be completed by the subject
to record her baseline pain measurement after speculum placement and then pain measurements
immediately and ten minutes after [UD placement. During the Exit Visit, the subject will
complete a measurement of pain immediately after [lUD removal on the bottom of the Clinic Post
Placement Pain Form.

A separate Home Post Placement Pain Form will be sent home so subjects can record their
maximum daily pain for 6 days following IUD placement. Also on this form, the subject will
provide information on satisfaction with the IUD and use of pain medications. This form will be
turned in at the 6 week visit.
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11 EVALUATIONS BY VISIT

11.1 Screening and Enrollment/IUD Insertion

Visit 1 includes screening, enrollment, and IUD insertion. Screening and enrollment can occur
on the same day provided the potential participant meets eligibility criteria at the time of
screening, and is not at risk for luteal phase pregnancy based on history of unprotected
intercourse within her current menstrual cycle. If the participant is at risk for pregnancy in the
current cycle or is suspected to have gonorrhea, chlamydia, or pelvic infection, enrollment
should be deferred. If the subject is under 21 years of age, no Pap is required per ACOG
guidelines. If the potential participant is unable to provide results of previous Pap, defer
enrollment until Pap results are available confirming treatment would not be required.

11.1.1 Screening Procedures

At the screening visit, study staff will conduct administrative and regulatory procedures
(including obtaining written informed consent, providing contraceptive counselling, obtaining
medical and reproductive health history, performing pelvic examinations, and collecting
laboratory specimens for testing). Potential participants will provide written consent before any
screening procedures are initiated. If needed, sites will refer women who are not eligible for the
study for further care, if relevant services are not available at the research site or clinic. If a
subject is a screen failure on her first study participation attempt, she may be rescreened one time
per the Investigator’s discretion.

Table 02. Screening Visit Procedures

Component Procedures
Administrative and Regulatory e Obtain written informed consent, HIPAA
Authorization and Assent (if applicable)

e Assign Subject Identification number

e Assess eligibility

e Collect participant’s contact information (e.g.,
cell phone, home phone, email, etc.). Note: If
the subject has a cell phone, study staff should
call the participant’s cell phone number at least
one time prior to enrollment to ensure number
correctly connects to the subject.

e File paper forms in a secure location

e Provide reimbursement

e Schedule next visit

Contraceptive Counselling e Describe contraceptive options, study [UDs, and

answer potential participant questions

Clinical e Collect demographic information
e Obtain medical, gynecologic, menstrual,

contraceptive, and reproductive history
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e  Check vital signs and conduct pelvic
examination

e Collect concomitant medication information

e (Collect Pap test if subject is unable to provide
results within ACOG standard of care

guidelines
Laboratory Urine e Test urine for pregnancy
STI e Test endocervical or vaginal swabs or urine (per

clinic testing standard) for Neisseria
gonorrhoeae and Chlamydia trachomatis
(GC/CT) to complete a Nucleic Acid
Amplification Test (NAAT) (per clinic testing
standard) and treat clinically suspected
gonorrhoea, chlamydia, or pelvic infection per
standard of care

11.1.2 Visit 1 (Enrollment Procedures and IUD Insertion)

Potential participants will usually proceed to enrollment procedures immediately after successful
screening (i.e., screening and enrollment visits can occur on the same day).

The protocol allows same-day enrollment and IUD insertion in these potential participants:

e Women not using hormonal contraception who are in the first 7 days of the menstrual
cycle,

e Women who have been correctly and consistently using a reliable hormonal method of
contraception before screening (OCs, patch, ring, implants) once these methods are
stopped/removed,

e Women who have been using any type of IUD (same-day removal and study enrollment
is acceptable),

e  Women who are > 30 days post uncomplicated medical abortion who have been
consistently using a reliable hormonal method of contraception before screening (OCs,
patch, ring) or have not had vaginal intercourse since pregnancy termination,

e  Women who are > 30 days post first, second or third trimester surgical abortion who have
been consistently using a reliable hormonal method of contraception before screening
(OCs, patch, ring) or have not had vaginal intercourse since pregnancy termination,

e Non-breastfeeding women who are > 30 days post-delivery who have been consistently
using a reliable hormonal method of contraception before screening (OCs, patch, ring) or
have not had vaginal intercourse since pregnancy termination.
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If enrollment cannot proceed for any reason, including a contraindicated infection or
immediately post abortion/delivery, the potential participant should return no later than 60 days
from the start of screening to be enrolled. If the potential participant was treated for a sexually
transmitted infection, treatment should be complete and there should be no signs of active
infection prior to enrollment. If the potential participant appears to have been re-infected, she
would be considered a screen failure. If the potential participant was screened less than 30 days
post-abortion or delivery, confirmation of eligibility should be completed prior to randomization
including review for any new history, review of concomitant medications and urine pregnancy
check. Review of cases that require a screening period longer than 60 days will occur on a case
by case basis through a submitted waiver. If the enrollment visit occurs separately from
screening, sites will reconfirm study eligibility prior to enrollment, including pregnancy testing.
Study staff will collect adverse events (AEs) and any new or changed concomitant medications.
Sites will randomize eligible women (at which point a woman will be considered enrolled) and
women will receive one of the two study IUDs. Once enrolled, reimbursement for the women’s
time and scheduling of their 6-week contraceptive follow-up visit will occur.

Table 03: Enrollment Visit Procedures

Component Procedures
Administrative and Regulatory e Randomize subject in EDC system and record
required information on study product label

e Provide reimbursement

e Schedule next study visit (6 weeks out = 5 days)

e Review diary cards, including proper
completion instructions. Distribute 2 daily diary

forms; each form covers a 1-month period
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Clinical e [fvisit is separate from screening, reassess
eligibility, including infection status, if treated,
and risk of pregnancy

e Assess for AEs and concomitant medication

e Complete assessment of uterine cavity length by
sound or pipelle. If cavity length measures less
than 5.5 cm, subject must be discontinued and
insertion should not be completed.

e Collect information on subject’s pain after
speculum placement and prior to sounding of
the uterus (baseline pain assessment)

e Insert assigned IUD

e Assess ease of insertion

e Collect information on subject’s pain after
insertion (immediately and 10 minutes after
insertion)

e Distribute a home pregnancy test with
instructions to complete the test if subject has
any suspicion that she may be pregnant.

e Distribute Home Post Placement Pain Form for
subjects to record their maximum daily pain for
the 6 consecutive days following IUD
placement, satisfaction with IUD and use of
pain medications.

Laboratory Urine e Test urine for pregnancy
STI e Retest for STIs if needed

Note: If enrollment does not immediately follow the screening procedure, confirmation of
eligibility must be performed using clinical judgement to decide whether repeat pregnancy, STI
testing, or other assessments are needed and if contact information should be reviewed. In
addition, collection of information on AEs and concomitant medication changes will occur.

Note: At the discretion of the investigator, IUD insertion may be attempted a second time on the
day of enrollment using the same device if no contamination issues occurred. If contamination
occurred with the initial [UD on the day of enrollment, a second product may be obtained for
insertion on same day of enrollment only. Procedures for obtaining second IUD will be outlined in
the Health Decisions Study Manual. Reattempts using a different device or on a different date
after enrollment are not allowed. Reinsertion post enrollment insertion is also not allowed.

Note: An Ultrasound does not need to be performed to confirm [UD placement.
Note: No anaesthesia may be used on first insertion attempt. Cervical anaesthesia only may be

used if indicated per Investigator discretion for second insertion attempt on same day.
Misoprostol is not allowed. Tenaculum site should not be anesthetized.
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11.2 Clinic-Based Follow-up Visits

At 6-weeks, 3-months, 6-months, 12-months, 24-months, and 37-months post-insertion, all
participants will return for follow-up visits (Table 04). During these visits, collection of
information on AEs, concomitant medications, [UD acceptability, and potential concerns or side
effects related to the study product will occur. To verify the presence of the IUD, the clinician will
check for the TUD strings using a visual inspection, digital palpation and/or sweep for strings using a
cytobrush. If the IUD strings are not visible or palpable, or if there is clinical suspicion of expulsion,
clinicians will proceed with an ultrasound examination to verify that the IUD is in position (Section
9.7, Appendix 2). Participants will be scheduled for their next follow-up visit or call. Staff will
also encourage participants to return to the clinic for adverse events or any other concerns at any
time. If at any visit the Investigator determines that a participant should be discontinued, follow
Early Discontinuation Visit procedures (Section 11.5).

11.2.1 Visit 2 (6-weeks post-insertion £+ 5 days)

Study staff will collect AEs and new or changed concomitant medications, collect and review
diaries with the participants, ask IUD acceptability questions, and complete the follow-up
assessment forms. Clinicians will check for IUD strings as above. Assess (and treat as
applicable) for STIs/RTlIs, as well as check for pregnancy. Participants will be reimbursed and
be scheduled for their 3-month follow-up visit. Reconfirm participant’s contact information.

11.2.2 Visit 3 (3 months post-insertion + 14 days)

Study staff will collect AEs and new or changed concomitant medications, collect and review
diaries with the subjects, ask IUD acceptability questions, and complete the follow-up
assessment forms. Clinicians will check for IUD strings as above. Assess (and treat as
applicable) for STIs/RTlIs, as well as check for pregnancy. Participants will be reimbursed and
be scheduled for their 6-month follow-up visit. Reconfirm participant’s contact information.

11.2.3 Visit 4 (6 months post-insertion + 14 days)

Study staff will collect AEs and new or changed concomitant medications, collect and review
diaries with the subjects, ask IUD acceptability questions, and will complete the follow-up
assessment form. Clinicians will check for IUD strings as above. Assess (and treat as applicable)
for STIs/RTlIs, as well as check for pregnancy. Participants will be reimbursed and be scheduled
for their 9-month phone call. Reconfirm subject’s contact information.

11.2.4 Visit 5 (12 months post-insertion + 14 days)

Study staff will collect AEs and new or changed concomitant medications, collect and review
diaries with the subjects, ask IUD acceptability questions, and will complete the follow-up
assessment form. Clinicians will check for IUD strings as above. Assess (and treat as applicable)
for STIs/RTlIs, as well as check for pregnancy. Participants will be reimbursed and be scheduled
for their 18-month phone call. Reconfirm subject’s contact information.

11.2.5 Visit 6 (24 months post-insertion + 14 days)

Study staff will collect AEs and new or changed concomitant medications, collect and review
other contraceptive use forms with the subjects, ask [UD acceptability questions, and will
complete the follow-up assessment form. Clinicians will check for IUD strings as above. Assess
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(and treat as applicable) for STIs/RTIs, as well as check for pregnancy. Participants will be
reimbursed and be scheduled for their 30-month phone call. Reconfirm participant’s contact
information.

11.2.6 Unscheduled visits (any time the participant returns for services outside the schedule)

Unscheduled visits can occur any time that an Investigator feels additional assessment is
warranted. During unscheduled visits, the Investigator will perform any study assessments as
necessary to provide appropriate treatment. Participants should be encouraged to contact the site
for any adverse events that occur to determine if an unscheduled visit is warranted. For serious
events, participants should always obtain appropriate immediate medical care and the site should
request release of medical records by subject upon notification of the event.

Based on the results of any unscheduled visit assessments, if the Investigator determines that the
subject should be discontinued, completion of the Early Discontinuation Visit procedures (as
detailed in Section 11.6) will occur and the subject status will change to discontinued from the
trial.

Table 04: Clinic-Based Follow-up Visit Procedures (Visits 2, 3, 4, 5, and 6; Unscheduled
Assessments as indicated)

Component Procedures

Administrative and Regulatory e Review/update contact information

e  Provide reimbursement

e Schedule next study visit/call

e File any paperwork

e For Visits 2, 3,4 and 5, collect and review daily
diaries with subject (Visit 2 collect 2 forms, Visit 3
collect 2 forms, Visit 4 collect 4 forms and Visit 5
collect 7 forms). Review proper completion
instructions, if necessary.

e For Visit 2, 3, and 4, distribute daily diary forms;
each form covers a 1-month period (Visit 2 distribute
2 forms, Visit 3 distribute 4 forms and Visit 4
distribute 7 forms)

e For Visit 5 and 6, distribute 2 Other Contraceptive
Use forms; each form covers a 6-month period

e For Visit 6, collect and review Other Contraceptive
Use forms (2 forms should be collected)
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Clinical e Ask about TUD expulsion or removal
e  Confirm the IUD is still in place (Section 9.7,
Appendix 2)

e Complete follow-up form

e  Assess for AEs and concomitant medications

e Collect information related to previous full menstrual
cycle, including subject’s pain and bleeding

e Ask IUD acceptability questions

e  Evaluate for STIs/pelvic infection based on clinical
judgement and treat per standard of care

¢ Remind subject to complete the diary

e Distribute additional home pregnancy tests as needed
with instructions to complete the test if participant
has any suspicion that they may be pregnant prior to
their next visit.

