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Food and Drug Administration
Silver Spring MD 20993

NDA 021529/S-011
SUPPLEMENT APPROVAL

Organon USA Inc., a subsidiary of Merck & Co., Inc.
Attention: Tonja W. Hampton, MD

Director, Worldwide Regulatory Affairs

P.O. Box 2000

Rahway, NJ 07065-0900

Dear Dr. Hampton:

Please refer to your Supplemental New Drug Application (SNDA) dated and received April 2,
2014, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for
Implanon and Nexplanon (etonogestrel implants).

We acknowledge receipt of your amendments dated May 23, July 17, August 6, September 10
and 25, October 31, 2014, June 3, July 24 and 31, and August 18 and 19, 2015.

This “Prior Approval” supplemental new drug application provides for changes to the
Prescribing Information for Implanon and Nexplanon to address breakage of the implants in situ,
which resulted in revision of the DOSAGE and ADMINISTRATION Section 2.3 and addition of
a new subsection (5.16) to the WARNINGS and PRECAUTIONS section. Corresponding
changes were made to the Patient Package Insert.

In addition, the Nexplanon labeling (WARNINGS and PRECAUTIONS Section 5.4) was
revised to include postmarketing reports of arterial and venous thromboembolic events that have
been received.

APPROVAL & LABELING

We have completed our review of this supplemental application, as amended. It is approved,
effective on the date of this letter, for use as recommended in the enclosed, agreed-upon labeling
text.

CONTENT OF LABELING

As soon as possible, but no later than 14 days from the date of this letter, submit the content of
labeling [21 CFR 314.50(1)] in structured product labeling (SPL) format using the FDA
automated drug registration and listing system (eLIST), as described at
http://www.fda.gov/Forindustry/DataStandards/StructuredProductL abeling/default.ntm. Content
of labeling must be identical to the enclosed labeling (text for the package insert, text for the
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patient package insert), with the addition of any labeling 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 titled
“SPL Standard for Content of Labeling Technical Qs and As at
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatorylnformation/Guidances/U
CMQ72392.pdf

The SPL will be accessible from publicly available labeling repositories.

Also within 14 days, amend all pending supplemental applications that includes 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)(2)(i)] in MS Word format, that includes the
changes approved in this supplemental application, as well as annual reportable changes and
annotate each change. To facilitate review of your submission, 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).

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c¢), all applications for new
active ingredients, 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(s) 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.

PROMOTIONAL MATERIALS

You may request advisory comments on proposed introductory advertising and promotional
labeling. To do so, submit the following, in triplicate, (1) a cover letter requesting advisory
comments, (2) the proposed materials in draft or mock-up form with annotated references, and
(3) the package insert(s) to:

OPDP Regulatory Project Manager

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road

Beltsville, MD 20705-1266

Alternatively, you may submit a request for advisory comments electronically in eCTD format.

For more information about submitting promotional materials in eCTD format, see the draft
Guidance for Industry (available at:
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http://www.fda.gov/downloads/Drugs/GuidanceComplianceRequlatorylnformation/Guidances/U

CM443702.pdf ).

You must submit final promotional materials and package insert(s), 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
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCMO083570.pdf.
Information and Instructions for completing the form can be found at
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pdf. For
more information about submission of promotional materials to the Office of Prescription Drug
Promotion (OPDP), see http://www.fda.gov/AboutFDA/CentersOffices/ CDER/ucm090142.htm.

REPORTING REQUIREMENTS

We remind you that you must comply with reporting requirements for an approved NDA

(21 CFR 314.80 and 314.81).
If you have any questions, call Charlene Williamson, Regulatory Project Manager, at (301) 796-
1025.

Sincerely,

{See appended electronic signature page}

Audrey Gassman, M.D.

Deputy Director

Division of Bone, Reproductive and Urologic Products

Office of Drug Evaluation 1l

Center for Drug Evaluation and Research
ENCLOSURE:

Content of Labeling (Implanon and Nexplanon)
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08/19/2015
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
NEXPLANON safely and effectively. See full prescribing
information for NEXPLANON.

NEXPLANON?® (etonogestrel implant)
Radiopaque

Subdermal Use Only

Initial U.S. Approval: 2001

--------------------------- RECENT MAJOR CHANGES -----=-======sssnsannnanan
Dosage and Administration

Removal of NEXPLANON (2.3) 08/2015
Warnings and Precautions

In Situ Broken or Bent Implant (5.16) 08/2015

INDICATIONS AND USAGE
NEXPLANON is a progestin indicated for use by women to prevent
pregnancy. (1)

----------------------- DOSAGE AND ADMINISTRATION -------------menememmm-
Insert one NEXPLANON subdermally just under the skin at the inner
side of the non-dominant upper arm. NEXPLANON must be removed
no later than by the end of the third year. (2)

--------------------- DOSAGE FORMS AND STRENGTHS ---------------------
NEXPLANON consists of a single, radiopaque, rod-shaped implant,
containing 68 mg etonogestrel, pre-loaded in the needle of a
disposable applicator. (3)

CONTRAINDICATIONS

. Known or suspected pregnancy. (4)

