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IN THE UNITED STATES DISTRICT COURT FOR THE NORTHERN
DISTRICT OF GEORGIA ATLANTA DIVISION

IN RE: PARAGARD IUD ) MDL DOCKET NO. 2974
PRODUCTS LIABILITY
LITIGATION )
) (1:20-md-02974-LMM)
) This Document Relates to All
Cases

SEVENTH AMENDED NOTICE OF VIDEOTAPED FED. R. CIV. P. 30(b)(6)
DEPOSITION OF THE CORPORATE REPRESENTATIVE
FOR THE COOPER DEFENDANTS
(CONCERNING PR019 AND 2024 PARAGARD LABEL CHANGEY)

PLEASE TAKE NOTICE that pursuant to Fed. R. Civ. P. 30(b)(6), Plaintiffs,
by and through the Plaintiffs’ Leadership Committee, will take the deposition upon
oral examination of the Cooper Defendants with respect to the topics set forth below.
The deposition will take place at 10 AM EST on September 23, 2025 at Harris Beach
Murtha, One Century Tower, 265 Church Street, 9" floor, New Haven, CT
06510 and at 10AM EST on November 11, 2025 at Greenberg Traurig, LLP,
1717 Arch St #400, Philadelphia, PA 19103 before a notary public or other
person authorized by law to administer oaths and take depositions, or at a mutually
available time negotiated by the parties. The deposition will be recorded
stenographically and by video recording. Plaintiffs reserve the right to use at the
trial of this action the videotape recording of the deposition of the deponent

pursuant to Fed. R. Civ. P. 32(a). Plaintiffs reserve the right to seek relief from the


https://www.robertkinglawfirm.com/mass-torts/paragard-iud-lawsuit/
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court in the event Defendants do not properly prepare the designated person(s) to

testify on behalf of Defendants with respect to each of the identified topics.

Defendants are hereby requested and required under the federal rules to
designate and produce at the deposition one or more officers, directors, managing
agents, or other persons who consent to testify on their behalf on the following
matters and documents:

DEFINITIONS

The term “2019 Paragard Label Changes” specifically refers to the label
sections which are highlighted on Exhibit A to this deposition notice.

The term “2024 Paragard Label Changes” specifically refers to the label
sections which are highlighted on Exhibit B to this deposition notice.

SCHEDULE A: DEPOSITION SUBJECT MATTERS

1.  The substance of the 2019 Paragard Label Changes and 2024 Label
Changes, including the rationale for each of the changes made. To the extent any
label changes are being considered at the present, this notice also covers the

substance and rationale for those changes.

2. All formal regulatory submissions and FDA communications

concerning the 2019 Paragard Label Changes and 2024 Label Changes.

3.  All information considered by you concerning the 2019 Paragard
Label Changes. This includes, but is not limited to, any analyses, reports, clinical

data, post-market surveillance, adverse event reports, customer / physician feedback,
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marketing and/or sales considerations and/or studies reviewed, considered and/or

relied upon as part of the decision making process for the label changes.

4.  Third-party involvement in the 2019 Paragard Label Changes and
2024 Label Changes. This includes external consultants, vendors, advisory boards,

and industry groups.

5.  The extent to which you considered any competitor IUD labels as part
of or factored into the 2019 Paragard Label Changes and/or the 2024 Label Changes

and the rationale for doing so.

6. How the 2019 and 2024 Paragard Label Changes were incorporated into
Paragard packaging and marketing / sales materials, including any training and/or
communications provided to physicians, the public, sales representatives, and
marketing employees or third parties as a result of the 2019 and 2024 Label Changes.
This specifically includes the substance of what was approved to be communicated
to physicians, the public, sales representatives, and marketing employees or third
parties assisting in the communications about the 2019 and 2024 label changes and

who approved the substance of those communications.

7. Any post label change monitoring or surveillance conducted by you
or on your behalf for the 2019 Paragard Label Changes and 2024 Label Changes.
This includes any studies and/or reviews specifically assessing the impact of the new
label change language. This does not include Paragard’s routine pharmacovigilance

and quality assurance activities.
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SCHEDULE B: DOCUMENTS TO BE PRODUCED

1. All documents which the deponent has utilized or may need to refresh
his or her recollection as to any of the subject matters referenced in Schedule A.

2. All documents the deponent consults or relies upon in preparation for
the deposition.

3. All documents the deponent creates (or are created on his/her behalf) to
address any of the subject matters referenced in Schedule A.

4. The most current CV and/or resume for each of the person(s) being
deposed pursuant to this notice.

Dated: October 25, 2025

s/Erin Copeland
Erin Copeland

TX Bar No. 24028157

FIBICH LEEBRON COPELAND
& BRIGGS

1150 Bissonnet Street

Houston, TX 77005

Tel: (713) 751-0025

Fax: (713) 751-0030

Email: ecopeland@fibichlaw.com

MDL Lead Counsel


mailto:ecopeland@fibichlaw.com
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CERTIFICATE OF SERVICE
I hereby certify that on November 11, 2025 Plaintiffs’ Seventh Amended Notice
of FRCP 30(b)(6) Deposition Concerning the 2019 and 2024 Label
Changes and Request for Production of Documents was served
electronically on Defendants via their lead and liaison counsel.