Laboratory Urine e  Test urine for pregnancy (subject will become a
screen failure if initial urine pregnancy test comes
back positive)

Note: If clinically indicated and per standard of care, conduct a pelvic exam, ultrasound, and/or test for
chlamydia/gonorrhea. If the subject returns for an unscheduled visit, but not all assessments are required,
perform assessments based on need and purpose of visit.

11.3 Telephone Call 1, 2, and 3 (9 months, 18 months, and 30 months post-insertion + 14
days)

The site staff will call the participant at 9-months, 18-months and 30-months post-insertion to
administer the follow-up form, collect AEs, and to schedule the next clinic visit (or to schedule
an earlier visit per clinician discretion).

Table 05: Phone Call Procedure at 9-months, 18-months, and 30-months Post-Insertion

Component Procedures
Administrative and Regulatory e Review/update contact information

e Schedule next study visit

e File any paperwork
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Clinical e Ask the subject if she has noticed any evidence
of the IUD falling out or if she thinks she may
be pregnant

e Ask about IUD removal

e Collect information related to previous full
menstrual cycle, including subject’s pain and
bleeding

e Remind subject to complete the diary form at
Call 1 and other contraceptive use form at Calls
2&3

e At Calls 2 & 3, collect information from 1
completed other contraceptive use form

e Ask IUD acceptability questions

e Assess for AEs

e Complete Telephone Call Form

11.4 Exit (37 months post-insertion + 14 days) or Early Discontinuation Visit

At 37 months or at any time a participant discontinues the study, she will complete Exit Visit
procedures as defined in Table 06.

During the Exit visit, collection of information on AEs, concomitant medications, IUD
acceptability, and potential concerns will occur. Collection and review of diary or other
contraceptive use forms (whichever form type was dispensed at previous visit) will occur with
the subjects and [UD acceptability questions will be asked. Study clinicians will verify the
presence of the IUD strings; if strings are not present, follow the procedures outlined in
Appendix 2.

After all [UD assessments are complete, the clinician will disclose which IUD the subject was
using. Those assigned to ParaGard may continue to use that product under the care of primary
providers. Those assigned to the test [IUD will have the product removed.

All study participants wishing to continue using a different form of contraception after the study
will be referred for ongoing contraceptive care within the routine health services, including those
continuing use of ParaGard. Options for continued protection from unintended pregnancies
should be discussed. A short acting bridge contraceptive (condoms, 1 month of birth control
pills, or 1 depo provera shot) should be provided if requested by the subject for use until referral
to prevent any pregnancies occurring prior to Telephone Call 4.

Site staff will provide women with a home pregnancy test and instructions to perform the test 17
days (+ 3 days) post-removal and will be scheduled for the pregnancy test confirmation call the
same day as testing. During the phone call, follow up regarding ongoing AEs, if applicable, will
also be performed. If there are study related AE or new SAEs identified during the phone call,
they should be followed until resolution or stabilization.
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Table 06: Clinic-Based Exit Visit and Early Discontinuation Visit Procedures

Component

Procedures

Administrative and Regulatory

Review/update contact information (Note:
Study staff should call the participant’s main
contact phone number prior to visit end to
ensure number correctly connects to the
subject.)

Provide reimbursement

Schedule telephone follow-up call to be made
17 days (+ 3 days) after Exit Visit to document
the pregnancy test results (completed at home
after removal)

Complete final subject status form

File any paperwork

Clinical

Ask about IUD expulsion or removal

Confirm the IUD is still in place as per steps in
Appendix 2

Complete follow-up assessment form

Assess for AEs and concomitant medications
since previous visit

Collect and review daily diary or other
contraceptive use forms as applicable with
subject (Collect all forms dispensed at previous
visit)

Collect information related to previous full
menstrual cycle, including subject’s pain and
bleeding

Ask IUD acceptability questions, including
information on subject’s desire to continue ITUD
use, prior to unblinding the subject

Evaluate for STIs/pelvic infection as needed
based on clinical judgement and treat per
standard of care

Disclose the IUD the woman is using

If the subject is using ParaGard, ask if she
wishes to continue. If not, remove the IUD. If
the subject chooses to continue using ParaGard,
she should be referred to her primary provider
for continued IUD follow-up.

If the subject is using the Mona Lisa product,
remove [UD

Document IUD continuation/removal
information.
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e Provide contraceptive counselling and care
referral if applicable:
o Options for continued protection from
unintended pregnancy
o Provide short acting bridge
contraceptives as desired (e.g., until
referral)
e Distribute a home pregnancy test with
instructions to complete the test 17 days (+ 3
days) after removal

Laboratory Urine e Test urine for pregnancy (confirmatory
quantitative blood pregnancy test should be
done if initial urine pregnancy test comes back

positive) prior to disclosing IUD

Note: All labs and clinical IUD assessments must be done before IUD disclosure.

11.5 Telephone Call 4 for Pregnancy Test Result (17-days post-removal + 3 days)

The site staff will call the participant 17-days post-Exit visit to obtain the results of the home
pregnancy test that was to be done that day and to obtain AE information.

Table 08: Phone Call Procedure at 17-days Post-Removal

Component Procedures
Administrative and Regulatory e File any paperwork
Clinical e Record the result of the pregnancy test

o Ifpositive, the subject should return to
the site for evaluation, including
confirmatory pregnancy testing and
ultrasound

e Assess for resolution of ongoing related AEs
and all serious adverse experiences (SAEs), if
applicable

e Collect information on new related AEs and all

SAESs and follow until resolution

11.6 Early Discontinuation Visit

At any time a subject decides to discontinue her participation in the study (i.e., to remove the
IUD) or is discontinued from the study for any other reason (e.g., product expulsion, pregnancy),
she will be advised to return to the research site or clinic to have the Exit visit procedures
completed as an early discontinuation visit. If the subject is willing, she also should be
encouraged to complete the telephone call #4 (17 days after the exit visit) to provide the results
of the home pregnancy test that was to be done that day (provided subject is not already known
to be pregnant) and provide any AE information.
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12 SAFETY

12.1 Adverse Events

An adverse event (AE) is any unfavorable and unintended sign (including an abnormal
laboratory finding), symptom or disease temporally associated with the administration of an
investigational product, whether or not related to that investigational product. An unexpected
AE is one type that is not a priori identified in nature, severity, or frequency in the current
Investigator’s Brochure or of greater severity or frequency than expected based on the
information in the Investigator’s Brochure.

The Investigator (or designee) will review, via direct discussion with the subject, her history
since her previous visit in order to ascertain the occurrence of any AEs since the previous visit
and record the information in the site’s source documents. The history should include asking
how she felt since her last visit or call as well as directly and indirectly asking if she has
experienced any AEs. A review of the subject’s diary with her should be completed at Visits 2,
3,4 and 5 to correct errors and inconsistencies and to identify any possible AEs reported in the
diary.

The reporting period for AEs is the period immediately following the subject signing the
informed consent through Call 4/Follow-up. All AEs must be recorded in the subject’s
electronic CRFs and must include the following information (when applicable):

. Specific condition or event.

. Indication of whether the condition was preexisting and if so, whether it has
worsened in severity or frequency in which case it is reported as an AE.
Conditions present prior to study entry (screening) that do not worsen in severity
are considered medical history, not AEs. Conditions identified and treated at
screening, i.e. laboratory abnormalities, UTIs, gynecologic infections including
Chlamydia, gonorrhea, candida, bacterial vaginosis (BV) are included in medical
history and are not reported as AEs.

. Date of occurrence.

. Date of resolution. If the event has not resolved at the end of the study-reporting
period, it will be documented as still present on the case report form.

. Severity: AEs that change in intensity are recorded at the intensity level that is the

most severe reported by the subject over consecutive days. If the intensity
category changes over a non-consecutive period of time, then these changes
should be recorded separately (with distinct onset dates).

. Relationship to study medication as evaluated by the Investigator (causality
assessment).

. AE outcome (recovered, ongoing, etc.)

. Seriousness according to the approved regulatory classification outlined in

Section 12.2.

Severity
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The Investigator is responsible for assessing the severity of each AE using the following
definitions for severity criteria:

. Mild — events require minimal or no treatment and do not interfere with the
subject’s daily activities.

. Moderate — events result in a low level of inconvenience or concern with the
therapeutic measures. Moderate events may cause some interference with
functioning.

. Severe — events interrupt a subject’s usual daily activity and may require systemic

drug therapy or other treatment. Severe events are usually incapacitating.

Relationship to Investigational Product

The Investigator is responsible for assessing the relationship between the AE and the
investigational product. The Investigator must determine whether there is a reasonable possibility
that the investigational product caused or contributed to an AE. The relationship assessment,
based on clinical judgment, often relies on the following:

. A temporal relationship between the event and administration of investigational
product;

. A plausible biological mechanism for the investigational product to cause the AE;

. Another possible etiology of the AE; or

. Previous report of similar AEs associated with the investigational product or other

agents in the same class.

The terms used to assess the relationship of an event to the investigational product are:

Causality Assessment Criteria for Assessment (note that re-challenge does not apply
in this study)

Definitely Related The experience occurs immediately following investigational
product administration, related pharmacologically (not related to
underlying condition/concurrent disease or other drugs or
chemicals)

Probably Related The experience follows a reasonable temporal sequence from the
time of drug administration and follows a known response pattern
to the suspected investigational product and cannot be reasonably
explained by other factors such as the participant’s clinical state,
therapeutic intervention or concomitant therapy.

Possibly Related The experience follows a reasonable temporal sequence from the
time of drug administration and/or follows a known response
pattern to the investigational product but could have been
produced by other factors such as the participant’s clinical state,
therapeutic intervention or concomitant therapy.

Unlikely Related Improbable temporal relationship. The experience was most
probably produced by other factors such as the participant’s
clinical state, therapeutic intervention or concomitant therapy and
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does not follow a known response pattern to the investigational
product.

Not Related There is not a reasonable possibility that the AE is related to the
investigational product; when an AE is assessed as not related to
the investigational product, an alternative etiology, diagnosis or
explanation for the AE should be provided. If new information
becomes available, the relationship of any AE should be reviewed
again and updated as required.

Insufficient data to assess  Selection of this rating should usually not occur in a clinical
study because the Investigators have an obligation to obtain and
provide this information. In exceptional instances, this rating may
be used in order to avoid delay in initial reporting of fatal or life-
threatening SAEs from clinical studies. Such cases should include
documentation in the comments section of the CRFs/database
with rationale for why an assessment could not be made.

Participants will be provided instructions for contacting the study site to report any untoward
medical occurrences they may experience, except for possible life-threatening events, for which
they will be instructed to seek immediate emergency care. Participants will be able to seek
evaluation at the study site, where feasible and medically appropriate. With permission of the
participant, and whenever possible, records from all non-study medical providers related to
untoward medical occurrences will be obtained for review. All SAEs and AEs resulting in
method discontinuation will be recorded on study CRFs. Trained MedDRA coders will code AE
data centrally. Participants who have on-going SAEs or related AEs at their last study visit will
be followed until resolution or stabilization, or referred for additional care.

12.2 Serious Adverse Experiences (SAE)

An event is considered an SAE if in the view of either the Investigator or sponsor, it meets the
criteria as outlined in 21 CFR 312.32 (a) as per the following:

“any adverse drug experience occurring at any dose that results in any of the following
outcomes: death, a life threatening adverse drug experience, inpatient hospitalization or
prolongation of existing hospitalization, a persistent or significant disability/incapacity or
a congenital anomaly/birth defect. Important medical events that may not result in death,
be life-threatening or require hospitalization may be considered a serious adverse drug
experience when, based upon appropriate medical judgment, they may jeopardize the
patient or subject and may require medical or surgical intervention to prevent one of the
outcomes listed in this definition. Examples of such medical events include allergic
bronchospasm requiring intensive treatment in an emergency room or at home, blood
dyscrasias or convulsions that do not result in inpatient hospitalization or development of
drug dependency or drug abuse.”

In addition, cancer and drug overdose are included in this classification of an SAE.
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12.2.1 Serious Adverse Experience Reporting

Study sites will document all SAEs that occur (whether or not related to study product). The
collection period for new SAEs will begin after informed consent is obtained and end at the time
Follow-Up/Call 4 occurs. SAEs must be followed until resolution, even if this extends beyond
the study-reporting period. Resolution of a SAE is defined as the return to baseline status or
stabilization of the condition with the expectation that it will remain chronic.