. Current or past history of thrombosis or thromboembolic disorders.
(4,5.4)

. Liver tumors, benign or malignant, or active liver disease. (4, 5.7)

e  Undiagnosed abnormal genital bleeding. (4, 5.2)

. Known or suspected breast cancer, personal history of breast
cancer, or other progestin-sensitive cancer, now or in the past. (4,
5.6)

e  Allergic reaction to any of the components of NEXPLANON. (4, 6)

. Insertion and removal complications: Pain, paresthesias,
bleeding, hematoma, scarring or infection may occur. (5.1)

. Menstrual bleeding pattern: Counsel women regarding changes in
bleeding frequency, intensity, or duration. (5.2)

. Ectopic pregnancies: Be alert to the possibility of an ectopic
pregnancy in women using NEXPLANON who become pregnant
or complain of lower abdominal pain. (5.3)

. Thrombotic and other vascular events: The NEXPLANON implant
should be removed in the event of a thrombosis. (5.4)

e Liver disease: Remove the NEXPLANON implant if jaundice
occurs. (5.7)

. Elevated blood pressure: The NEXPLANON implant should be
removed if blood pressure rises significantly and becomes
uncontrolled. (5.9)

. Carbohydrate and lipid metabolic effects: Monitor prediabetic and
diabetic women using NEXPLANON. (5.11)

ADVERSE REACTIONS
Most common (210%) adverse reactions reported in clinical trials were
change in menstrual bleeding pattern, headache, vaginitis, weight
increase, acne, breast pain, abdominal pain, and pharyngitis. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Merck
Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., at 1-877-
888-4231 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
Drugs or herbal products that induce certain enzymes, such as
CYP3A4, may decrease the effectiveness of progestin hormonal
contraceptives or increase breakthrough bleeding. (7.1)

----------------------- USE IN SPECIFIC POPULATIONS -----=s=-ssnnemnamnanen

. Pregnant women: NEXPLANON should be removed if maintaining
a pregnancy. (8.1)

e  Overweight women: NEXPLANON may become less effective in
overweight women over time, especially in the presence of other
factors that decrease etonogestrel concentrations, such as
concomitant use of hepatic enzyme inducers. (8.8)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: 08/2015

FULL PRESCRIBING INFORMATION: CONTENTS*
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CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
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5.16 In Situ Broken or Bent Implant
5.17 Monitoring
5.18 Drug-Laboratory Test Interactions
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Postmarketing Experience
7 DRUG INTERACTIONS

g hw

Reference ID: 3808594

7.1 Changes in Contraceptive Effectiveness Associated With
Coadministration of Other Products
7.2 Increase in Plasma Concentrations of Etonogestrel
Associated With Coadministered Drugs
7.3 Changes in Plasma Concentrations of Coadministered
Drugs
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.3  Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Hepatic Impairment
8.7 Renal Impairment
8.8 Overweight Women
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
14.1 Pregnancy
14.2 Return to Ovulation
14.3 Implant Insertion and Removal Characteristics
16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied
16.2 Storage and Handling
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescr bing information
are not listed.



FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
NEXPLANON® is indicated for use by women to prevent pregnancy.

2 DOSAGE AND ADMINISTRATION
The efficacy of NEXPLANON does not depend on daily, weekly or monthly administration.

All healthcare providers should receive instruction and training prior to performing insertion and/or removal of NEXPLANON.

A single NEXPLANON implant is inserted subdermally in the upper arm. To reduce the risk of neural or vascular injury, the implant should be
inserted at the inner side of the non-dominant upper arm about 8-10 cm (3-4 inches) above the medial epicondyle of the humerus. The implant should be
inserted subdermally just under the skin to avoid the large blood vessels and nerves that lie deeper in the subcutaneous tissues in the sulcus between
the triceps and biceps muscles. NEXPLANON must be inserted by the expiration date stated on the packaging. NEXPLANON is a long-acting (up to 3
years), reversible, hormonal contraceptive method. The implant must be removed by the end of the third year and may be replaced by a new implant at
the time of removal, if continued contraceptive protection is desired.

21 Initiating Contraception with NEXPLANON
IMPORTANT: Rule out pregnancy before inserting the implant.

Timing of insertion depends on the woman'’s recent contraceptive history, as follows:

e No preceding hormonal contraceptive use in the past month

NEXPLANON should be inserted between Day 1 (first day of menstrual bleeding) and Day 5 of the menstrual cycle, even if the woman is
still bleeding.

If inserted as recommended, back-up contraception is not necessary. If deviating from the recommended timing of insertion, the woman
should be advised to use a barrier method until 7 days after insertion. If intercourse has already occurred, pregnancy should be excluded.

o  Switching contraceptive method to NEXPLANON

Combination hormonal contraceptives:

NEXPLANON should preferably be inserted on the day after the last active tablet of the previous combined oral contraceptive or on the day
of removal of the vaginal ring or transdermal patch. At the latest, NEXPLANON should be inserted on the day following the usual tablet-free,
ring-free, patch-free or placebo tablet interval of the previous combined hormonal contraceptive.