Dated: October 25, 2025 s/Erin Copeland
Erin Copeland
TX Bar No. 24028157
FIBICH LEEBRON COPELAND
& BRIGGS
1150 Bissonnet Street
Houston, TX 77005
Tel: (713) 751-0025
Fax: (713) 751-0030
Email: ecopeland@fibichlaw.com

MDL Lead Counsel


mailto:ecopeland@fibichlaw.com
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NDA 018680/S-074
Page 2

changes in pending “Changes Being Effected” (CBE) supplements, as well as annual
reportable changes not included in the enclosed labeling.

Information on submitting SPL files using eList may be found in the guidance for
industry SPL Standard for Content of Labeling Technical Qs and As.?

The SPL will be accessible from publicly available labeling repositories.

Also within 14 days, amend all pending supplemental applications that include labeling
changes for this NDA, including CBE supplements for which FDA has not yet issued an
action letter, with the content of labeling [21 CFR 314.50(1)(1)(i)] in Microsoft Word
format, that includes the changes approved in this supplemental application, as well as
annual reportable changes. To facilitate review of your submission(s), provide a
highlighted or marked-up copy that shows all changes, as well as a clean Microsoft
Word version. The marked-up copy should provide appropriate annotations, including
supplement number(s) and annual report date(s).

CARTON AND CONTAINER LABELING

Submit final printed carton and container labeling that are identical to the enclosed
carton and container labeling, as soon as they are available, but no more than 30 days
after they are printed. Please submit these labeling electronically according to the
guidance for industry Providing Regulatory Submissions in Electronic Format — Certain
Human Pharmaceutical Product Applications and Related Submissions Using the eCTD
Specifications. For administrative purposes, designate this submission “Final Printed
Carton and Container Labeling for approved NDA 018680/S-074.” Approval of this
submission by FDA is not required before the labeling is used.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for
new active ingredients (which includes new salts and new fixed combinations), new
indications, new dosage forms, new dosing regimens, or new routes of administration
are required to contain an assessment of the safety and effectiveness of the product for
the claimed indication in pediatric patients unless this requirement is waived, deferred,
or inapplicable.

Because none of these criteria apply to your application, you are exempt from this
requirement.

2 We update guidances periodically. For the most recent version of a guidance, check the FDA Guidance
Documents Database https://www.fda.gov/RegulatoryInformation/Guidances/default.htm.

U.S. Food and Drug Administration

Silver Spring, MD 20993

www.fda.gov

Reference ID: 5405397
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NDA 018680/S-074
Page 3

PROMOTIONAL MATERIALS

You may request advisory comments on proposed introductory advertising and
promotional labeling. For information about submitting promotional materials, see the
final guidance for industry Providing Regulatory Submissions in Electronic and Non-
Electronic Format-Promotional Labeling and Advertising Materials for Human
Prescription Drugs.?

You must submit final promotional materials and Prescribing Information, accompanied
by a Form FDA 2253, at the time of initial dissemination or publication

[21 CFR 314.81(b)(3)(i)]. Form FDA 2253 is available at FDA .gov.* Information and
Instructions for completing the form can be found at FDA.gov.®

All promotional materials that include representations about your drug product must be
promptly revised to be consistent with the labeling changes approved in this
supplement, including any new safety- related information [21 CFR 314.70(a)(4)]. The
revisions in your promotional materials should include prominent disclosure of the
important new safety-related information that appears in the revised labeling. Within 7
days of receipt of this letter, submit your statement of intent to comply with

21 CFR 314.70(a)(4).

PATENT LISTING REQUIREMENTS

Pursuant to 21 CFR 314.53(d)(2) and 314.70(f), certain changes to an approved NDA
submitted in a supplement require you to submit patent information for listing in the
Orange Book upon approval of the supplement. You must submit the patent information
required by 21 CFR 314.53(d)(2)(i)(A) through (C) and 314.53(d)(2)(ii)(A) and (C), as
applicable, to FDA on Form FDA 3542 within 30 days after the date of approval of the
supplement for the patent information to be timely filed (see 21 CFR

314.53(c)(2)(ii)). You also must ensure that any changes to your approved NDA that
require the submission of a request to remove patent information from the Orange Book
are submitted to FDA at the time of approval of the supplement pursuant to 21 CFR
314.53(d)(2)(ii)(B) and 314.53(f)(2)(iv).

REPORTING REQUIREMENTS

We remind you that you must comply with reporting requirements for an approved NDA
(21 CFR 314.80 and 314.81).