All SAEs will be reported promptly in accordance with the FDA and NICHD regulations and
recorded on the appropriate forms. As the holder of this IND, FHI 360 is responsible for
complying with the reporting requirements of SAEs to the FDA in accordance with 21 CFR
812.40. Health Decisions will serve as the third-party monitoring body for SAEs.

When any SAE, regardless of causality or relationship to the study product, is encountered
during this clinical trial at an Investigator’s site, the Investigator, in accordance with 21 CFR
812.150(al), will notify NICHD, FHI 360, and Health Decisions within 24 hours of the
identification/awareness of the SAE by reporting the event as specified in this protocol and via
the electronic data capture system. The Investigator (or designee) should complete the SAE
eCRF within the EDC system which will send the appropriate notifications to the Medical
Monitors and Program Directors at both sponsors as well as the appropriate Health Decisions
staff. In the event of a system outage or other complication, notification may be made to the FHI
360 Medical Monitor at: 919-544-7040, ext. 11507. Immediately following phone
communication, the Investigator is to follow up with the SAE Report submission by fax or email
to both FHI 360 and Health Decisions: FHI 360 at 919-544-7261 or knanda@thi360.org, and
Health Decisions at 1-919-967-1145 or nichd@healthdec.com. Health Decisions will then notify
the NICHD Medical Monitor by facsimile or email. Once the outage or complication has been
resolved, submission of the event should promptly be done through the EDC system.

Any additional SAE supporting documentation should be provided whenever possible (with
subject identification information redacted) to verify the medical diagnosis. This includes
hospital discharge summaries, lab report, death certificates/autopsy reports (where applicable),
surgical procedure summaries, histology reports, and imaging reports. These supporting
documents should be uploaded to the study document repository page or EDC system within 3
days of receipt at the site.

NOTE: Investigators should not wait to collect the additional information needed to fully
document the event before submission of an SAE. An SAE report should be completed for any
SAE that is experienced after the subject has signed the ICF, even if investigational product has
not yet been administered.

FHI 360 will be responsible for the appropriate review and compliance with regulatory reporting
requirements to the FDA of the SAE, while Health Decisions will work with sites to ensure the
SAE is properly recorded and will notify the Medical Monitors accordingly. If warranted, the
study Medical Monitors will recommend if it is required to convene the DSMB or if the trial
should be stopped prematurely, undergo modification, or be placed on hold. Health Decisions
may also recommend to the Medical Monitors if any of these actions are warranted based on the
SAE reports.
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In accordance with the standard operating procedures and policies of the IRB, the Principal
Investigator (or designee) will report SAEs to the IRB. This responsibility may be handled by
Health Decisions in the case of central IRB reporting, if allowed.

12.3 Medical Monitor

Both FHI 360 and NICHD will maintain a Medical Monitor and backup Medical Monitor(s), as
needed.

NICHD:

Jill Long, MD, MPH, MHS (Contraception Research Branch, 6710B Rockledge Dr., Room
2335, Bethesda, MD 20817, Telephone: 301-496-1662; email: jill.long@nih.gov), is the NICHD
Medical Monitor for the protocol. Dr. Long has experience as a Medical Monitor on NIH
clinical protocols. She is board certified in Obstetrics and Gynecology.

FHI 360:

Kavita Nanda, MD, MHS at FHI 360 (359 Blackwell Street, Suite 200, Durham, NC 27701,
Office Telephone: 919 544 7040, ext. 11507, Fax 919-544-7261; email: knanda@fhi360.org) is
the FHI 360 Medical Monitor for the protocol. Dr. Nanda is board certified in Obstetrics and
Gynecology and has served as a Medical Monitor on FHI 360 protocols for more than 15 years.

Each Medical Monitor will be responsible for evaluating requests for waivers and for safety
monitoring and evaluation at their respective sites. A detailed medical monitoring plan will be
written before the study begins. Together the Medical Monitors will review protocol safety
information and provide a final recommendation based on those from the DSMB, FHI 360, or
Health Decisions.

13 PREGNANCY DETERMINATION AND FOLLOW UP

The incidence of pregnancy will be assessed. We will be testing study participants at study visits
using urine pregnancy tests and a home pregnancy test 17 days (+ 3 days) after [UD removal.
Sites will record information regarding pregnancy on all subjects becoming pregnant
during the treatment phase of the study through 17 days after last study product use.

If a subject becomes pregnant during the trial, the Principal Investigator (or designee) must
inform Health Decisions of the pregnancy within 24 hours of determination. The subject must be
discontinued from the trial, and all procedures scheduled for the Early Discontinuation Visit as
detailed in Section 11.6 should be performed. The site will submit a Pregnancy Notification form
and End of Study eCRF to Health Decisions within 24 hours of determination. Health Decisions
will notify NICHD and FHI 360. Additional pregnancy data will be submitted as it becomes
available.

The Investigator will estimate the date of conception based upon results of the following criteria.
If there is uncertainty about the dating it will be reviewed with the Medical Monitors.

. Transvaginal ultrasound examination

. Quantitative B-hCG determination

. Last menstrual period (per daily diary information through first year and patient
report after first year)

. Pelvic and/or abdominal examination
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. Pregnancy outcome
. Investigator estimation in the absence of above criteria

Sites will counsel subjects who become pregnant during the study regarding pregnancy options
and refer them for appropriate care. All pregnancies will be monitored until outcome (i.e. 9
months follow-up or until outcome information is obtained through medical records).
Information from medical records will also be collected on pregnancy outcome data including
maternal or fetal complications, spontaneous abortions, ectopic pregnancies, stillbirths, and live
preterm and full-term births.

Pregnancy itself is not a SAE; however, pregnancies associated with outcomes outlined in
Section 12.2 will be considered serious adverse events (SAEs). Pregnancy outcome data will be
collected for analysis. Reports of pregnancy outcome and examinations during the pregnancy
will be requested from the attending physician/outside clinic, if applicable. Pregnancy outcome
data will include the rates of spontaneous abortion, stillbirth and live preterm and full-term
births. In addition, congenital malformations and anomalies will be recorded and summarized. If
a subject continues with her pregnancy through childbirth, every effort will be made to maintain
contact with her so that health of the baby can be evaluated at six and twelve months and
appropriate medical records obtained if necessary.

14 MONITORING

14.1 Clinical Site monitoring

The Principal Investigator and sub-Investigators will allow representatives from Health
Decisions, FHI 360 and NICHD direct access to all eCRFs, source documents, and
corresponding portions of the medical records for each participant at mutually convenient times
for periodic review before, during, and after the study has been completed. The monitoring visits
provide the monitor with the opportunity to:

. Initiate the research site.

. Evaluate the progress of the study.

. Verify the accuracy and completeness of the eCRFs.

. Ensure that all protocol requirements, applicable FDA regulations, and
Investigators’ obligations are being fulfilled.

. Resolve any inconsistencies in the study records.

. Close out the trial at the research site.

Before the study begins a detailed clinical monitoring plan will be developed. Briefly, the study
clinical monitors will:

e Review ICFs, procedures, and documentation

e Assess compliance with the study protocol, Good Clinical Practices (GCP) guidelines,
and applicable regulatory requirements

e Verify all SAEs in source documents have been reported on CRFs and in accordance with
regulatory guidelines
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e Perform source document verification to ensure the accuracy and completeness of study
data

e Verify proper biological specimens collection

e Verify proper storage, dispensing, and accountability of study products

e Assess implementation and documentation of internal site quality management
procedures

e Verify that current license/certification is available on site for study staff listed on the
current Statement of Investigator Form, and Delegation of Responsibilities Log/Form.

The Principal Investigator or designee will allow study monitors to inspect study facilities and
documentation (e.g., ICFs, clinic and laboratory records, other source documents, CRFs), as well
as observe the performance of study procedures. Investigators will also allow inspection of all
study-related documentation by authorised representatives of OHRP and local and US regulatory
authorities. Sites will maintain a site visit log to document all visits.

14.1.1 Quality control and quality assurance

In addition to routine monitoring, the Sponsors or its designee may, at its discretion, perform site
audits/quality control visits. The purpose of such visits will be to evaluate site trial conduct and
compliance with the protocol, SOPs, GCP, the applicable regulatory requirements and discuss
operational issues or problems. If an audit is performed, a site must provide the auditors with
direct access to all relevant records and documentation related to the study. All participant
records and other study documentation must be filed and accessible on short notice (three to five
days) during the study and subsequent retention period. Documents should be adequate to
reconstruct the course of study events. Refer to Section 20 for requirements for data retention.

The Investigators and sites may also be subject to a field audit by the regulatory agencies. Such
an audit could occur while the study is in progress, after the study is completed, or when the data
are under review by a regulatory agency. All participant records and study documentation should
be filed and made accessible as noted above for any regulatory agency review. The site should
notify NICHD, FHI 360 and Health Decisions as soon as they become aware of an audit
scheduled by any regulatory agency.

14.1.2 Source documents and access to source data/documents

Sites will maintain appropriate source documents, as detailed in the study monitoring plan. All
investigative site records (source documents and other subject records) will be kept in a secure
and hazard free storage area. Access will be restricted to study personnel authorized to handle
research documents. These records are to be retained for at least 2 years after approval of the
marketing application or at least 2 years have elapsed since formal discontinuation of clinical
development for this investigational product. NICHD and FHI 360 should be notified before
destruction of any site records.
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14.2 Regulatory

Investigator will maintain and store in a secure manner complete, accurate, and current study
records throughout the study. The Investigator will retain all study records as authorized by the
operations team in compliance with local regulations. Study records include administrative
documentation including protocol registration documents and all reports and correspondence
relating to the study as well as documentation related to each participant screened for and/or
enrolled in the study including ICFs, locator forms, case report forms, notations of all contacts
with the participant, and all other source documents.

The trial will be conducted in compliance with the protocol, GCP, and the applicable regulatory
requirement(s) of the US and study site countries. Health Decisions is responsible for assuring
that the essential documents maintained in the trial master file at each research site for each
Sponsor are accurate and complete. In addition, Health Decisions will be responsible for
maintaining central documentation to demonstrate GCP compliance. Files will be maintained
according to written SOPs.

15 DISCONTINUATION AND REPLACEMENT OF SUBJECTS

A subject will be considered to have completed the clinical trial after she has completed 37
months of using the study product and after the final procedures have been performed.

15.1 Early Discontinuation of Study Product

Subjects are free to request [UD removal at any time and for any reason specified or unspecified
and without prejudice.

Additionally, the IUD may be removed at any time if the subject, the Investigator, or the Sponsor
feels that it is not in the subject’s best interest to continue. The following is a list of reasons that
IUD removal may be indicated:

e Subject withdrawal of consent (or assent) (e.g. due to personal reasons)

e Subject is not compliant with study procedures in the opinion of the Sponsor or
Investigator

e Adverse event that in the opinion of the Investigator would be in the best interest of the
subject to have the IUD removed

e Inter-current illness or other safety concern that, in the judgment of the Investigator,
should result in [UD removal.

e Protocol deviation requiring IUD removal

e Early termination of study

e Use of prohibited medications, including any outlined in the Inclusion/Exclusion criteria
(see Sections 7.2, 7.3, and 8.2)

Subjects must be discontinued for the following reason:

Pregnancy

IUD expulsion

[UD removal

Failed IUD insertion (after 2 attempts on day of Enrollment)
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e Uterine perforation

If an Investigator determines that a subject’s I[UD should be removed due to an AE, the
Investigator or other care provider will provide appropriate treatment until the AE has resolved
or stabilized after I[UD removal.

The Investigator will document the reason for IUD removal in the subject’s source documents
and in the final status form. If withdrawal from the study is due to an adverse event, this
information will also be recorded on the AE form.

Subjects who discontinue study treatment should come in for an early discontinuation visit as
soon as possible as outlined in Section 11.6 regardless of the reason for discontinuation with the
exception of those subjects who have lost contact with the research site.

15.1.1 Lost to Follow-Up

A subject cannot be considered withdrawn due to becoming lost to follow-up (LTFU) until the
research site performs and documents at least three (3) attempts to contact her. Documentation
must include at least one letter sent via a method that allows a “return receipt” to be requested
with instructions provided to the subject to call the research site. Every effort must be made to
follow-up with subjects who terminate with product-related adverse experiences, in order to
determine the final outcome.

15.2 Withdrawal of Subjects from the Study

A subject may be withdrawn from the study at any time if the subject, the Investigator, or the
Sponsor feels that it is not in the subject’s best interest to continue, including non-compliance or
for safety concerns.

All subjects are free to withdraw from participation at any time, for any reason, specified or
unspecified, and without prejudice.

Reasonable attempts will be made by the Investigator to provide a reason for subject
withdrawals. The reason for the subject’s withdrawal from the study will be specified in the
subject’s source documents and the final status form.