If inserted as recommended, back-up contraception is not necessary. If deviating from the recommended timing of insertion, the woman
should be advised to use a barrier method until 7 days after insertion. If intercourse has already occurred, pregnancy should be excluded.

Progestin-only contraceptives:

There are several types of progestin-only methods. NEXPLANON should be inserted as follows:
. Injectable Contraceptives: Insert NEXPLANON on the day the next injection is due.

e  Minipill: A woman may switch to NEXPLANON on any day of the month. NEXPLANON should be inserted within 24 hours after taking
the last tablet.

e  Contraceptive implant or intrauterine system (IUS): Insert NEXPLANON on the same day the previous contraceptive implant or IUS is
removed.

If inserted as recommended, back-up contraception is not necessary. If deviating from the recommended timing of insertion, the woman
should be advised to use a barrier method until 7 days after insertion. If intercourse has already occurred, pregnancy should be excluded.

e Following abortion or miscarriage

e  First Trimester: NEXPLANON should be inserted within 5 days following a first trimester abortion or miscarriage.

. Second Trimester: Insert NEXPLANON between 21 to 28 days following second trimester abortion or miscarriage.

If inserted as recommended, back-up contraception is not necessary. If deviating from the recommended timing of insertion, the woman
should be advised to use a barrier method until 7 days after insertion. If intercourse has already occurred, pregnancy should be excluded.

e Postpartum

. Not Breastfeeding: NEXPLANON should be inserted between 21 to 28 days postpartum. If inserted as recommended, back-up
contraception is not necessary. If deviating from the recommended timing of insertion, the woman should be advised to use a barrier
method until 7 days after insertion. If intercourse has already occurred, pregnancy should be excluded.

e Breastfeeding: NEXPLANON should be inserted after the fourth postpartum week [see Use in Specific Populations (8.3)]. The woman
should be advised to use a barrier method until 7 days after insertion. If intercourse has already occurred, pregnancy should be excluded.
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2.2 Insertion of NEXPLANON

The basis for successful use and subsequent removal of NEXPLANON is a correct and carefully performed subdermal insertion of the single,
rod-shaped implant in accordance with the instructions. Both the healthcare provider and the woman should be able to feel the implant under the skin
after placement.

All healthcare providers performing insertions and/or removals of NEXPLANON should receive instructions and training prior to
inserting or removing the implant. Information concerning the insertion and removal of NEXPLANON will be sent upon request free of charge
[1-877-467-5266].

Preparation

Prior to inserting NEXPLANON carefully read the instructions for insertion as well as the full prescribing information.

Before insertion of NEXPLANON, the healthcare provider should confirm that:
The woman is not pregnant nor has any other contraindication for the use of NEXPLANON [see Contraindications (4)].
The woman has had a medical history and physical examination, including a gynecologic examination, performed.
The woman understands the benefits and risks of NEXPLANON.
The woman has received a copy of the Patient Labeling included in packaging.
The woman has reviewed and completed a consent form to be maintained with the woman'’s chart.
The woman does not have allergies to the antiseptic and anesthetic to be used during insertion.

Insert NEXPLANON under aseptic conditions.

The following equipment is needed for the implant insertion:
e An examination table for the woman to lie on

. Sterile surgical drapes, sterile gloves, antiseptic solution, sterile marker (optional)

e  Local anesthetic, needles, and syringe

. Sterile gauze, adhesive bandage, pressure bandage

Insertion Procedure

Step 1. Have the woman lie on her back on the examination table with her non-dominant arm flexed at the elbow and externally rotated so
that her wrist is parallel to her ear or her hand is positioned next to her head (Figure 1).

'*\,l\

Figure 1

Step 2. Identify the insertion site, which is at the inner side of the non-dominant upper arm about 8-10 cm (3-4 inches) above the medial
epicondyle of the humerus (Figure 2). The implant should be inserted subdermally just under the skin to avoid the large blood vessels and
nerves that lie deeper in the subcutaneous tissue in the sulcus between the triceps and biceps muscles [see Warnings and Precautions (5.1)].

Step 3. Make two marks with a sterile marker: first, mark the spot where the etonogestrel implant will be inserted, and second, mark a spot a
few centimeters proximal to the first mark (Figure 2). This second mark will later serve as a direction guide during insertion.
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Figure 2

Step 4. Clean the insertion site with an antiseptic solution.

Step 5. Anesthetize the insertion area (for example, with anesthetic spray or by injecting 2 mL of 1% lidocaine just under the skin along the
planned insertion tunnel).

Step 6. Remove the sterile preloaded disposable NEXPLANON applicator carrying the implant from its blister. The applicator should not be
used if sterility is in question.

Step 7. Hold the applicator just above the needle at the textured surface area. Remove the transparent protection cap by sliding it
horizontally in the direction of the arrow away from the needle (Figure 3). If the cap does not come off easily, the applicator should not be used. You can
see the white colored implant by looking into the tip of the needle. Do not touch the purple slider until you have fully inserted the needle
subdermally, as it will retract the needle and prematurely release the implant from the applicator.