Your product is a Part 3 combination product (21 CFR 3.2(e)); therefore, you must also
comply with postmarketing safety reporting requirements for an approved combination

3 For the most recent version of a guidance, check the FDA guidance web page at:
https://www.fda.gov/media/128163/download.

4 http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM083570.pdf
5 http://www fda.gov/downloads/AboutF DA/ReportsManualsForms/Forms/UCM375154.pdf
U.S. Food and Drug Administration

Silver Spring, MD 20993

www.fda.gov
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product (21 CFR 4, Subpart B). Additional information on combination product
postmarketing safety reporting is available at FDA.gov.°

If you have any questions, call Dorsa Jalali, Regulatory Project Manager, at
240-402-0543.

Sincerely,
{See appended electronic signature page}

Audrey Gassman, M.D.

Deputy Director

Division of Urology, Obstetrics, and Gynecology
Office of Rare Diseases, Pediatrics,

Urologic and Reproductive Medicine

Center for Drug Evaluation and Research

ENCLOSURES:
e Content of Labeling
o Prescribing Information
o Patient Package Insert
e Carton and Container Labeling

8 https://www.fda.gov/combination-products/guidance-regulatory-information/postmarketing-safety-
reporting-combination-products

U.S. Food and Drug Administration

Silver Spring, MD 20993

www.fda.gov

Reference ID: 5405397
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

Paragard is indicated for prevention of pregnancy in females of reproductive potential for up to 10 years.

2 DOSAGE AND ADMINISTRATION

2.1 Important Dosage and Administration Instructions

e Paragard should only be inserted by a healthcare provider trained in Paragard’s insertion procedures,
because insertion for Paragard is different from that used for other intrauterine systems. Healthcare
providers should become thoroughly familiar with the product, product educational materials, product
insertion instructions, and prescribing information before attempting insertion of Paragard.

e Insert one Paragard at the fundus of the uterine cavity /see Dosage and Administration (2.4)].

e Remove Paragard on or before 10 years from the date of insertion [see Dosage and Administration

(2.6)].

e May replace Paragard at the time of removal with a new Paragard if continued contraceptive
protection is desired.

e Before considering use of Paragard, make sure that the female is an appropriate candidate for
Paragard. Exclude pregnancy (consider the possibility of ovulation and conception) prior to use /see
Contraindications (4) and Warnings and Precautions (5.2)].

2.2 Timing of Insertion
Refer to Table 1 for recommended timing of Paragard insertion.

Table 1: Recommended Timing of Paragard Insertion

Clinical Situation Recommended Timing of Paragard Insertion

1. Start Paragard in females not currently

. ) At any time during the menstrual cycle.
using contraception

2. Switch to Paragard from an oral,
transdermal, or vaginal form of At any time during the menstrual cycle; discontinue the
hormonal contraception or an injectable | previous method.
progestin contraceptive

3. Switch to Paragard from a contraceptive | Same day the implant or IUS is removed (insert at any
implant or other intrauterine system time during the menstrual cycle).

Immediately after abortion, although immediate
placement has a slightly higher risk of expulsion than
placement at other times. Insertion after second
trimester abortion is associated with a higher risk of
expulsion than insertion after a first trimester abortion.

4. Insert Paragard after abortion or
miscarriage

Reference ID: 5405397
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5.

May insert immediately postpartum.

Insertion before uterine involution is complete, which
may not occur until the second postpartum month, has
Insert Paragard after Childbirth been associated with increased risk of expulsion /see
Warnings and Precautions (5.6,5.7)].

There appears to be an increased risk of perforation in
lactating women [see Warnings and Precautions (5.6)].

Note: The inserter provided with Paragard (see Figure 1) and the Insertion Procedure described in subsection 2.4 are
not applicable for immediate insertion after childbirth. For immediate insertion post childbirth, remove the inserter
and Paragard from the tray, move the button forward and then completely back to release the Paragard unit from the
inserter and insert Paragard.

2.3 Preparation Instructions

Read the Preparation Instructions and Insertion Procedure before initiating Paragard insertion.

Before insertion:

Do NOT remove the inserter from the tray before the arms are loaded into the insertion tube. The tray will be used
to fold the Paragard arms down and load the IUS into the inserter.

Use strict aseptic techniques throughout preparation |see Warnings and Precautions (5.4)].

Prepare placement tools (e.g.. speculum, cotton swab, tenaculum, uterine sound. scissors, and forceps).
Consider use of an analgesic.

Establish the size and position of the uterus by performing a bi-manual examination.

Insert a speculum and. using a cotton swab, cleanse the cervix and vagina with an antiseptic solution.

Apply a tenaculum to the cervix and use gentle traction to align the cervical canal with the
uterine cavity.