All efforts should be made to contact the woman when she decides to discontinue so that
appropriate discontinuation safety procedures can be performed and data can be obtained. Such
contact will never be used to dissuade any subject who wishes to terminate the study.

Women who unexpectedly become pregnant during the study will be removed from further
participation. However, their pregnancy outcome results will be ascertained as outlined in
Section 13 and documented on the Pregnancy Outcome CRF.

15.3 Replacement of Subjects

Subjects who withdraw from the study treatment or withdraw from the study will not be
replaced, regardless of the reason for discontinuation.

15.4 Study Product Errors

Study product will be stored according to standard procedure at each of the participating study
sites. When a subject is randomized, the IUD will be obtained for the subject based on the
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product identified in the EDC system (refer to Section 9.1). Product errors are unlikely as stock
product packaging will be different between the two IUDs; however, if one occurs, the site
should inform Health Decisions immediately upon determination.

16 PROTOCOL DEVIATIONS

A protocol deviation occurs when the subject, Investigator, or Sponsor fails to adhere to
significant protocol requirements affecting the inclusion, exclusion, subject safety and primary
endpoint criteria. Protocol deviations for this study include, but are not limited to, the following:

¢ Failure to meet inclusion/exclusion criteria

e Enrolling a participant into the study without securing proper consent

e Deviating from the randomization procedures

¢ Informing the participant of which IUD she received prior to the exit visit

Failure to comply with Good Clinical Practice (GCP) guidelines will also result in a protocol
deviation. The Sponsor will determine if a protocol deviation will result in withdrawal of a
subject.

The Investigator should not deviate from the protocol without prior approval issued as a protocol
waiver approved by the Medical Monitor, with the exception of minor visit window deviations as
outlined for each visit/call in Section 11. In addition, all protocol deviations will be submitted
within the EDC CRFs for the study.

Certain protocol deviations may require the subject to be terminated early from the study. The
Medical Monitor will review if subject termination will be required based on protocol deviation
information at the time that the waiver is reviewed. It is the responsibility of the research sites to
report all protocol waivers and protocol deviations to their IRB according to IRB policy.

17 AMENDMENTS TO THE PROTOCOL

Any change of the clinical trial must be written and filed as an amendment to this protocol. Such
amendments will be made jointly by the Sponsors and the Investigators with final approval by
the Sponsors. The Principal Investigators (or designee) must submit the protocol amendment for
review by the IRB and shall obtain the approval of the IRB before it is implemented.

In cases of emergency, when the protocol change or deviation is necessary in order to eliminate
or reduce an immediate hazard or risk to human subjects, the amendment may be implemented
before review or approval by their IRB. In such cases, the Principal Investigator (or designee)
shall notify their IRB of the change or deviation in writing within 10 working days after
implementation. Any protocol-related issues that pose an immediate or significant hazard to
subjects must be reported to the Sponsors immediately. If the protocol amendment is an
administrative change, it will be sent to their IRB for information (updating of file).

All modifications of the clinical trial will be written and filed with FDA as an amendment to this
protocol, maintaining original section identification. Such modifications will be made jointly by
the Sponsors, Health Decisions, and the Investigators with the approval of all the IRBs.
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18 DATA SAFETY AND EFFICACY MONITORING

18.1 Data and Safety Monitoring Board (DSMB)

An independent, autonomous Data and Safety Monitoring Board (DSMB) has been established
by the NIH (NICHD). The DSMB will conduct periodic reviews of study progress indicators,
subject safety and pregnancy. It is expected that three (3) such reviews occur. The Project
Directors at NICHD and FHI 360 may also request additional DSMB reviews, (e.g. should any
other findings/issues pertaining to safety or efficacy emerge requiring DSMB review outside of
the planned periodic meeting dates).

The DSMB charter will be prepared prior to the first DSMB meeting then modified as needed
before the second meeting or subsequent meetings. The Charter will address the timing of each
DSMB meeting, stopping rules relative to items including SAEs, pregnancy rates, expulsion rate,
etc., as well as detailed blinding and unblinding procedures. Additional information about the
DSMB composition and review procedures will be contained in the charter. As the primary
objective of the study is non-comparative, no adjustment to confidence interval coverage error
rates will be made to account for interim analyses when reporting for pregnancy rate data.
Similarly, no multiplicity adjustment will be made for secondary objectives.

The DSMB will maintain the confidentiality of its closed internal discussions and activities.
Recommendations from the DSMB will be forwarded by the Project Directors, to the Central
IRB, and the Principal Investigators in this Protocol for inclusion into the study TMF along with
any DSMB open session discussion meeting minutes.

The primary responsibilities of the DMSB are to 1) periodically review and evaluate the
accumulated study data for participant safety, study conduct and progress, and 2) make
recommendations to the study Investigators and the sponsor concerning the continuation,
modification, or termination of the trial. At each review, the DSMB may recommend that the
study proceed as designed, proceed with design modifications, or be discontinued.

Summary results of interim data which are pooled across treatment groups may be provided to
study sites for their information and for submission to the IRBs.

19 STATISTICAL METHODS AND CONSIDERATIONS

19.1 Sample Size

Below is the original estimate for the 95% upper bound of the Pearl Index for the Mona Lisa Cu
IUD arm if we had randomized 800 subjects to that treatment. Since this protocol has been
amended to randomize approximately 880 Mona Lisa Cu IUD subjects, the estimated 95% upper
bound of the Pearl Index would be slightly lower due to the larger sample size. In addition, the
power to detect differences in 12-month [UD continuations rates will be slightly higher than the
original power presented below.

Randomizing 800 women to the Mona Lisa Cu IUD will provide approximately 17,700 cycles
for the primary efficacy analysis among women under 36 years old at time of enrollment,
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assuming 13 cycles of use per year with 84.3% evaluable cycles, an exponential discontinuation
rate of 0.2 (i.e., approximately 20% per year), and 37 months of prescribed follow-up per
woman. Based on this enrollment total and follow-up rate, the upper bound of the Pearl Index
(pregnancies per 100 women-years of follow-up) would be approximately 1.0 if 6 pregnancies
were observed (see table).

Table 09: Expected Pearl Index (pregnancies per 100 women-years of follow-up) among women
under 36 years old at time of enrollment and 95% CI for Pearl Index as a function of observed
number of pregnancies, assuming 800 women are randomized to Mona Lisa Cu IUD and 51.2%
method continuation at month 37

Observed pregnancies Pearl Index 95% CI
0 0.0 0.0-0.3
1 0.1 0.0-0.4
2 0.1 0.0-0.5
3 0.2 0.0-0.6
4 0.3 0.1-0.8
5 0.4 0.1-0.9
6 0.4 0.2-1.0

In terms of estimating and comparing standard 12-month IUD continuation rates, the study will
achieve approximately 87% power to detect a 10% greater 12-month continuation rate for the
Mona Lisa Cu IUD using a two-sided a=0.05 level log-rank test, assuming the 12-month
probability of continuation for ParaGard is 70% and allowing for up to 5% of women lost to
follow-up.

19.2 Statistical analyses

A detailed statistical analysis plan (SAP) will be developed. The following is a summary of the
planned analyses. Any deviations made from this summary plan will be documented in the
detailed SAP.

19.2.1 Primary analysis

The primary analysis will estimate the pregnancy rate in women 35 and younger at time of
enrollment based on the Pearl Index (pregnancies per 100 woman-years of follow-up) and its
exact 95% confidence interval derived using a Poisson distribution assumption, after excluding
cycles (28-day equivalents) in which women report using other contraceptive methods. Analysis
will be done for each year of use and cumulatively through year three. Life-table methods will
also be used to summarize the cumulative probability of pregnancy through the study follow-up
period.
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19.2.2 Analysis of secondary endpoints

The standard 12-month continuation probability and its corresponding asymptotic 95%
confidence interval for each study group will be estimated using the Kaplan-Meier method. In
addition, a log-rank test will be used to compare early discontinuation rates between groups at
the two-sided 0.05 significance level. Similar summaries and comparisons will also be made to
assesses the probabilities of discontinuation by reason (e.g., [UD expulsion, failed IUD insertion,
uterine perforation, pregnancy, personal/non-medical reasons, and other medically-related
reasons), as well as self-reported desire to continue IUD use at the study exit but prior to
unblinding the participant.

We will analyze bleeding diary data using the methods described by Mishell, et al'”. Statistics

will include the mean, median, and range of the total number of heavy, moderate, light, or
spotting days per 28-day cycle equivalent as defined on the daily diary (refer to Appendix 3). We
will also report the per-subject mean and median number of cycles and the proportion of cycles
that include any heavy bleeding, a prolonged bleeding episode (e.g., greater than 14 days),
amenorrhea, or bleeding in more than 1/3 of days in the cycle. Details of the bleeding diary
analysis will be included in the SAP, including procedures and definitions used to define
individual cycles and to account for missing data.

In addition to diary data, summaries of bleeding and pelvic pain experienced between study
visits (and reported on CRFs) will be described in contingency tables and displayed graphically
in bar charts, by study visit and overall. Chi-squared tests for ordinal repose data (e.g., less than
normal, normal, or more than normal pelvic pain) will be used to compare treatment groups at
each visit. Evidence of informative censoring that is differential between groups will be explored
using competing risk analysis; in the event such effects exist then analysis methods which
account for informative censoring will be employed when comparing secondary outcomes
between groups over time.

The proportions of subjects experiencing any other side effects will be calculated with
corresponding exact confidence intervals for each group, and compared the difference between
groups by Fisher’s exact tests or the Cochran-Mantel-Haenszel tests. Generalized linear model
approaches for repeated occurrence side effect outcomes might be used to further assess the
differences in the incidence of adverse events between study groups.

Overall satisfaction with the method will be summarized and compared between groups at the
final study visit using two-sided Mantel-Haenszel chi-square tests. Similarly, the same statistical
analysis methods will be used to describe ease of product insertion between groups. Changes in
pain with and shortly after insertion from baseline will be described by the summary statistics
(mean, median, inter-quartile, etc.) of visual analog scale measurements. The Mann-Whitney test
or the analysis of variance method will be used to compare the changes in pain between groups.

For all secondary objectives, comparisons between groups will be made using two-sided 0.05
level significance tests, without adjustment for multiple comparisons.
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20 DATA COLLECTION, RETENTION AND MONITORING

20.1 Electronic Data Capture System

All requested information should be entered in the Electronic Data Capture (EDC) system. Prior
to the start of the clinical trial, the Principal Investigator will complete an authorized signature
sheet showing the signatures and handwritten initials of all individuals who are authorized to
maintain study records and submit data using the EDC system. More detailed instructions
regarding the EDC system will be provided by Health Decisions in training and the instructions
documents.

20.2 Data Handling and Processing

The study will use Electronic Data Capture (EDC) to create, modify, and maintain data generated
for the clinical trial. The research sites will record clinical trial data in an electronic web-based
CRF (eCRF). Health Decisions Data Management will follow written standard operating
procedures for processing EDC data. Archiving of the EDC data will be done by the EDC
vendor.

20.3 Confidentiality and Reporting of Results

Subject names will not be entered into the EDC system; instead, unique subject identifiers will
be assigned. Medical records will be kept at the research site and will be available to study staff
and the NICHD, Health Decisions, FHI 360, independent auditors contracted by the Sponsors,
IRBs, local regulatory authorities or the FDA only. All data and information generated by the
participating site as part of the trial will be kept confidential by the site principal investigator and
other study personnel to the extent permitted by law. This information and data will not be used
by the site principal investigator or other study personnel for any purpose other than conducting
the trial.

20.4 Archival of Data.

For archiving purposes, all eCRF information will be stored via an electronic medium at
completion of the trial. Audit trail information will be included. eCRFs will be available for
inspection by authorized representatives from the Sponsors, from Regulatory Authorities and/or
IRBs. Copies of each site’s eCRF information will be supplied to each site at the completion of
the trial.

20.5 Availability and Retention of Investigational Records

The Principal Investigator will maintain and store in a secure manner complete, accurate, and
current study records throughout the study. All records are to be retained by the Principal
Investigator for a period of at least 2 years after the latter of the following two dates: The date
after approval of the marketing application or at least 2 years have elapsed since formal
discontinuation of clinical development for this investigational product (per FDA CFR 812.140).
These documents should be retained for a longer period (i.e., but never a shorter period),
however, if required by the applicable regulatory or site-specific requirements or by an
agreement with the sponsor. It is the responsibility of the sponsor to inform the
Investigator/institution as to when these documents no longer need to be retained. NICHD
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should be notified before destruction of any study records by their sites. For FHI 360 sites, study
documents need to be retained for a minimum of 5 years until authorized in writing by the FHI
360 operations team, in accordance with FHI 360 SOPs.