Figure 3

Step 8. With your free hand, stretch the skin around the insertion site with thumb and index finger (Figure 4).

[L

Figure 4

Step 9. Puncture the skin with the tip of the needle angled about 30° (Figure 5).

~30°

R

Figure 5
Step 10. Lower the applicator to a horizontal position. While lifting the skin with the tip of the needle (Figure 6), slide the needle to its full
length. You may feel slight resistance but do not exert excessive force. If the needle is not inserted to its full length, the implant will not be inserted
properly.

You can best see movement of the needle if you are seated and are looking at the applicator from the side and NOT from above. In this
position, you can clearly see the insertion site and the movement of the needle just under the skin.
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Figure 6

Step 11. Keep the applicator in the same position with the needle inserted to its full length. If needed, you may use your free hand to keep the
applicator in the same position during the following procedure. Unlock the purple slider by pushing it slightly down. Move the slider fully back until it stops
(Figure 7). The implant is now in its final subdermal position, and the needle is locked inside the body of the applicator. The applicator can now be
removed. If the applicator is not kept in the same position during this procedure or if the purple slider is not completely moved to the back,
the implant will not be inserted properly.

Figure 7

Step 12. Always verify the presence of the implant in the woman’s arm immediately after insertion by palpation. By palpating both
ends of the implant, you should be able to confirm the presence of the 4 cm rod (Figure 8).

) St

Figure 8

If you cannot feel the implant or are in doubt of its presence,
®  Check the applicator. The needle should be fully retracted and only the purple tip of the obturator should be visible.

e  Use other methods to confirm the presence of the implant. Suitable methods are: two-dimensional X-ray, X-ray computerized tomography
(CT scan), ultrasound scanning (USS) with a high-frequency linear array transducer (10 MHz or greater) or magnetic resonance imaging
(MRI). If these methods fail, call 1-877-467-5266 for information on the procedure for measuring etonogestrel blood levels.

Until the presence of the implant has been verified, the woman should be advised to use a non-hormonal contraceptive method, such
as condoms.

Step 13. Place a small adhesive bandage over the insertion site. Request that the woman palpate the implant.

Step 14. Apply a pressure bandage with sterile gauze to minimize bruising. The woman may remove the pressure bandage in 24 hours and
the small bandage over the insertion site after 3 to 5 days.

Step 15. Complete the USER CARD and give it to the woman to keep. Also, complete the PATIENT CHART LABEL and affix it to the
woman's medical record.

Step 16. The applicator is for single use only and should be disposed in accordance with the Center for Disease Control and Prevention
guidelines for handling of hazardous waste.
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23 Removal of NEXPLANON

Preparation

Before initiating the removal procedure, the healthcare provider should carefully read the instructions for removal and consult the USER CARD
and/or the PATIENT CHART LABEL for the location of the implant. The exact location of the implant in the arm should be verified by palpation. If the
implant is not palpable, two-dimensional X-ray can be performed to verify its presence.

A non-palpable implant should always be first located prior to removal. Suitable methods for localization include: two-dimensional X-ray, X-ray
computer tomography (CT), ultrasound scanning (USS) with a high-frequency linear array transducer (10 MHz or greater) or magnetic resonance
imaging (MRI). If these imaging methods fail to locate the implant, etonogestrel blood level determination can be used for verification of the presence of
the implant. For details on etonogestrel blood level determination, call 1-877-467-5266 for further instructions.

After localization of a non-palpable implant, consider conducting removal with ultrasound guidance.

There have been occasional reports of migration of the implant; usually this involves minor movement relative to the original position. This may
complicate localization of the implant by palpation, CT, USS and/or MRI, and removal may require a larger incision and more time.

Exploratory surgery without knowledge of the exact location of the implant is strongly discouraged. Removal of deeply inserted implants
should be conducted with caution in order to prevent injury to deeper neural or vascular structures in the arm and be performed by healthcare providers
familiar with the anatomy of the arm.

Before removal of the implant, the healthcare provider should confirm that:
e The woman does not have allergies to the antiseptic or anesthetic to be used.

Remove the implant under aseptic conditions.

The following equipment is needed for removal of the implant:

® An examination table for the woman to lie on

Sterile surgical drapes, sterile gloves, antiseptic solution, sterile marker (optional)
Local anesthetic, needles, and syringe

Sterile scalpel, forceps (straight and curved mosquito)

Skin closure, sterile gauze, adhesive bandage and pressure bandages

Removal Procedure
Step 1. Clean the site where the incision will be made and apply an antiseptic. Locate the implant by palpation and mark the distal end (end
closest to the elbow), for example, with a sterile marker (Figure 9).

/

Figure 9

Step 2. Anesthetize the arm, for example, with 0.5 to 1 mL 1% lidocaine at the marked site where the incision will be made (Figure 10). Be
sure to inject the local anesthetic under the implant to keep it close to the skin surface.

'S

Figure 10
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Step 3. Push down the proximal end of the implant (Figure 11) to stabilize it; a bulge may appear indicating the distal end of the implant.
Starting at the distal tip of the implant, make a longitudinal incision of 2 mm towards the elbow.