Gently insert a sterile uterine sound to measure the depth of the uterine cavity. The uterus
should sound to a depth of 6 to 9 cm except when inserting Paragard immediately
postabortion or immediately postpartum.

o Insertion of Paragard may be associated with pain and/or bleeding, vasovagal reactions (e.g.
syncope, bradycardia), or seizure, especially in patients with a predisposition to these
conditions.

o Insertion into a uterine cavity measuring less than 6 cm may increase the incidence of
expulsion, bleeding, pain, and perforation.

o If cervical stenosis is encountered, avoid undue force. Dilators and analgesia/local anesthesia
may be helpful in this situation.

Reference ID: 5405397
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5  WARNINGS AND PRECAUTIONS

5.1 Ectopic Pregnancy

Evaluate for possible ectopic pregnancy in any female who becomes pregnant while using Paragard
because a pregnancy that occurs with Paragard in place is more likely to be ectopic than a pregnancy in
the general population. However, because Paragard prevents most pregnancies, females who use
Paragard have a lower risk of an ectopic pregnancy than sexually active females who do not use any
contraception.

The incidence of ectopic pregnancy in the clinical trials with Paragard (which excluded females with a
previous history of ectopic pregnancy) was approximately 0.06%. Ectopic pregnancy may require
surgery and may result in loss of fertility.

5.2 Risks with Intrauterine Pregnancy

If intrauterine pregnancy occurs with Paragard in place and the strings are visible or can be retrieved
from the cervical canal, remove Paragard because leaving it in place may increase the risk of
spontaneous abortion and preterm labor. Removal of Paragard may also result in spontaneous abortion.
In the event of an intrauterine pregnancy with Paragard, consider the following:

Septic Abortion

In females becoming pregnant with an intrauterine system (IUS), including Paragard in place, septic
abortion, with septicemia, septic shock, and death, may occur [see Warnings and Precautions (5.3)].
Septic abortion typically requires hospitalization and treatment with intravenous antibiotics. Septic
abortion may result in spontaneous abortion or a medical indication for pregnancy termination. A
hysterectomy may be required if severe infection of the uterus occurs, which will result in permanent
infertility.

Continuation of Pregnancy

If a female becomes pregnant with Paragard in place and if Paragard cannot be removed or the female
chooses not to have it removed, warn her that failure to remove Paragard increases the risk of
miscarriage, sepsis, premature labor, and premature delivery. Prenatal care should include counseling
about these risks and that she should report immediately any flu-like symptoms, fever, chills,
cramping, pain, bleeding, vaginal discharge or leakage of fluid. or any other symptom that suggests
complications of the pregnancy.

5.3 Sepsis

Severe infection or sepsis, including Group A streptococcal sepsis (GAS), have been reported
following insertion of IUSs, including Paragard. In some cases, severe pain occurred within hours of
insertion followed by sepsis within days. Because death from GAS is more likely if treatment is
delayed., it is important to be aware of these rare but serious infections. Aseptic technique during
insertion of Paragard is essential in order to minimize serious infections such as GAS /[see Dosage and
Administration (2.3)].

5.4 Pelvic Inflammatory Disease and Endometritis

Insertion of Paragard is contraindicated in the presence of known or suspected Pelvic Inflammatory
Disease (PID) or endometritis /see Contraindications (4)]. IUSs, including Paragard, have been
associated with an increased risk of PID, most likely due to organisms being introduced into the uterus
during insertion. In the clinical trials with Paragard, the incidence of PID that resulted in the removal
of Paragard was approximately 0.1% [see Clinical Studies (14)].

Reference ID: 5405397
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Counsel women who receive Paragard to notify a healthcare provider if they have complaints of lower
abdominal or pelvic pain, odorous discharge, unexplained bleeding, fever, or genital lesions or sores. In
such circumstances, perform a pelvic examination promptly to evaluate for possible pelvic infection.
Remove Paragard in cases of recurrent PID or endometritis, or if an acute pelvic infection is severe or
does not respond to treatment.

PID can have serious consequences, such as tubal damage (leading to ectopic pregnancy or infertility),
hysterectomy, sepsis, and death.

Females at Increased Risk for PID

PID or endometritis are often associated with a sexually transmitted infection (STI) and Paragard does
not protect against STIs. The risk of PID or endometritis is greater for females who have multiple
sexual partners, and also for females whose sexual partner(s) have multiple sexual partners. Females
who have had PID or endometritis are at increased risk for a recurrence or re-infection. In particular,
ascertain whether a female is at increased risk of infection (for example, leukemia, acquired immune
deficiency syndrome (AIDS), intravenous drug abuse).

Asymptomatic PID
PID or endometritis may be asymptomatic but still result in tubal damage and its sequelae.

Treatment of PID or Endometritis in Patients Using Paragard

Remove Paragard in cases of recurrent endometritis or PID, or if an acute pelvic infection is severe or
does not respond to treatment. Prophylactic antibiotics administered at the time of insertion do not
appear to lower the incidence of PID.