Study records include administrative documentation, including protocol registration documents
and all reports and correspondence relating to the study as well as documentation related to each
participant screened for and/or enrolled in the study, including ICFs, locator forms, medical
records, laboratory reports, drug disposition records, safety reports, case report forms, notations
of all contacts with the participant, information regarding subjects who discontinued and all other
source documents of pertinent data.

The trial will be conducted in compliance with the protocol, GCP, and the applicable regulatory
requirement(s) of the US. In addition, FHI 360 and Health Decisions will be responsible for
maintaining central documentation to demonstrate GCP compliance for the respective Sponsor
sites.

20.6 Subject Confidentiality

Information on individual subjects arising from this study will be considered confidential and
transmitted to the Sponsor and Clinical Research Organization (CRO) in a form that will not
permit identification of individuals. Subject confidentiality will be maintained by the use of
coded subject ID numbers. All study records will be kept in a secure storage area with limited
access. Coded subject numbers will identify all laboratory specimens and evaluation forms in
order to maintain subject confidentiality. Clinical information will not be released without the
written permission of the participant, except as necessary for monitoring by the FDA, FHI 360,
NICHD, Health Decisions, independent auditors contracted by the Sponsors, IRBs or local
regulatory authorities.

21 ADMINISTRATIVE, ETHICAL, REGULATORY CONSIDERATIONS

21.1 Institutional Review Boards and Independent Ethics Committees

The protocol and any amendments will be reviewed by the FDA and the designated Central IRB.
Documented approval will be obtained from the Central IRB, which will be Chesapeake IRB for
this study. Each participating site will also seek approval from the appropriate local IRBs unless
oversight is delegated to the central IRB. Copies of the submissions and approvals should be
retained in the site’s regulatory file and the main trial master file.

Prior to implementation of this protocol, and any subsequent full version amendments, each site
must have the protocol and the protocol consent forms approved, as appropriate, by their local
IRB and any other applicable regulatory entity unless delegated to the central IRB.
Investigators/institutions will permit trial related monitoring, audits, IRB review and regulatory
inspection(s) providing direct access to source data/documents.

21.2 Protocol Registration

The study team will register this trial on ClinicalTrials.gov, a registry database of clinical studies
of human participants conducted around the world, and updated at regular, specified intervals.
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21.3 Risks and Benefits

21.3.1 Risks

Investigators will make efforts to minimise risks to participants. It is not expected that study
procedures will expose human subjects to unreasonable risk. Pelvic examination and procedures
may cause mild discomfort and/or vaginal bleeding or spotting. Women who learn they have a
reproductive tract infection, in the course of the trial may experience worry, sadness or
depression. Women who exhibit symptoms suggestive of clinical depression will be referred for
counselling. Participation in clinical research includes the risks of loss of confidentiality and
discomfort with the personal nature of questions when discussing sexual behaviours.

Participants at sites requiring partner notification in response to diagnosed STI infection could
have problems in their relationships with their sexual partners. Participants also could have
problems in their partner relationships associated with the use of a contraceptive method.

Site staff will make every effort to protect participant privacy while in the study. Although study
sites make every effort to protect participant privacy and confidentiality, it is possible that
participants' involvement in the study could become known to others, and that social harms may
result.

The risks of using the ParaGard IUD are low, but do exist. IUD users are at risk of uterine
perforation (including embedment) (1/1000)'°, pregnancy, PID, or expulsion of the device (5%
in the first year of use); all of these complications are rare. If perforation or [lUD embedment
occurs, it is possible that surgery will be needed to remove the product. Approximately 1% of
IUD users experience PID in the three weeks after IUD insertion, then the risks decrease
considerably thereafter.! Approximately 50% of users experience increases in menstrual flow
and number of days of bleeding. Approximately 20% experience intermenstrual
spotting/bleeding, and about 35% experience painful menses.'* In addition, IUD insertion is
uncomfortable for most women, although generally symptoms resolve within ten to fifteen
minutes; symptoms are usually completely resolved within one day after insertion.

The risks of using the test product has all the general risks of any IUD. However, the test product
is not well-studied, thus it has uncertain levels of the above complications and perhaps new risks.
Though the test product is approved and marketed in Europe, it is a novel entity from a
regulatory perspective in the U.S.

Contraceptive failure is possible with any of the IUDs; ParaGard has an estimated failure rate of
less than 1% in the first year of use. If pregnancy occurs, the IUD should be removed to reduce
the risks of spontaneous abortion, premature delivery, pelvic infection, sepsis, and other rare
events. Failure rates for the test product are largely unknown, since they are not estimated from
appropriately sized and regulated clinical studies in Europe. The contraceptive-related risks
anticipated to be experienced by participants in the study are no different from those that would
be anticipated among contraceptive users in Europe who have access to both products.
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21.3.2 Benefits

Participants benefit from the use of a highly effective form of contraception: one of two types of
copper IUDs, one of which is approved for use in some countries in Europe and in Canada, and
one of which is approved for use in the United States.

Others may benefit in the future from information learned from this study. Specifically,
information learned in this study may lead to improved understanding about the benefits of
smaller [UDs. Participants may appreciate the opportunity to contribute to the field of
reproductive health and contraceptive research.

21.4 Informed Consent

Under informed consent, the subject shall understand that she is authorizing access to medical
records as required for monitors, auditors, IRBs and regulatory authorities. Subjects who agree
to participate in the study must sign the ICF prior to study-specific procedures. The principles of
informed consent will be implemented according to the 2013 revision of the Declaration of
Helsinki and current NIH, DHHS, and FDA regulations. The ICF will be HIPAA compliant.

It is the Principal Investigator's responsibility to assure that each subject is provided an
explanation of the details contained in the informed consent statement and other locally required
documents prior to the individual signing the ICF. This certifies voluntary participation in the
trial and is completed prior to study participation. Under informed consent, the subject shall
understand that she is authorizing access to medical records as required for monitors, auditors,
IRBs and regulatory authorities.

The subjects will be informed of their right to privacy and the fact that personal information will
be treated as strictly confidential and will not be publicly available in accordance with HIPAA
regulations. They will also be informed that the NICHD, Health Decisions, FHI 360, and the
FDA have the right to inspect and possibly photocopy their medical records to verify the
accuracy and completeness of the clinical trial results. The subject is to receive a copy of the
signed consent form.

Prior to study participation, all study candidates will:

. Be informed of the nature and purpose of the study.

. Be given an explanation of the procedures to be followed in the study.

. Be given a description of any attendant discomforts and risks reasonably to be
expected from the study, as well as from the study product.

. Be given an opportunity to ask any questions concerning the study.

. Be instructed that consent to participate in the study may be withdrawn at any
time; and that the participant may discontinue participation in the study without
prejudice.

. Be given a copy of the ICF.

. Be given the opportunity to decide to consent or not to consent to the study
without coercion.

. Be informed of alternative contraceptive methods available.

. Be informed about their right to use Emergency Contraception (EC) during the
study.
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. Be given information about whom to contact if there are questions about the
research, participant rights, or to report research-related injury.

21.5 Conflicts of Interest

Investigators will be affiliated with their study sites. They will receive support for this clinical
trial from the NICHD/NIH or FHI 360, but will not profit from results, either positive or
negative, with regard to the product being evaluated. FHI 360, the IND holder, could profit from
the successful development of this product.

21.6 Confidentiality

The information on individual subjects arising from this study is to be considered confidential
and transmitted to the sponsor only in a form that will not permit identification of the individual.
The information obtained from the subjects that can be identified with the subject will remain
confidential within the research team. Regulatory and sponsoring agencies may request access to
the study records and related medical records of each participating subject; the subject's identity
will remain confidential to the extent permitted by the applicable laws and regulations. The
results of the research will be released to public agencies including regulatory agencies,
Investigators, and research organizations without reference to items identifiable to a particular
subject. The results will be published such that the identity of the subjects will not be disclosed
and cannot be ascertained. National and international agencies and sponsoring agencies may
request access to the medical records of each participating subject, and if requested, the subject's
identity will remain confidential. All records will be kept in a secure storage area with limited
access.

21.7 Publications

A Publications Committee will be formed to write a publication policy for the trial. Three levels
of publications will be addressed in this policy:
e Primary publications: Those publications specifically reporting the results of the
primary, secondary study, and tertiary objectives stated in the study protocol

e Secondary publications: Publications reporting on the study results using data from
multiple study sites but not specifically addressing the stated objectives of the study

e Tertiary publications: Publications based on data from a unique study site and drafted by
the study team at that site.

Authorship roles will be assigned primarily according to the contributions of individual members
as well as the likelihood that the authors will be able to complete data analysis and manuscript
preparation in a timely manner. All Investigators will be encouraged to participate in discussions
regarding authorship of primary and secondary publications. Abstracts and publications
resulting from this study must be approved by the Publications Committee prior to submission to
scientific meetings or journals.
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21.7.1 Publication Policy

Data on the use of the study product and results of all clinical and laboratory studies are
considered private and confidential. NICHD and FHI 360 will encourage publication of the
results of the study. Any publications or presentations that result from this study will maintain
participant confidentiality. The IND and proprietary information about the investigational drug
are under the supervision of the NICHD and FHI 360. The Principal Investigator agrees to
submit all proposed publications, papers, abstracts, manuscripts, posters or other written
materials which include data relating to the Study or the use of the Product supplied under this
Agreement, and all outlines of any proposed oral presentations with respect thereto, to NICHD
and FHI 360 at least thirty (30) days prior to either (a) submission of such written materials for
publication or (b) any proposed oral disclosure to a third party outside of the NICHD CCTN and
FHI 360 study sites. NICHD and FHI 360 shall have the right to comment on such written
material or outline within (30) days of receipt, and such comments shall be considered in good
faith by the Principal Investigators in determining the final form of disclosure. NICHD and FHI
360 shall also have the right to eliminate any reference to confidential or proprietary information
provided to Institutions and/or the Principal Investigators or the Staff pursuant to this Agreement.

21.7.2 Authorship eligibility

Eligibility for authorship will follow the International Committee of Medical Journal Editors
recommendations for determining substantive contribution to a manuscript developed for
publication.
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23 INVESTIGATOR OBLIGATIONS

Clinical research studies are subject to the regulations of the FDA. Prior to beginning the study, the
Principal Investigator will be asked to demonstrate compliance with ICH E6, 8.2 and 21 CFR 312 by
providing the signed essential documents required for the clinical trial. The responsibilities imposed upon
Principal Investigators by the FDA are summarized in the “Statement of Investigator Form” (Form FDA-
1572) which documents that he or she will follow the FDA regulations with respect to this study.

The Principal Investigator agrees to assume the responsibilities stated on the Form FDA-1572, and
signifies his or her agreement by signing the Form FDA-1572. These responsibilities include:

. To conduct the study in accordance with the Study Protocol, Investigator Brochure, GCPs, ICH,
and Declaration of Helsinki.

. To secure prior approval of the study by an appropriate IRB. This board should be constituted in
conformity with FDA regulations.

. To report on the progress of the study to the IRB and to submit a final report within three (3)
months of the conclusion of data collection.

. To maintain current records of the receipt, dispensing, and disposition of study product and to
return all unused product to the sponsor or the sponsor’s designated agent.

. To obtain a valid, fully informed, freely given written consent from each subject who participates
in the study.

. To maintain adequate study documentation, hospital records, laboratory results and lab records,
and to store these case histories for a minimum of two years following notification by the sponsor that all
investigations have been discontinued or that the FDA has approved the study product application, or
according to site practice only if longer than specified here.

. To identify all sub-Investigators who will also supervise study product administration.
. To report all Adverse Events to the sponsor or designated agent promptly.
. To allow inspection or copying by the FDA, sponsor, or sponsor’s designated agent of case

histories and records of study product distribution.
Investigator Documentation required:

Prior to beginning the study, the Principal Investigator will be asked to comply with ICH E6, 8.2 and 21
CFR 312 by providing the following essential documents, including but not limited to:

An original signed Investigator Agreement page of the protocol.

An original signed acknowledgement of receipt of the Investigator’s Brochure.

An IRB-approved Informed Consent (as described in section 21.4) in the local language.

IRB approval of protocol and informed consent.

Form FDA 1572, fully executed, and all updates on a new fully executed Form FDA 1572.
Current Curriculum Vitae (CV) for the Principal Investigator and each sub-Investigator listed on
Form FDA 1572.