-

Figure 11

Step 4. Gently push the implant towards the incision until the tip is vis ble. Grasp the implant with forceps (preferably curved mosquito
forceps) and gently remove the implant (Figure 12).

>

Figure 12

Step 5. If the implant is encapsulated, make an incision into the tissue sheath and then remove the implant with the forceps (Figures 13 and
14).

Figure 13 Figure 14

Step 6. If the tip of the implant does not become visible in the incision, gently insert a forceps into the incision (Figure 15). Flip the forceps
over into your other hand (Figure 16).

\_//’4

Figure 15 Figure 16
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Step 7. With a second pair of forceps carefully dissect the tissue around the implant and grasp the implant (Figure 17). The implant can then
be removed.

I

Step 8. Confirm that the entire implant, which is 4 cm long, has been removed by measuring its length. There have been reports of broken
implants while in the patient’'s arm. In some cases, difficult removal of the broken implant has been reported. If a partial implant (less than 4 cm) is
removed, the remaining piece should be removed by following the instructions in section 2.3. [See Dosage and Administration (2.3).] If the woman would
like to continue using NEXPLANON, a new implant may be inserted immediately after the old implant is removed using the same incision [see Dosage
and Administration (2.4)].

Step 9. After removing the implant, close the incision with a steri-strip and apply an adhesive bandage.

Step 10. Apply a pressure bandage with sterile gauze to minimize bruising. The woman may remove the pressure bandage in 24 hours and
the small bandage in 3 to 5 days.

Figure 17

2.4 Replacing NEXPLANON
Immediate replacement can be done after removal of the previous implant and is similar to the insertion procedure described in section 2.2
Insertion of NEXPLANON.

The new implant may be inserted in the same arm, and through the same incision from which the previous implant was removed. If the same
incision is being used to insert a new implant, anesthetize the insertion site [for example, 2 mL lidocaine (1%)] applying it just under the skin along the
‘insertion canal.’

Follow the subsequent steps in the insertion instructions [see Dosage and Administration (2.2)].

3 DOSAGE FORMS AND STRENGTHS
Single, white/off-white, soft, radiopaque, flexible, ethylene vinyl acetate (EVA) copolymer implant, 4 cm in length and 2 mm in diameter
containing 68 mg etonogestrel and 15 mg of barium sulfate.

Single, white/off-white, soft, radiopaque, flexible, ethylene vinyl acetate (EVA) copolymer implant, 4 cm in length and 2 mm in diameter
containing 68 mg etonogestrel, 15 mg of barium sulfate and 0.1 mg of magnesium stearate.

4 CONTRAINDICATIONS
NEXPLANON should not be used in women who have
. Known or suspected pregnancy
Current or past history of thrombosis or thromboembolic disorders
Liver tumors, benign or malignant, or active liver disease
Undiagnosed abnormal genital bleeding
Known or suspected breast cancer, personal history of breast cancer, or other progestin-sensitive cancer, now or in the past
Allergic reaction to any of the components of NEXPLANON [see Adverse Reactions (6)]

5 WARNINGS AND PRECAUTIONS
The following information is based on experience with either the non-radiopaque etonogestrel implant (IMPLANON), other progestin-
only contraceptives, or experience with combination (estrogen plus progestin) oral contraceptives.

5.1 Complications of Insertion and Removal

NEXPLANON should be inserted subdermally so that it will be palpable after insertion, and this should be confirmed by palpation immediately
after insertion. Failure to insert NEXPLANON properly may go unnoticed unless it is palpated immediately after insertion. Undetected failure to insert the
implant may lead to an unintended pregnancy. Complications related to insertion and removal procedures, such as pain, paresthesias, bleeding,
hematoma, scarring or infection, may occur.

If NEXPLANON is inserted too deeply (intramuscular or in the fascia), neural or vascular injury may occur. To reduce the risk of neural or
vascular injury, NEXPLANON should be inserted at the inner side of the non-dominant upper arm about 8-10 cm (3-4 inches) above the medial
epicondyle of the humerus. NEXPLANON should be inserted subdermally just under the skin to avoid the large blood vessels and nerves that lie deeper
in the subcutaneous tissues in the sulcus between the triceps and biceps muscles. Deep insertions of the non-radiopaque etonogestrel implant
(IMPLANON) have been associated with paraesthesia (due to neural injury) and migration of the implant (due to intramuscular or fascial insertion), and
in a very few cases with intravascular insertion. If infection develops at the insertion site, start suitable treatment. If the infection persists, the implant
should be removed. Incomplete insertions or infections may lead to expulsion.

Implant removal may be difficult or impossible if the implant is not inserted correctly, is inserted too deeply, not palpable, encased in fibrous
tissue, or has migrated. Deep insertions may lead to difficult localization of the implant and may also result in the need for a surgical procedure in an
operating room in order to remove the implant. Exploratory surgery without knowledge of the exact location of the implant is strongly discouraged.
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Removal of deeply inserted implants should be conducted with caution in order to prevent injury to deeper neural or vascular structures in the arm and
be performed by healthcare providers familiar with the anatomy of the arm. Failure to remove the implant may result in continued effects of etonogestrel,
such as compromised fertility, ectopic pregnancy, or persistence or occurrence of a drug-related adverse event.