Promptly assess and treat any female who develops signs or symptoms of PID. Perform appropriate
testing for sexually transmitted infection and initiate antibiotic therapy promptly. Paragard does not
need to be removed immediately. Reassess the patient in 48-72 hours. If no clinical improvement
occurs, continue antibiotics and consider removal of Paragard. If the decision is to remove Paragard,
start antibiotics prior to removal to avoid the potential risk for bacterial spread resulting from the
removal procedure.

Actinomycosis

Actinomycosis has been associated with IUS use, including Paragard. Symptomatic women with
known actinomycosis infection should have Paragard removed and receive antibiotics. Actinomycetes
can be found in the genital tract cultures in healthy women without IUSs. The significance of
actinomyces-like organisms on a Papanicolaou (PAP) smear in an asymptomatic IUS user is unknown,
and this finding alone does not always require IUS removal and treatment. When possible, confirm a
PAP smear diagnosis with cultures.

5.5 Embedment

Partial penetration or embedment of Paragard in the myometrium can make removal difficult. In some
cases, surgical removal may be necessary. Breakage of an embedded Paragard during non-surgical
removal has been reported [see Dosage and Administration (2.6)].

5.6 Perforation

Partial or total perforation of the uterine wall or cervix may occur during insertions, although the
perforation may not be detected until sometime later. Perforation may reduce contraceptive efficacy
and result in pregnancy. The incidence of perforation during or following Paragard insertion in clinical
trials was 0.2% (13 out of 5344).

Reference ID: 5405397
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Delayed detection or removal of Paragard in cases of perforation may result in migration outside the
uterine cavity, adhesions, peritonitis, intestinal penetration, intestinal obstruction, abscesses and/or
damage to adjacent organs.

A postmarketing safety study conducted in Europe (EURAS IUD) with IUSs, including copper IUSs,
demonstrated an increased risk of perforation in lactating women. The risk of perforation may be
increased if an IUS, such as Paragard, is inserted when the uterus is fixed, retroverted or not
completely involuted during the postpartum period.

If perforation does occur, locate and remove Paragard promptly. Surgery may be required. Preoperative
imaging followed by laparoscopy or laparotomy is often required to remove Paragard from the
peritoneal cavity.

5.7 Expulsion

Partial or complete expulsion of Paragard has been reported, resulting in the loss of contraceptive
protection. The incidence of expulsion in the clinical trials with Paragard was approximately 2.3%.
Consider further diagnostic imaging, such as x-ray, to confirm expulsion if the IUS is not found in the
uterus.

Paragard has been placed immediately after delivery, although the risk of expulsion may be increased
when the uterus is not completely involuted at the time of insertion. Remove a partially expelled
Paragard.

5.8 Wilson’s Disease

Paragard may exacerbate Wilson’s disease, a rare genetic disease affecting copper excretion;
therefore, the use of Paragard is contraindicated in females of reproductive potential with Wilson’s
disease [see Contraindications (4)].

5.9 Bleeding Pattern Alterations

Paragard can alter the bleeding pattern and result in heavier and longer menstrual cycles with
intermenstrual spotting.

In two clinical trials with Paragard, there were reports of oligomenorrhea and amenorrhea; however, a
causal relationship between Paragard and these events could not be established. Menstrual changes
were the most common medical reason for discontinuation of Paragard. Discontinuation rates for pain
and bleeding combined were highest in the first year of use and diminished thereafter. The percentage
of females who discontinued Paragard because of bleeding problems or pain during these studies
ranged from 12% in the first year to 2% in Year 9. Females complaining of heavy vaginal bleeding
should be evaluated and treated, and may need to discontinue Paragard [see Adverse Reactions (6.1)].

Reference ID: 5405397
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7  DRUG INTERACTIONS

No drug-drug interaction or drug-herbal supplement interaction studies have been conducted
with Paragard.

8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

Use of Paragard is contraindicated for use in pregnant females because there is no need for pregnancy
prevention in a female who is already pregnant and Paragard may cause adverse pregnancy outcomes. If
a female becomes pregnant with Paragard in place, there is an increased risk of miscarriage, sepsis,
premature labor, and premature delivery [see Contraindications (4) and Warnings and Precautions
(5.1, 5.2)]. Advise the female of the potential risks if pregnancy occurs with Paragard in place.

Published studies on pregnancy outcomes exposed to copper IUSs report up to 27% miscarriage when
the TUS was removed compared to 77% miscarriage when the IUS remained in the uterus. Studies on
Paragard and birth defects have not been conducted.

8.2 Lactation

Risk Summary

No difference has been detected in concentration of copper in human milk before and after insertion of
copper IUSs, including Paragard. There is no information on the effect of copper in a breastfed child or
the effect on milk production. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for Paragard and any potential adverse effects on the
breastfed child from Paragard.

8.4 Pediatric Use

The safety and effectiveness of Paragard have been established in females of reproductive potential.
Efficacy is expected to be the same for postmenarcheal females regardless of age.