ANl S e
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24 APPENDIX 1: SCHEDULE OF ASSESSMENTS

Study Procedures

Screening

Treatment Period

Follow Up

Unscheduled

Visit Number

SCRN

Vi1

V2

V3

V4

C1

V5§

C2

\

C3

EXIT’

c4

UNS»

Treatment Period*

N/A

Day

Wks

Mos

Mos

Mos

12
Mos

18
Mos

24
Mos

30
Mos

37
Mos

17 Days

VAR

Informed consent, HIPAA Authorization,
Assent (if applicable)

Assign Subject Number

Obtain/Update Contact Information

X*

Determine Eligibility (Inclusion/ Exclusion)

X*

Contraceptive Counselling

Demographics

Medical, contraceptive, gynecological,
menstrual, reproductive history

Vital signs'

Pelvic exam? 3

)

Assess (and treat as applicable) for STIs/RTIs

Pregnancy test (urine)®

Endocervical, vaginal or urine specimen
collection for GC/CT NAAT>’

R I 7 Kt 7 T T ET 1 1 Y

I bl kel kol ke

Randomize subject

Provide reimbursement

Schedule next visit

> >

X3

X3

X3

X()

>

Insert IUD

Assess ease of insertion

Collect subject insertion pain level?!

Dispense Home Post Placement Pain Form

ol Bl kel Bl Kl Kl kel

Collect Home Post Placement Pain Form

Collect IUD continuation/removal
information?®

>

Collect previous menstrual cycle, bleeding,
pain information'® 2

Ask TUD Acceptability Questions?

>

>

>

>

>

>

>

>

Confirm TUD placement*

Inquire on desire for continued IUD use?®

Ikl

kel el e
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Study Procedures

Screening

Treatment Period

Follow Up

Unscheduled

Visit Number

SCRN

Vi1

V2

V3

V4

C1

V5§

C2

Vé

C3

EXIT’

C4

UNSA

Treatment Period*

N/A

Day

Wks

Mos

Mos

Mos

12
Mos

18
Mos

24
Mos

30
Mos

Mos

17 Days

VAR

Unblind IUD to subject

Continue/Remove IUD!?

Provide bridge contraception, as desired

ol ke

Complete final subject status form

Diary cards dispensed (n)'4

Diary cards reviewed/discussed

Diary cards collected (n)"*

ol ksl ks

ol ksl ks

ol bl kol

Other contraceptive use forms dispensed (n)'°

Skl

Other contraceptive use forms reviewed

Other contraceptive use data captured (n)!”

Prior & concomitant medications

X*

Adverse events

Home pregnancy test dispensed'’

X[

X[

X<

ol il ks

ol il el Bl bei ke

B B B

Blood Pregnancy Test !!

ol kol Kol Kol Kol Kl Kol Kol il Ko

V = Visit; C = call; SCRN = Screening; UNS = Unscheduled; Wks = Weeks; Mos = Months; VAR = Varies;

*If enrollment does not immediately follow the screening procedure, confirmation of eligibility must be performed and clinical judgment used to decide whether repeat pregnancy
or other tests are needed and if contact information should be reviewed.
* Visit Windows: If enrollment does not occur on same day as screening, subject should return no later than 60 days from start of screening to be enrolled. Post insertion: Visit 2=
6 wks £ 5 days, Visit 3= 3 mos + 14 days, Visit 4= 6 mos + 14 days, Call 1 =9 mos + 14 days, Visit 5 = 12 mos + 14 days, Call 2 = 18 mos =+ 14 days, Visit 6 =24 mos * 14 days,
Call 3 =30 mos + 14 days, Exit =37 mos + 14 days). Call 4 = 17 days (+3) post removal.

~ During unscheduled visits, the Investigator will perform any study assessments as necessary to provide appropriate treatment.
! Vital signs to include measurements of blood pressure, height, and weight.

2 Pelvic exam at screening will assess for the presence of any uterine or cervical anomalies that would preclude TUD use.

3 Next visit to be scheduled will be a phone call instead of an in-person office visit.

4 Confirmation of TUD placement should be done initially by visual then palpable inspection to confirm presence of the IUD string. If the string is not present, or if there is a
clinical suspicion of expulsion, a transvaginal ultrasound should be performed to confirm presence of [UD (Section 9.7, Appendix 2). Confirmation will be done by verbal patient

report for the phone calls.

3 If medically indicated, a pelvic exam, ultrasound and/or testing for chlamydia/gonorrhea can be performed at all visits. Refer to IUD Check Process outlined in Appendix 2
6 Next visit to be scheduled during the Exit visit will be a phone call (to obtain results of in-home pregnancy test and follow up on AEs) instead of an in-person office visit.
7 Endocervical, vaginal, or urine specimen collection is for Nucleic Acid Amplification Test (NAAT) for Neisseria gonorrhoeae and Chlamydia trachomatis (GC/CT). All subjects

will be tested at screening.
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8 Urine pregnancy test will be completed in clinic at Screening and during Enrollment prior to the subject being randomized to confirm subject is not pregnant prior to [UD
placement if Enrollment occurs on a separate day from Screening.

° During the Exit visit, the clinician will disclose which IUD the subject was using only after all IUD assessments are complete.

10 1f the subject is using ParaGard, ask if she wishes to continue. If not, remove IUD. If the subject is using the test product, remove IUD.

1 Confirmatory quantitative blood pregnancy test should be done if initial urine pregnancy test comes back positive

12 A screening Pap test will be completed for subjects at screening if potential subject is not in compliance with normal standard of care guidelines regarding Pap testing. If
additional testing or treatment is required based on Pap results, this should be completed prior to enrollment.

14 Visit 1 distribute 2 diary forms, Visit 2 distribute 2 diary forms, Visit 3 distribute 4 diary forms, and Visit 4 distribute 7 diary forms

15 Visit 2 collect 2 diary forms, Visit 3 collect 2 diary forms, Visit 4 collect 4 diary forms and Visit 5 collect 7 diary forms

16Visit 5 and Visit 6 distribute 2 Other Contraceptive Use forms

17 Call 2, Visit 6, Call 3, and Exit collect data from Other Contraceptive Use forms

18 Includes subject’s levels for pain and bleeding

19 Home pregnancy tests should be provided to subjects at Enrollment and then as needed at other visits with instructions for the subject to complete the test if there is any
suspicion that they may be pregnant in between their study clinic visits.

20 Included as part of the Follow-Up Form assessments. At Call 1, Call 2 and Call 3, the follow up form is also referred to as the Telephone Follow Up Form since the Follow Up
form information is collected by telephone.

21 Pain will be assessed immediately and 10 minutes after insertion
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25 APPENDIX 2: IUD CONFIRMATION PROCESSES

In order to confirm IUD presence and placement, the following order of assessments should be completed
until confirmation is completed. Once IUD placement is confirmed, no further assessment is needed
regardless of which assessment confirmed placement (i.e. stop with first assessment if [UD placement is
confirmed):

Visual inspection of cervix for presence of IUD strings or inspection with speculum
Digital palpation

Sweep for strings using cytobrush in endocervical canal

Transvaginal ultrasound (TVUS) examination

Abdominal X-ray to assess for location

Al o e

Note: If [UD presence confirmation is only made using TVUS, TVUS should be performed at each
subsequent study visit unless the string becomes visible again.

Also Note: These steps are meant to confirm [UD location at any time (not necessarily at placement).
Additionally, either step 1 or 2 may be performed first. Visual inspection/ inspection with speculum does
not have to be performed prior to digital palpation and vice versa. They can be performed
interchangeably and not specifically in that order.
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26 APPENDIX 3: DAILY DIARY

Note: The diary includes bleeding definitions to ensure consistent assessment of bleeding amongst study subjects. However, the definitions are
based upon the use of tampons or pads. Subjects using menstrual cups should be instructed to use their best judgment to assess their level of
bleeding each day since the bleeding definitions within the diary will not apply.

CCNO16 IUD Daily Diary Start Date of 28 Day Version 01.00 2017 0509
Subject Number: interval:  MMM-DD-YYYY

B Date| MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-D2 | MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-DD

1 None o o D o =] o D o =] o o o o o

e

T Spotting o a o o =} a o o o a o o o o

d Light bleeding o o a] o o o o o o

i Moderate bleeding o = o o = o o o o o

f Heavy bleeding o o O =] o o O o =] =] = O =] o

& Diary Day 1 2 4 5 6 8 9 10 11 12 13 14

Date| MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-DD | MMM-DD| MMM-DD | MMM-DD | MMM-DD | MMM-DD| MMM-DD

? None o =) = o o =) o = o o o o o o
]

A Spotting o m} o o o a o o o a o o o a
d Light bleeding o a = o o o = o o o = = o o
i Moderate bleeding o o o o o o 0 o o o O o o o
" Heavy bleeding o a = =] =} =} = o o =] = = =] o
E Diary Day 15 16 17 18 19 20 21 22 23 24 25 26 27 28

No Yes Dates will be prepopulated for you by the study staff.
Did you have vaginal intercourse in this 28 day interval? N: V: Complete bleeding information every day between your study
0 es

visits. Provide responses on intercourse, contraceptive

= method and pain experienced for each full interval prior to
finishing each diary form. Remember to bring the completed
diary form back to your next visit. If you have any questions

Did you use any other contraceptive method in this 28 day interval?

If any other contraceptive method was used, what method was used? = o

If not a condom, specify method: on how to complete the form, please ask the clinic staff.
No Yes
Did you have any pelvic pain during this 28 day interval? = =
Dur'lng outsideof: period Both during and . outside
period T of period
If yes, was this pain during your period, outside of your period, or both during and outside your period? . o iy

Bleeding definitions:

None — no bleeding or spotting

Spotting —if you have a minimal amount of vaginal bleeding and you used one panty liner all day or did not use any protection (panty liner, pad, tampaon).
Light Bleeding — if you have vaginal bleeding and you have to use one or two pads or tampens, or more than one panty liner, throughout the day.
Moderate Bleeding — if you have vaginal bleeding and you have to use three or four pads or tampons throughout the day.

Heavy Bleeding — if you have a large amount of vaginal bleeding and you have to use many pads or tampons (more than 4) throughout the day

Mote: If spotting and bleeding occur on the same day, record the heaviest bleeding choice applicable for that day.
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27 APPENDIX 4: OTHER CONTRACEPTIVE USE FORM

CCROLE IUD - Other Contracpetive Use Form Version 01,00 2037 0309
Subject Numiber

interval dates will be prepopulated for you by the study staff. Provide respones to the questions during each period scoordinehy between

your stusdy visits. Rermemiber to bring the completed form back to youwr mext wisit.

Start Date of 28 Day Interval: DDA I -V YT
End Date of 28 Duy Interval: DD- M RM-YYYY

Mo Yes
Did you hawe vaginal intercourse in this 28 day interval?

Mo Yes

Did you use any other contraceptive method in this 28 day interval?

if any other contraceptive method weas used, what method was wsed?

if not a condom, specify method

Start Date of 28 Day interval: DEO-RA R R -Y Y
End Date of 28 Duy intervs| DIO-RARARA-Y YT

Ko Yes
Did you have vaginal intercourse In this 28 day interval?

Mo Yez

Did ywou use any other contraceptive method In this 28 day interval?

if any other contraceptive method was used, what method was used?

If mot a condom, specify method

Start Date of 28 Day Interval: DO RARABA-Y Y
End Date of 28 Duay Interval: DD- M RM-YYYY

Mo Yes
Did you hawe vaginal intercourse in this 28 day interval?

Mo Yes

Did you use any other contraceptrve method In this 28 day intereal?

If any other contraceptive method was used, what method was used?

if mot a condom, specify methaod

Start Date of 28 Day interval: DEO-PA R R Y YY
End Date of 28 Doy interval: D0 RA KA RA-Y VY

Ho Yes
Did you have vaginal iIntercourse In this 28 day interval?

No Yes

Did you use any other contraceptive method In this 28 day interval ¥

Condom | Other

If any other comtraceptive method was used, what method was vsed?

If mot & condom, specify method
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28

APPENDIX 5: POST PLACEMENT PAIN FORM - CLINIC

CCNO16 Post Placement Pain Form — Clinic

Subject Number: Date: {MMM-DD-YYYY)

Complete responses as instructed by clinic staff on day of IUD placement prior to leaving the visit.

Baseline Measurement After Speculum Placement Time: AM o PM o

Place a wertical mark on the line below that indicates how bad your pain was after speculum
placement, but prior to IUD placement.

Worst
No imaginable
pain pain
1UD Placement: | Time: AM o PMcC
Immediately Post IUD Placement Measurement I Time: AM o PM

Place a wertical mark on the line below that indicates how bad your pain was immediately after
IUD placement.

Worst
No imaginable
pain pain
10 Minutes Post IUD Placement Measurement Time: AM o PM

Place a vertical mark on the line below that indicates how bad your pain was 10 minutes after
IUD placement.