5.2 Changes in Menstrual Bleeding Patterns

After starting NEXPLANON, women are likely to have a change from their normal menstrual bleeding pattern. These may include changes in
bleeding frequency (absent, less, more frequent or continuous), intensity (reduced or increased) or duration. In clinical trials of the non-radiopaque
etonogestrel implant (IMPLANON), bleeding patterns ranged from amenorrhea (1 in 5 women) to frequent and/or prolonged bleeding (1 in 5 women).
The bleeding pattern experienced during the first three months of NEXPLANON use is broadly predictive of the future bleeding pattern for many women.
Women should be counseled regarding the bleeding pattern changes they may experience so that they know what to expect. Abnormal bleeding should
be evaluated as needed to exclude pathologic conditions or pregnancy.

In clinical studies of the non-radiopaque etonogestrel implant, reports of changes in bleeding pattern were the most common reason for stopping
treatment (11.1%). Irregular bleeding (10.8%) was the single most common reason women stopped treatment, while amenorrhea (0.3%) was cited less
frequently. In these studies, women had an average of 17.7 days of bleeding or spotting every 90 days (based on 3,315 intervals of 90 days recorded by
780 patients). The percentages of patients having 0, 1-7, 8-21, or >21 days of spotting or bleeding over a 90-day interval while using the non-radiopaque
etonogestrel implant are shown in Table 1.

Table 1: Percentages of Patients With 0, 1-7, 8-21, or >21 Days of Spotting or Bleeding Over a 90-Day
Interval While Using the Non-Radiopaque Etonogestrel Implant (IMPLANON)

Total Days of Spotting Percentage of Patients

or Bleeding Treatment Days 91-180 Treatment Days 271-360 | Treatment Days 631-720
(N = 745) (N = 657) (N = 547)

0 Days 19% 24% 17%

1-7 Days 15% 13% 12%

8-21 Days 30% 30% 37%

>21 Days 35% 33% 35%

Bleeding patterns observed with use of the non-radiopaque etonogestrel implant for up to 2 years, and the proportion of 90-day intervals with
these bleeding patterns, are summarized in Table 2.

Table 2: Bleeding Patterns Using the Non-Radiopaque Etonogestrel Implant (IMPLANON) During
the First 2 Years of Use

BLEEDING PATTERNS DEFINITIONS ot

Infrequent Less than three bleeding and/or spotting episodes in 90 33.6
days (excluding amenorrhea)

Amenorrhea No bleeding and/or spotting in 90 days 22.2

Prolonged Any bleeding and/or spotting episode lasting more than 17.7
14 days in 90 days

Frequent More than 5 bleeding and/or spotting episodes in 90 6.7
days

Based on 3315 recording periods of 90 days duration in 780 women, excluding the first 90 days after implant insertion
T % = Percentage of 90-day intervals with this pattern

In case of undiagnosed, persistent, or recurrent abnormal vaginal bleeding, appropriate measures should be conducted to rule out malignancy.

5.3 Ectopic Pregnancies

As with all progestin-only contraceptive products, be alert to the possibility of an ectopic pregnancy among women using NEXPLANON who
become pregnant or complain of lower abdominal pain. Although ectopic pregnancies are uncommon among women using NEXPLANON, a pregnancy
that occurs in a woman using NEXPLANON may be more likely to be ectopic than a pregnancy occurring in a woman using no contraception.

5.4 Thrombotic and Other Vascular Events

The use of combination hormonal contraceptives (progestin plus estrogen) increases the risk of vascular events, including arterial events
(strokes and myocardial infarctions) or deep venous thrombotic events (venous thromboembolism, deep venous thrombosis, retinal vein thrombosis, and
pulmonary embolism). NEXPLANON is a progestin-only contraceptive. It is unknown whether this increased risk is applicable to etonogestrel alone. It is
recommended, however, that women with risk factors known to increase the risk of venous and arterial thromboembolism be carefully assessed.

There have been postmarketing reports of serious arterial thrombotic and venous thromboembolic events, including cases of pulmonary emboli
(some fatal), deep vein thrombosis, myocardial infarction, and strokes, in women using etonogestrel implants. NEXPLANON should be removed in the
event of a thrombosis.

Due to the risk of thromboembolism associated with pregnancy and immediately following delivery, NEXPLANON should not be used prior to 21
days postpartum. Women with a history of thromboembolic disorders should be made aware of the poss bility of a recurrence.

Evaluate for retinal vein thrombosis immediately if there is unexplained loss of vision, proptosis, diplopia, papilledema, or retinal vascular lesions.

Consider removal of the NEXPLANON implant in case of long-term immobilization due to surgery or iliness.
5.5 Ovarian Cysts

If follicular development occurs, atresia of the follicle is sometimes delayed, and the follicle may continue to grow beyond the size it would attain
in a normal cycle. Generally, these enlarged follicles disappear spontaneously. On rare occasion, surgery may be required.
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5.6 Carcinoma of the Breast and Reproductive Organs

Women who currently have or have had breast cancer should not use hormonal contraception because breast cancer may be hormonally
sensitive [see Contraindications (4)]. Some studies suggest that the use of combination hormonal contraceptives might increase the incidence of breast
cancer; however, other studies have not confirmed such findings.