Paragard is not indicated in females before menarche.

8.5 Geriatric Use

Paragard has not been studied in women over 65 years of age and is not indicated in this population.

11 DESCRIPTION
11.1 Paragard IUS

Paragard (intrauterine copper contraceptive) is a T-shaped intrauterine system (IUS), measuring 32
mm horizontally and 36 mm vertically. with a 3 mm diameter bulb at the tip of the vertical stem. (See
Figure 10) [see Dosage and Administration (2.3)]. A monofilament polyethylene thread is tied
through the tip, resulting in two white threads, each approximately 36.5 cm in length, to aid in
detection and removal of the intrauterine system. The T-frame is made of polyethylene with barium
sulfate to aid in detecting the intrauterine system under x-ray. Paragard also contains copper
(approximately 176 mg of wire wrapped around the vertical stem and an approximately 68.7 mg collar

Reference ID: 5405397
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenicity, Mutagenicity, Impairment of Fertility

Adequate long-term studies in animals to assess the carcinogenic potential of a copper-containing IUS
have not been performed.

The genotoxic potential of a copper-containing IUS has not been evaluated.

14 CLINICAL STUDIES

The efficacy of Paragard for use in females of reproductive potential for prevention of pregnancy for
up to 10 years was demonstrated in two trials:

e  WHO Study 79914 was a randomized, multicenter, multinational study of copper T IUSs,
including Paragard in 1,396 women outside the U.S. In the WHO study, 100% were parous
and the mean age at enrollment was 29 years old.

e The U.S. Composite Study was a meta-analysis that evaluated several randomized, double-
blind, comparative studies of copper T IUSs, including the Paragard in 3,536 women in the
U.S. In the U.S. study, 64% were nulliparous, 49% were nulligravida; 68% were under age
25 at the time of enrollment (median age 23 years old).

The pregnancy rate in the two clinical studies with Paragard was less than 1 pregnancy per 100 women
each year (see Table 3).

Table 3: Pregnancy Rates* (Number of Pregnancies per 100 Women) by Year in the WHO and

U.S. Studies
Year
1 2 3 4 5 6 7 8 9 10
Pregnancy 0.7 0.3 0.6 0.2 0.3 0.2 0.0 04 0.0 0.0
Number of
Women at Start 4,932 | 3,149 | 2,018 | 1,121 | 872 621 563 483 | 423 325
of Year

*Rates were calculated by weighting the annual rates by the number of subjects starting each year for each of the
U.S. Composite Study (3536 subjects) and the World Health Organization (1396 subjects) trials.
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16 HOW SUPPLIED/STORAGE AND HANDLING

Paragard (intrauterine copper contraceptive) is available in cartons of 1 (one) sterile unit (NDC
59365-5129-1).

Each Paragard is white, T-shaped, and measures 32 mm horizontally and 36 mm vertically, with
approximately 176 mg of copper wire wrapped around the vertical stem and an approximately 68.7 mg
copper wire collar placed on each side of the horizontal arms. and with a monofilament polyethylene
thread tied through the tip of the vertical stem /[see Dosage and Administration (2.3)]. The T-frame is
made of polyethylene with barium sulfate. Each Paragard is packaged with a sterile pre-assembled
inserter as a single-use, disposable device in a tray and in a Tyvek® polyethylene pouch.

Store at controlled room temperature: 59° to 86°F (15° to 30°C).

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Before inserting Paragard, counsel patients on the following:

Sexually Transmitted Infections: Advise patients that Paragard does not protect against HIV infection
and other sexually transmitted diseases.

Ectopic Pregnancy: Advise patients to report pregnancies and be evaluated immediately, as a pregnancy
with Paragard in place is more likely to be an ectopic pregnancy, and the risks of ectopic pregnancy
include the loss of fertility /see Warnings and Precautions (5.1)].

Intrauterine Pregnancy: Advise patients to report pregnancies and be evaluated immediately, as an
intrauterine pregnancy with Paragard in place, may result in septic abortion, with septicemia, septic
shock, and possible death. Septic abortion typically requires hospitalization and treatment with
intravenous antibiotics. Septic abortion may result in spontaneous abortion or a medical indication for
pregnancy termination. A hysterectomy may be required if severe infection of the uterus occurs,
which will result in permanent infertility. If Paragard remains in the uterus during a pregnancy. there
is an increased risk of miscarriage, sepsis. premature labor and premature delivery. Advise patients
that a pregnancy must be followed closely and advise patients to report immediately any symptom,
such as flu- like symptoms, fever, chills, cramping, pain, bleeding, vaginal discharge or leaking of
fluid, or any other symptom that suggests complications of the pregnancy [see Warnings and
Precautions (5.2)].