Warst
No imaginable
pain pain
Date: [MMM-DO-YYY)

Complete responses as instructed by clinic staff on day of IUD removal prior to leaving the visit.

Immediately Post IUD Remowval Measurement I Time: AM o PM O

Place a wertical mark on the line below that indicates how bad your pain was immediately after
IUD removal.

Waorst
No imaginable
pain pain

Version 01.00 2017 0509
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29 APPENDIX 6: POST PLACEMENT PAIN FORM - HOME

CCND16 Post Placement Pain Form — Home Subject Number:

Complete responses each day prior to going to bed for the 6 consecutive days after your IUD was placed.

1 Day Post Placement Duate: [MMM-DD-YYYY)
Place a vertical mark on the line below that indicates the worst level of pain that you experienced today.
Worst
No imaginable
pain pain
2 Days Post Placement Date: [MMM-DD-YYYY)
Place a vertical mark on the line below that indicates the worst level of pain that you experienced today.
Waorst
No imaginable
pain pain
3 Days Post Placement Date: (MMM-DD-YYYY)
Place a vertical mark on the line below that indicates the worst level of pain that you experienced today
Waorst
No imaginable
pain pain
4 Days Post Placement Date: [MMM-DD-YYYY)
Place a vertical mark on the line below that indicates the worst level of pain that you experienced today.
Waorst
No imaginable
pain pain
& Days Post Placement Dare: [MMM-DD-Y¥YY)
Place a wertical mark on the line below that indicates the worst level of pain that you experienced today.
Worst
Mo imaginable
pain pain
& Days Post Placement Date: [MMM-DD-YYYY)
Place a wertical mark on the line below that indicates the worst level of pain that you experienced today.
Warst
No imaginable
pain pain
How satisfied are you with the IUD?  Highly Satishied o Satisfied o Dissatished Highly Dissatisfied o
Wiould you recommend this IUD to others? No o Yest
For how many days after your IUD placement did you take pain medications for the specific purpose of
controlling pain related to the IUD placement? 0o 1-2o 3-5o & or more O

Version 01.00 2017 0509
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Parafard® T 3804 Inlrasisving Copper Confraceplive

Parafiard® T 330A Infrastedine Cogper Contraceplive
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Parafard® T 3804 Inlrasisving Copper Confraceplive PareBard™ T 3804 Intrasiering Copper Costracepiive
T Thadmshmﬂaccﬂbﬂaduﬁﬂﬂmﬂcmmm ngm ETEP 5 o
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wudunurmmm loves. ]wundu-STEPS deﬂiaPariEard"l;n

i 1 D S0 oo o s PO ol e 4 ek
{whare arrow saye OPEN). Pal snldlﬁmrudparﬁhrm Hinirl B insartion tube staady and wishdres the sofid wiite resd (Fig. 6).
map.u: &0 i1 wll not iviarfere with assembly. Place thumd and indax finger on
mandﬁnfﬂuhumﬂmliﬂmmm h inzartion
igirstrmsuﬂ’m{i.lﬂ“ {showm by ammow in Fig. 1) This will start banding

e ; E
-\?_ J
i3
and showly withdraw the insertion tuba from tha cenvical canal. Only the Sweads

1ha !hun!] and index finger closer together to continue bending the arms  Should be visible prot drom the-canvix. (Fig. 7). Trim the thraads so that 3 1o 4 cm
"lﬂ alongside the stem, s the ciher hand o withdraw the isertion  PrOITadE into S vagina. Note the leng of in the patien s rectds
tube ju lnﬂuuh. &0 thad the insertion tube can be pushed and rotated onto the
!Jm.udlhunn: Twrﬂmlﬂ ial:uraﬂwtmufmairmamslﬂalha!uhaaﬂlg 2L
Ingart than necessary i nsure retantion. In [
wh:r.um-i imto 'Iha insertion tube from the botbom, alongside the threads, lll It
fouches the batiom of the Faradand”

ETINCE AN
e ARHTRE

L7
e
Hﬂwﬁ:ﬂmmw:&nﬂtnﬂmmmm check placement (with

mecessary). If ParaGand® munndnmﬁnﬂy-nih the utsn:
_// mimmnmhim:mﬁmmmnmﬂ,wuml

CAUTION
E'ﬂ! HM!UMI&MDMBMNT idﬁsﬁm;&nﬂﬂ!h‘ Imstrumentation of the cervical os may resull m vasovagal reactions, incheding faini:
&m 1op of the ParaBard” {whare i protru ‘et Hav the paent raman supine un she e el and have fer getop with cauto
e i Sk e pae R
2 mseson 0 onaontal ams BS
e o s (5 Mo 0 it o Bt it b et 4 . 5 e o ok bt
1uh|1hru h the cervical cana unil Parafard® just touchas the fundus of the wterus.  Faragarc e i n place, s

5 bzan partially o co aupathed, remeove & You can pface @ maw
Shiel it M vt i Frya Bl plar. EE:HMMMM i she is not pragnani. Do nol reimsert a used

[ 5 ;
mlfnﬁn pain, crmqlrrnﬂ.ﬁ mﬁ?mm&mm bleed-
“ A mi.:: pediod
j1'he| w'?ﬁ’;gm}:mmq :rﬂrrgn mmmm.hm
WT i yo dannol 1 Trsads 1a 1 vagina coack o FarAGare” s st In o

ﬂm'?mmmmﬁmlglml!lrggm Whr.ni mmw.laﬁrmrm

e ar g KAy, Or
smngrqmmajhamqmmdmmmﬂulurwm

It there i evidenca of partsal expulsipn, parforation. or braziage, remove ParaGard®.

STEF4

To redease the arms of ParzlGand”, hold the sobd white rod steady and withdraw the e tn Remowe Paraban=

insertion futs no more than one centimeter. This refeases e ams of ParaBard™ high mmwmmw% on the dmmmm;u
n the utering furdus (Fig. 4]. FmEird-'“iHuHupw:dsails om the uteres. You may immedisely
insert a new ParaGard™ if the patien requests it and bas mo contramdications.
Emhndrunjurhmiqam mﬁﬂlnﬂnmyunﬂmmmnﬁmmﬂﬂtﬁ-

cervical Sation may assst in remoy
an m%mﬁrd‘ ﬂn% or othar umq:':rmu'umam rrlqﬁ
Eaalpful. Hystemscopy may also ba helpful.

HOW SUFPLIED
P e
15 pac | an mserlion o ma
pobyetiylena pouch

e
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INFIRMATION FOR PATIENTS

Parafand® T 3304

Intrzierine Cappar Cantraceplive
Parafand® T 360A Intrastering I3 used in prevent

namcy. 1 doss not predect against mﬂ.um“mm
mithed Etzaazes

Itisi nnpnl'h'l for you to wndsretand this brochere and discuss it with your heakh-
Care provi hmu:huusnciPamBaﬂﬁ'TBBMInmmﬂuppuﬂu nirzCepie
1Pa|i‘ﬂrd'}| You should aleo learn abeut other birth control methods that may be an

I'll!hl‘l'lllﬂ"
Parabard® s a copper-refessing device that is placed in yor utenes to prevent preg-

nancy for up b 10 years

Palﬁard Errndau:d]ﬁltu ic m e shape of a “T." Copper = wrapped aroend
the s1em znd arms of the “T". Ten white threads are attached 1o the stem of the “T .
Tha thraads are the only part of ParaGard® thal you can deel wha
your uiers, Paraband™ and its components do not contsn [Fec

You “! - Lrlt:msiu to 10 Aftar 10 should
cam in r i
hawPamErd'mmd mﬁmmrm’:ﬁummﬁn?ﬂm
for you, you may get & rew dumgmasaml-.niu.

What il | chasge my mind and want % becoms pragnant?
Ywhm]ﬁmprmdummhmﬁwﬂuwm After discontinuzson of
ParaGand®, s contracepie affect = ravarsad.

Hew does Paradard® work?
Idns.abumhwi‘mlhm‘*mmdﬂprmnu ﬁl‘m hﬂmmm

preventing sperm from lerbliong the he =g 'mm
the uie Pari‘ird'd not from

n:uh'?" Wﬁmw mran Des ot siog your mms

How well dves Paradard® work?

Ty L T

Memies ol womes owl ol 108 women wha are llely bo gat pregnant over ane vear

Pregnasclas per 100

Method of bisth conlrol 'WOMEE SVET B8 yaar

B Method
Spnrm:ldﬂ

Wﬂh Sparmicides
na Spange
mmm with Spermacides

Condom without epermicides (female)
Condom without spermicides (mafe )

?Llfihlkpu-l:‘mmmhmm

‘Wha m
\'uu' choosa ParaGierd” i you
irth control that & vary aMaciive
= need birth confrol that sbops wosking when you sbap B
= need birth conirol thet i sasy to w » -
'Wha should not use FaraBang®?
‘Yo should not osa ParaGard™ il you
= Might b pragnant
= Have a ulsms mdhahnnmﬂﬂy shaped inside
-Mamﬂh&tﬂml‘iﬂ T;ﬁwmum1M|um:um
behavior 5 you & figh ns i fecausa you ane B
mﬂisammnglq ni?ywrpuwm rahﬂmmﬁuﬁmmﬁu -—
Hmuh&umﬂrmhnhrnurmusﬁnnnmmuammﬂum

=
Em i b= ] ;E e i

]

58 Parafard=?

Have cances of B berss or carvix

Have unexpiaind bieading Tram your vagina

Hawe &n istection in pour cervia

Hawe Wikkon's disasse {a digocdér in hire e body handles coppar|

Ase alkergie o anyThing in ParsGand”

* Mlmaady have &n nbraulesing coniracepthe is your sisns

Hew I8 Parafard® piaced (n the ubems?

Fmﬁa:d*nphmdmmmdmrmmnﬁmmﬁurham ovaler

fn'tmrrnsmu:ﬁnd'lnpusuunmjwrmm Next, Be or she will cloarse
A carvix, mm_l_ﬁgur utens, and then slide & plastic tube contain-

ngF inin utenes. The fube is semoved, leaving ParaGard® imside your

wierus. T white extend into yow vagna The theesds are trimmed 0 thay

a.napﬁtlunganuughmmmHmWﬁmmnm:ﬂHMhs

Paabard™ goes mwumhﬂmmurmhmhmm%hL

rausaaled, or dury for a lew menes roider

you b lie down for 2 whela and ta gat up siowly.

Paralast®
mnmﬁu

Urerax

Vagia:

Hew do | check thal Fara@ard® 1s in my stenus?
Fmtwhmlﬁnapmﬂrfunhmhmtmmmmﬂrﬂlmm
make sure ParzBGard® s still in your slens

You can alss check b make sara that ParaGard® is still in yesr uterus tgrm.mﬁ
wmﬂﬂurmrmmnlunﬁn;arsmhallﬁm:hmds o not pui
on the threads

Yiom mizy uza Hmpunsm'puum uzing ParaGard™.
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ﬂ'lﬂllh_lpﬂ'ﬁ# Parsfard®?
lhwluijmw your hagithcare professonal rght away. If
you are pregnant and ParaGand® i |5n:uurmu;'$nu may get @ sevare infection

v shock, bave @ miscarmags or ,or aven die. Becauss
dlhﬁurﬂhnmﬂh rﬂummuﬂtuyuuhwhiﬁad'
ramoved, sven ramval My cause miscamiage
&”&&“E“amﬁﬂ““f'"*“ Gt e, Gl cruy
Irlnm Wurnmuﬂ ST discharge.
IIG.DI: Paraba \ |n[iu|mngmlanmm]'%$dhaw
&0 wmdn Libenus) iC pregnancy is an TEgUre
urrg:y wmﬁxﬂaﬁmm? %M

Ebcdomimal b BCIOpEC pregrancy.
Euppum“mﬁaﬂ"dmmmlumm d&mo&s. -
Muﬁmulmmm

The mos! commen side eftects of ParmGard™ ars hnga sputms

mmmmmmmmmm-mmmhﬂm -3 munths. Howexer,

your mmm]ﬂmﬁwcmmmmh heawy or long, o spoliing contirmes, contact
r

dissass (PID) urmrrml_l; ParaGard™ and othes 1UDs n
mdwihP:l PID is an indection of the ulenoes, twhes, and nearby organ
Esmmﬂayﬁ[ﬁnmhmﬂ?ﬂ ﬂlﬂm"“"’fﬂlfmhmamf

nea or your partnar have sex with more than one person
mﬁ'ﬁh mﬂm Pﬂ}::lmuum blems Buch as
infertil nancy, nic EYEN CaEE
dsaﬂlﬁura Buiu'li?{gmas ol Fi mqun nurl;an' or & radun"?[mrrm of
the werus). Contact your healthcare provider right mi:ﬂhﬁamd.ﬂn
nﬂnsnf ahdumrrdufpdnc panful s, unuseal of had smelling vaginal

m heavy bleading, uﬁanr
et mmnm&rﬂ*mhhﬁhmmuulu

wpe Paral
ParaGasd® has partly or com falian
method, such #= 2 condom and call urhal'hmru provider,

Yo may have other side effects with _ For eamgle. you may have anemia
(low blood count), backache, pain during sex, menstrual cramps. alengic reaction,
wagnal mfaction, faininess. or pain. i not & complets fist
of possible side affacts. f you have questions about a side eflect, check with your
Feaithcan p

ﬂlﬂlllfll!"w:.nl

g r bealthcare providar i you have any concems sbout ParaGand™. Be sure to

you
Thish you dre

I-h»tpuhk.pahuru]ndumqm
Have izl vagingl dise of ganital sores
Have u uT .