Some studies suggest that the use of combination hormonal contraceptives is associated with an increase in the risk of cervical cancer or
intraepithelial neoplasia. However, there is controversy about the extent to which these findings are due to differences in sexual behavior and other
factors.

Women with a family history of breast cancer or who develop breast nodules should be carefully monitored.

5.7 Liver Disease
Disturbances of liver function may necessitate the discontinuation of hormonal contraceptive use until markers of liver function return to normal.
Remove NEXPLANON if jaundice develops.

Hepatic adenomas are associated with combination hormonal contraceptives use. An estimate of the attributable risk is 3.3 cases per 100,000
for combination hormonal contraceptives users. It is not known whether a similar risk exists with progestin-only methods like NEXPLANON.

The progestin in NEXPLANON may be poorly metabolized in women with liver impairment. Use of NEXPLANON in women with active liver
disease or liver cancer is contraindicated [see Contraindications (4)].

5.8 Weight Gain

In clinical studies, mean weight gain in U.S. non-radiopaque etonogestrel implant (IMPLANON) users was 2.8 pounds after one year and 3.7
pounds after two years. How much of the weight gain was related to the non-radiopaque etonogestrel implant is unknown. In studies, 2.3% of the users
reported weight gain as the reason for having the non-radiopaque etonogestrel implant removed.

5.9 Elevated Blood Pressure

Women with a history of hypertension-related diseases or renal disease should be discouraged from using hormonal contraception. For women
with well-controlled hypertension, use of NEXPLANON can be considered. Women with hypertension using NEXPLANON should be closely monitored.
If sustained hypertension develops during the use of NEXPLANON, or if a significant increase in blood pressure does not respond adequately to
antihypertensive therapy, NEXPLANON should be removed.

5.10 Gallbladder Disease
Studies suggest a small increased relative risk of developing gallbladder disease among combination hormonal contraceptive users. It is not
known whether a similar risk exists with progestin-only methods like NEXPLANON.

5.11 Carbohydrate and Lipid Metabolic Effects
Use of NEXPLANON may induce mild insulin resistance and small changes in glucose concentrations of unknown clinical significance. Carefully
monitor prediabetic and diabetic women using NEXPLANON.

Women who are being treated for hyperlipidemia should be followed closely if they elect to use NEXPLANON. Some progestins may elevate LDL
levels and may render the control of hyperlipidemia more difficult.

5.12 Depressed Mood
Women with a history of depressed mood should be carefully observed. Consideration should be given to removing NEXPLANON in patients
who become significantly depressed.

5.13 Return to Ovulation

In clinical trials with the non-radiopaque etonogestrel implant (IMPLANON), the etonogestrel levels in blood decreased below sensitivity of the
assay by one week after removal of the implant. In addition, pregnancies were observed to occur as early as 7 to 14 days after removal. Therefore, a
woman should re-start contraception immediately after removal of the implant if continued contraceptive protection is desired.

5.14 Fluid Retention
Hormonal contraceptives may cause some degree of fluid retention. They should be prescribed with caution, and only with careful monitoring, in
patients with conditions which might be aggravated by fluid retention. It is unknown if NEXPLANON causes fluid retention.

5.15 Contact Lenses
Contact lens wearers who develop visual changes or changes in lens tolerance should be assessed by an ophthalmologist.

5.16 In Situ Broken or Bent Implant

There have been reports of broken or bent implants while in the patient’s arm. Based on in vitro data, when an implant is broken or bent, the
release rate of etonogestrel may be slightly increased.

When an implant is removed, it is important to remove it in its entirety [see Dosage and Administration (2.3)].

5.17 Monitoring
A woman who is using NEXPLANON should have a yearly visit with her healthcare provider for a blood pressure check and for other indicated
health care.

5.18 Drug-Laboratory Test Interactions
Sex hormone-binding globulin concentrations may be decreased for the first six months after NEXPLANON insertion followed by gradual
recovery. Thyroxine concentrations may initially be slightly decreased followed by gradual recovery to baseline.

6 ADVERSE REACTIONS
The following adverse reactions reported with the use of hormonal contraception are discussed elsewhere in the labeling:
Changes in Menstrual Bleeding Patterns [see Warnings and Precautions (5.2)]
Ectopic Pregnancies [see Warnings and Precautions (5.3)]
Thrombotic and Other Vascular Events [see Warnings and Precautions (5.4)]
Liver Disease [see Warnings and Precautions (5.7)]
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6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.

In clinical trials involving 942 women who were evaluated for safety, change in menstrual bleeding patterns (irregular menses) was the most
common adverse reaction causing discontinuation of use of the non-radiopaque etonogestrel implant (IMPLANON) (11.1% of women).

Adverse reactions that resulted in a rate of discontinuation of 21% are shown in Table 3.