Sepsis: Advise patients that sepsis may occur after insertion of Paragard and to seek immediate
treatment for fever and pelvic pain that occurs soon after insertion, as untreated sepsis can result in
death /see Warnings and Precautions (5.3)].

Pelvic Inflammatory Disease: Advise patients that pelvic inflammatory disease (PID) may occur after
insertion of Paragard and that PID can cause tubal damage leading to ectopic pregnancy or infertility,
or can necessitate hysterectomy, or cause death. Advise patients to recognize and report promptly any
symptoms of PID including development of menstrual disorders (prolonged or heavy bleeding),
unusual vaginal discharge, abdominal or pelvic pain or tenderness, dyspareunia, chills, and fever /see
Warnings and Precautions (5.4)].

Embedment. Perforation. and Expulsion: Advise _atients re_ardin_ the risks of embedment
_erforation and expulsion and inform _ atients that in some cases removal of Para_ard ma_ be
difficult and sur_ical removal ma_ be necessar_. Inform _ atients that _ erforation can cause infection,
scarring, damage to other organs, pain, or infertility. Inform patients that excessive pain or vaginal
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What if | need birth control for more than 10 years?

Paragard must be removed on or before 10 years from the date of insertion. Your healthcare provider
can place a new Paragard during the same office visit if you choose to continue using Paragard.

What if | want to stop using Paragard?

Paragard is intended for use up to 10 years, but you can stop using Paragard at any time by asking your
healthcare provider to remove it. You could become pregnant as soon as Paragard is removed; however,
if you do not want to become pregnant you should use another method of birth control. Talk to your
healthcare provider about the best birth control methods for you.

What if | change my mind about birth control and want to become pregnant in less than 10 years?

Your healthcare provider can remove Paragard at any time before the 10 years after placement. You may
become pregnant as soon as Paragard is removed.

How does Paragard work?

Paragard works by preventing sperm from reaching the egg, preventing sperm from fertilizing the egg, or
possibly preventing attachment (implantation) in the uterus. Paragard does not stop your ovaries from
making an egg (ovulating) each month.

How well does Paragard work for contraception?

The following chart shows the chance of getting pregnant for women who use different methods of birth
control. Each box on the chart contains a list of birth control methods that are similar in effectiveness.
The most effective methods are at the top of the chart. The box on the bottom of the chart shows the
chance of getting pregnant for women who do not use birth control and are trying to get pregnant.

Paragard, an intrauterine system (IUS), is in the box at the top of the chart.

Who might use Paragard?
You might choose Paragard if you:

e want long-term birth control that provides a low chance of getting pregnant (less than 1 in 100)
want birth control that works continuously for up to 10 years

want birth control that is reversible

want a birth control method that you do not need to take daily

are willing to use a birth control method that is inserted in the uterus

want birth control that does not contain hormones
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Do not use Paragard if you:
e are or might be pregnant

e have a condition of the uterus that changes the shape of the uterine cavity, such as large fibroid
tumors

e have an untreated pelvic infection called pelvic inflammatory disease (PID) now
e have had an infection in your uterus after a pregnancy or abortion in the past 3 months

e can get infections easily. For example, if you:
o have problems with your immune system
o have multiple sexual partners or your partner has multiple sexual partners
o use or abuse intravenous drugs

have or suspect you might have cancer of the uterus or cervix
have unexplained bleeding from your vagina

have an untreated lower genital infection now in your cervix

have Wilson’s disease (a disorder in how the body handles copper)
are allergic to copper, polyethylene, or barium sulfate

have an intrauterine system in your uterus already

Before having Paragard placed, tell your healthcare provider if you have:
any of the conditions listed above

slow heart beat (bradycardia)

dizziness (syncope)

seizures

recently had a baby or if you are breastfeeding

AIDS, HIV, or any other sexually transmitted infection

How is Paragard placed?
Paragard is placed in your uterus during an in-office visit.

First, your healthcare provider will examine your pelvis to find the exact position of your uterus. Your
healthcare provider will then cleanse your vagina and cervix with an antiseptic solution and then,
measure your uterus. Your healthcare provider will then slide a plastic tube containing Paragard into
your uterus. The tube is removed, leaving Paragard inside your uterus. Two white threads will extend into
your vagina. The threads are trimmed so they are just long enough for you to feel with your fingers when
doing a self-check. As Paragard goes in, you may feel cramping or pinching. You may have some
bleeding. Some women feel faint, nauseated, or dizzy for a few minutes afterwards. Your healthcare
provider may ask you to lie down until you are feeling better, and to get up slowly.
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How will Paragard change my periods?
Your period may become heavier and longer. You may also have frequent spotting between periods.

Is it safe to breastfeed while using Paragard?

You may use Paragard when you are breastfeeding. The risk of Paragard becoming attached to
(embedded) or going through the wall of the uterus is increased if Paragard is placed while you are
breastfeeding.

Will Paragard interfere with sexual intercourse?