It bre axpaeei el 1 sawally traramiied diseases (5T0s)
Cannot Tesl ParsGard®'s threads or can feel the theaads zre much longer
mnmlﬂmrmmmwmm thraads

Becoma HIV posilive or your parboer beonmes HIY positve

Have sevesre o proln
mnmmmpum}mm
mewm
This brochure summarizes the most mpartant information aboot ParaGand™. [ you
muﬂlhmmﬂumm talk with yeer healthcare provider. Yoo can ask your
Mauﬂgﬂnﬁnfﬂflﬁnﬂhuﬂ“?ﬁﬁﬁlhﬂsmhm&m

Checiist
This chachlist will u and your haalthcare rmdu':ﬁmssml e 2nd cons
r.!F’alaiilunfli'1@|:|r5r:|'|.|.“J hﬁwdlhhﬂxﬂw w

D'l kenerw

Abnormal Pap smaar
Abnormafities of S utens
HAllergy v copper

finemia or blood clottng problems
Bleading betwsen perinds

Camcer of the wierus or carvix

Fainting atacs

EIEI'EEIEI'DEI

Oo|o|ojo|o|ojio
Oo|o|ojo|o|ojo

continusd

g
g

Genital sores

Haany menstrual flow

HIV or AIS

Infection of fhe uterws or candx

1UD i place now or in the past

More than one sexual parines

Pefvic infecton (PID)

Possihle pregrancy

Rapaated episndes of pakic infection (P10}

Sanous lm:uunw - rrmw

O|o|oi0o|0o|ojo|O|olo

olojojo|o|jojo|o|ojo|§
ojlo|ojo|o|ojo|o|o|o

Severs manstnial cramgs

=]

Seual pariner who bas more than ang
sawial parinar

o

oo
o|o

Smsaly transmitted disaase {510 sxch
a5 gonomhas or chiamyda

o

0
0

‘Wileon's diseate

=]

Tea Woman's Health, Inc.
A Subsidiary of Tava Pharmaceiticals USA. Inc
Borth Wales, PA 10454

Fev. 12014
PN 1047005
PAR-4051T7
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31 APPENDIX 8: MONA LISA NT CU380 MINI PRESCRIBING INFORMATION

Intrauterine Contraceptive Device

@@ Neo-Safe” T cu3s/Cu 380 Mini

LGy

Neo-Safe" T cu 380
Neo-Safe” T CU 380 Mini
PHYSICIAN INSTRUCTIONS

Presentation
The tieo-Sake® T C19 380 7 Meo-Safe® T 0L 380 M intrauiesre Devee (00
& made of poyethylene and baom wiphale, Copper wiee & woond sound
the verical am. The copper urface 5 380
Camenmn
The mec-Sefe T CU 380 8 318 mm 2 07 mm wide snd 369 =0 &
0 mm
'IT'ENE':-:SG*"‘T'.'L:MHI'IHI{D.'H:EE mm wide ard 3.0 mm g
0.2 mm kong

b €
] =

[: ddﬁ-- - 1
- =)
& vde avma o cemmmetie wale
b werbcal & fi - wweriion rod
o mylon thresds o maried pert o fhe planges
o bl fange A panger

Characterstion

FeorSale T CU 350/ Heo-Sake™ T 0L 350 Mun {UT offen siman complere
prolerton sgmm? pregrancy. Comectly merted, the LD 2 wie forwomen
ot o ik of peually barestied dise

The MeorSafe™ T EU 3507 Meo-Sefe® T 00 380 Mini -0 niterne o
treceptye devce made of poiyetiyiene and bavum sulphase. The beaded sde
arre e zmble v hapedin wich & way B i beep the AT adacent to fhe
fendin, even in cape o ulesne onfrackiom, wihiout stiesching fhe tenee
cawty or ouchsng the ertrance of the falopam tubes

en-Saie® T CU 386 7 Keo-Sake® T 0L 350 Wimi 1D prevents psgrancy by

blocting tartizasion

The onracepine effert & iy dee 20 8 proncunced desiie nfanmetoy
reschon, which tabes place s o resut of a foreige body responee = fhe wle-
uhmm'w\mnmafmmdzhmudﬂm
end enryme i wisne ard tuhal Rt scremes markedly. These changes
iy the mowemem o ini the genstal trart, redaring ther
mm-hﬁmgw,xvﬁe“ﬂ:bmsmm

nte fohey, whese fersiiration i Tooght 5o ke plece, fower
pen we = copper D usen, than in non<wsens. Tran, the prmany
eckon 3 mont lely ahermg the Sunchon or wrvvd of sperm and ows beloe:
they com meet

Indfication
Female conimacephoe fiong levingl

Contraindications (shsohsiel

1. ‘Magrant deewses of the genial vad
‘vagnal besding
HEqaney

Pest hessory of s monancy of preciaposng Sacton
nhm:iuuqe'r’fupbiu 3 i
Sewaly tranoveted dasasem the last 13 mon jecent bacessl
mwdhwrmhmul

borhon with mlection durmg the led 3 monits, pehic nfanmatory
dsrese (AT

B Uterne msiformatom ioogessal o scqumed)

9 Allegy S0 copper

B LE

Wamings and precautions

Beiore yering the LD, & thoough misdical fwiory and am examens-
tion ol fhe peve and sbdomeral covey o weeld -0 coweal e e
mendaiony, Feegruncy, gesial mlecoors o aewsally Sanuviied dissmes
thaukd be evcludied The postion of e wena s=d she s of the o
me coely mini be detemimed 1o eesare cose merion of e LD,
NeorSafe® 70U 380 0 devgned S women with & ulenne coty depth of
013 o Nee-Saie® T OUF 380 Mind & devgeed for women with 2 wence
ooy depth of e fan 7 m

Cve moreh- sfier the merion of an LD fie woman must be w-ramred
o determine whether She 50 0 propss d and £ fhee we af
wfechion. Sobmequest Fobovw-un mmmp:‘:!sc :!p'tcmdi’qr':ah
or moce fnequerdly i chinoaly ndcaied
Fﬁt!ﬂiw‘aﬁ]":ﬂemiﬂqmmmlﬂlzmmnnzh
Wﬂummumhmmmupalwhﬁlmm

e sparioes S such a1 vageal dachame, peisc

‘e moerinned by mmm.ﬁmﬁmn
1 reatment nﬁmusun:trﬁ'muhrﬂa}nnmursul?t
persst, fhe RS0 mest be removed mmadiesl

Exrmpe besding o dysmerorhoss domng the frst e slier meros
should ais0 be carchuly ssevsed o ancevian if fhi s caned by he L0 =
wheth tase & might e o'be remewed

The pombiy of perioration of the stenn. durng the naerhon should s
kw&c’nﬂ ﬂpemlf('hervﬁmﬂzmngnﬂkuwmlhemw
ot af the cenacsl canal. If these s ary doubs about the o the
LD 2. f B 1UD = extremaly dfficok o parrhd S0 merd) the appropnsie
Sagrodc terhmgques shoukd be el sy of thepebar, uttasonography,
tyrieroucopy, epeoscany

i the nyion fareth appesr to be longer than ot imedan, a0 uinespend
should be camied o0t 1o determine d the LD has been doplaced, which sght
sereae ity oonmracepiee fi

i the tresdh e mot wable .?;hmwrmr!w._p'ﬂ]nmq.m'hr
encluded. The resdy =y have been dawe) op o the cesacl ceneor the:
stenum oo waally reappesr dunng the newt merstrusbos. in ome of doolit
MIJI]urbemlﬁdL :!lel.]_l,'mnmduml.rmmh
hranon or by an eray shey svciding pregrancy

N case of scoderiial ency wih the 4D i sty & & mandaory o
Hm‘nﬂhmﬁ* the peegnancy b ritasteTe O sciopc
mluﬂvmdu'h&umrllrwﬁmmaﬂwlmm
e caselalfy reowed, Adiet thut the patient should be offesed the opsion of
rrive shorion & 300 81 ince fheve 0 an increseed mik of AD
ared may ofher oheene 25, £, premature [shoar, plscenta pasia
sl mhrupeo placenias

Howews_ f the woran wahes i combnus hes prageancy, cCone morRoEng B
mandatory, Sheshoald be rformed sboat the iz ol tesping he Rl in i
Fhee wie no conirmodiiation: (o besestfeeding with an TLD m i

Perforation

Ferforston or peretton of the wteme o or covax by the D miy
socer, umaly during nsertiom. The rsk i mcressed dunng the pocparm
peroe and shohily pressed § the womas & Fuly beentfeedg. The dewce
et be temowed 23-300m, i pondsie  the poon

nieractions

Tre pnaiehie ey thet, ngenesyl, drog nisrleence wrik the
rinceEe of Keec-Sale® T 011 380, ieo-Safe® TCL 330 M it
gty uniloely Foweer, publithed reparts sppesr o thow dmennhed off-

cary with long Seem use ol non-stemidal art-mfsmmatory drage Jeypecal
sqim;h:cqndaﬂo’mm Ehos tem mnhgmg'
damenairhoes with non-sissoxisl antrdssematory drugs does not sppear
o redluce contracepie efiacy

:lu':rps'h'ﬂd.lﬂu'rrg.-.'i‘nﬂ waer snd micoeevel of the ol o sbdo-
mural regon e arang may cause heat wjary io the senoending e

Side effecs

Derng use ol il heswer mensirual Beedn St mimmenins
arseraa, dipmemantosy, pan i the lower shdomen or 1l ares &

& pebac imferton mey ccrar. Phe ik of an eciope: pregrangy & inoemed
i rare cenes, the I may pﬂmkmrr:u]d"ndmn:p'buz
it AlieY[pc N reactiom may oo

"Physician irstructions 1o 1UD users

Users. thoakd be infomed n detal i1 1o the adversages and

of BID contrscepsion, nat only 10 that they umderstand how & worla, bot
sbove o 10 that amy mmplcations can be cetected sarly

Thie uer st feam how i fesd the fwesds emeiging from the concal canal

Insertion.

Tre best bme For inserion & durng menstrashion o preven! inserSon dusng
son-dagnased pregrancy. A2 th e the evieral aod miemal ceracal
e pyurogesly dlsted Tha fackistey the meriion of the IUD varthot the
meed o Sisz e conal m mont wiances

Atemamey, the 1D may be ntroduced vathin 3 daye o unprotecied mins
o within 13 munuies of delwery of the placeni2 or shodion n the it
mester. in these bt teo cases a h 10n e 5 expeced. imeron
aomediaiely afier mmrdmng‘:rmﬂﬁnkm the ok of A0

¥ the IUD mannat be imseried mmeditely afer defery of Se placema
or sborson, merhon shocld be deleyed for of leset wn westy i one of
camarean sechion meertor shoold be deleped Sor 12w fter delvery,
sithoogh fhi & comhoverssl

Py to meerson the sagna, cove and cenanel canal thicld be desesed
with an ansiiepoc sokibon. [t o ewesiial o determioe The esac poshon
of the wena by mansal pebic palpasion 3o that the Risc-Safe® T 0L 380 1
NecrSafe® T CU 380 Wiy can Se menied siong iy iongituding s Thn
o be acompished by gresping e anteror o postenar bp of the v
a)uﬂe\grmb'm uenn = amieverisd o refroveried. o

CCNO16 Version #: 03.00

Version Date: 19Dec2018

Page 74 of 76



Confidential

& lorad anserthenc may be appled ar g2l or can be mgected m and aroond
The coran oo o morhon

shoud be cames oul and the sscerianed depth ol she atenn
ibe marked on the Meo-Safe™ 70U 380 £ Neo-Sale® T O 380 Minkimener

‘fube with te aid of the mowbie fange.

imtractions

The 1D may be uned by vamed medicsl stal arly, in order 0 s the

nk of comamration we sscommend uung veenie giove.
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