You and your partner should not feel Paragard during intercourse. Paragard is placed in the uterus, not in
the vagina. Sometimes your partner may feel the threads. If this occurs, or if you or your partner
experience pain during sex, talk with your healthcare provider.

Can | have an MRI with Paragard in place?

Paragard can be safely scanned with MRI only under specific conditions. Before you have an MR, tell
your healthcare provider that you have Paragard, an intrauterine device (IUD), in place.

Before you have a medical procedure using heat therapy tell your healthcare provider that you
have Paragard in place.

What are the possible side effects of Paragard?
Paragard can cause serious side effects, including:

e ectopic pregnancy and intrauterine pregnancy risks: There are risks if you become pregnant
while using Paragard (see “What if | become pregnant while using Paragard?”).

e life-threatening infection: Life-threatening infection can occur within the first few days after
Paragard is placed. Call your healthcare provider immediately if you develop severe pain or fever
shortly after Paragard is placed.

e pelvic inflammatory disease (PID) or endometritis: Some |US users get a serious pelvic infection
called pelvic inflammatory disease (PID) or endometritis. PID and endometritis are usually sexually
transmitted. You have a higher chance of getting PID and endometritis if you or your partner has sex
with other partners. PID and endometritis can cause serious problems such as infertility, ectopic
pregnancy, and pelvic pain that does not go away. PID and endometritis are usually treated with
antibiotics. More serious cases of PID or endometritis may require surgery. A hysterectomy (removal
of the uterus) is sometimes needed. In rare cases, infections that start as PID can even cause death.

Tell your healthcare provider right away if you have any of these signs of PID or endometritis: low
abdominal (stomach area) or pelvic pain, pelvic tenderness, painful sex, unusual or bad smelling
vaginal discharge, chills, long-lasting or heavy bleeding, fever, genital lesions or sores.

e embedment: Paragard may become attached to (embedded) the wall of the uterus. This may make it
hard to remove Paragard. Surgery may sometimes be needed to remove Paragard.

e perforation: Paragard may go through the wall of the uterus. This is called perforation. If this occurs,
Paragard may no longer prevent pregnancy. If perforation occurs, Paragard may move outside the
uterus and cause internal scarring, infection, damage to other organs, pain, or infertility and you may
need surgery to have Paragard removed. Excessive pain or vaginal bleeding during placement of
Paragard, pain or bleeding that gets worse after placement, or not being able to feel the threads may
happen with perforation. You are not protected from pregnancy if Paragard moves outside the wall of
the uterus. The risk of perforation is increased in breastfeeding women.

e expulsion: Paragard may partially or completely fall out of the uterus by itself. This is called
expulsion. Expulsion occurs in about 2 out of 100 women. Excessive pain, vaginal bleeding during
placement of Paragard, pain that gets worse, bleeding after placement, or not being able to feel the
threads may happen with expulsion. You are not protected from pregnancy if Paragard is expelled.

e changes in bleeding: You may have heavier and longer periods with spotting in between.
Sometimes the bleeding is heavier than usual at first. Call your healthcare provider if the bleeding
remains heavier or longer and spotting continues.
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e reactions after placement or removal: Some women have had reactions such as dizziness
(syncope), slowed heart rate (bradycardia), or seizures, immediately after Paragard was placed or
removed. This happened especially in women who have had these conditions before.

Common side effects of Paragard include:

e anemia (low red blood cell count) e backache ¢ painful periods
e pain during sex e expulsion (complete or partial) ¢ vaginal discharge
¢ prolonged periods e spotting e pain and cramping

e vaginal irritation

This is not a complete list of possible side effects with Paragard. For more information, ask your
healthcare provider. Tell your healthcare provider about any side effect that bothers you or does not
go away.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-
FDA-1088.

After Paragard has been placed, when should I call my healthcare provider?
Call your healthcare provider if you have any concerns about Paragard. Be sure to call if you:

e think you are pregnant

e have pelvic pain or pain during sex

e have unusual vaginal discharge or genital sores

e have unexplained fever, flu-like symptoms or chills

e might be exposed to sexually transmitted infections (STls)

e are concerned that Paragard may have been expelled (came out)

e cannot feel Paragard’s threads or can feel the threads are much longer
e can feel any other part of the Paragard besides the threads

e become HIV positive or your partner becomes HIV positive

e have severe, bleeding that lasts a long time, or bleeding that concerns you
e miss a menstrual period

General information about the safe and effective use of Paragard.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet.
You can ask your healthcare provider for information about Paragard that is written for health
professionals.

Paragard and its components are not made with natural rubber latex.

Paragard®is a registered trademark of CooperSurgical, Inc. The other brands listed are trademarks of their respective owners.
Manufactured by:

Coopersurgical, Inc.
Trumbull, CT 06611

For more information, call CooperSurgical, Inc. at 1-877-727-2427.

This Patient Information has been approved by the U.S. Food and Drug Administration
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