Table 3: Adverse Reactions Leading to Discontinuation of Treatment in 1% or More
of Subjects in Clinical Trials of the Non-Radiopaque Etonogestrel Implant (IMPLANON)

Adverse Reactions All Studies
N =942
Bleeding Irregularities® 11.1%
Emotional Lability" 2.3%
Weight Increase 2.3%
Headache 1.6%
Acne 1.3%
Depression® 1.0%

* Includes “frequent”, “heavy”, “prolonged”, “spotting”, and other patterns of bleeding irregularity.
TAmong US subjects (N=330), 6.1% experienced emotional lability that led to discontinuation.
*Among US subjects (N=330), 2.4% experienced depression that led to discontinuation.

Other adverse reactions that were reported by at least 5% of subjects in the non-radiopaque etonogestrel implant clinical trials are listed in Table

Table 4: Common Adverse Reactions Reported by 25% of Subjects in Clinical
Trials With the Non-Radiopaque Etonogestrel Implant (IMPLANON)

Adverse Reactions All Studies
N =942
Headache 24.9%
Vaginitis 14.5%
Weight increase 13.7%
Acne 13.5%
Breast pain 12.8%
Abdominal pain 10.9%
Pharyngitis 10.5%
Leukorrhea 9.6%
Influenza-like symptoms 7.6%
Dizziness 7.2%
Dysmenorrhea 7.2%
Back pain 6.8%
Emotional lability 6.5%
Nausea 6.4%
Pain 5.6%
Nervousness 5.6%
Depression 5.5%
Hypersensitivity 5.4%
Insertion site pain 5.2%

In a clinical trial of NEXPLANON, in which investigators were asked to examine the implant site after insertion, implant site reactions were
reported in 8.6% of women. Erythema was the most frequent implant site complication, reported during and/or shortly after insertion, occurring in 3.3% of
subjects. Additionally, hematoma (3.0%), bruising (2.0%), pain (1.0%), and swelling (0.7%) were reported.

6.2 Postmarketing Experience

The following additional adverse reactions have been identified during post-approval use of the non-radiopaque etonogestrel implant
(IMPLANON). Because these reactions are reported voluntarily from a population of uncertain size, it is not possible to reliably estimate their frequency
or establish a causal relationship to drug exposure.

Gastrointestinal disorders: constipation, diarrhea, flatulence, vomiting.

General disorders and administration site conditions: edema, fatigue, implant site reaction, pyrexia.
Immune system disorders: anaphylactic reactions.

Infections and infestations: rhinitis, urinary tract infection.

Investigations: clinically relevant rise in blood pressure, weight decreased.

Metabolism and nutrition disorders: increased appetite.

Musculoskeletal and connective tissue disorders: arthralgia, musculoskeletal pain, myalgia.
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Nervous system disorders: convulsions, migraine, somnolence.

Pregnancy, puerperium and perinatal conditions: ectopic pregnancy.

Psychiatric disorders: anxiety, insomnia, libido decreased.

Renal and urinary disorders: dysuria.

Reproductive system and breast disorders: breast discharge, breast enlargement, ovarian cyst, pruritus genital, vulvovaginal discomfort.

Skin and subcutaneous tissue disorders: angioedema, aggravation of angioedema and/or aggravation of hereditary angioedema, alopecia, chloasma,
hypertrichosis, pruritus, rash, seborrhea, urticaria.

Vascular disorders: hot flush.

Complications related to insertion or removal of the non-radiopaque etonogestrel implant reported include: bruising, slight local irritation, pain or
itching, fibrosis at the implant site, paresthesia or paresthesia-like events, scarring and abscess.

7 DRUG INTERACTIONS

71 Changes in Contraceptive Effectiveness Associated With Coadministration of Other Products
Drugs or herbal products that induce enzymes, including CYP3A4, that metabolize progestins may decrease the plasma concentrations of
progestins, and may decrease the effectiveness of NEXPLANON. In women on long-term treatment with hepatic enzyme inducing drugs, it is
recommended to remove the implant and to advise a contraceptive method that is unaffected by the interacting drug.
Some of these drugs or herbal products that induce enzymes, including CYP3A4, include:
barbiturates
bosentan
carbamazepine
felbamate
griseofulvin
oxcarbazepine
phenytoin
rifampin
St. John’s wort
topiramate

HIV Antiretrovirals

Significant changes (increase or decrease) in the plasma levels of progestin have been noted in some cases of co-administration with HIV
protease inh bitors or with non-nucleoside reverse transcriptase inhibitors. Consult the labeling of all concurrently-used drugs to obtain further
information about interactions with hormonal contraceptives or the potential for enzyme alterations.

7.2 Increase in Plasma Concentrations of Etonogestrel Associated With Coadministered Drugs
CYP3A4 inh bitors such as itraconazole or ketoconazole may increase plasma concentrations of etonogestrel.

7.3 Changes in Plasma Concentrations of Coadministered Drugs

Hormonal contraceptives may affect the metabolism of other drugs. Consequently, plasma concentrations may either increase (for example,
cyclosporin) or decrease (for example, lamotrigine). Consult the labeling of all concurrently-used drugs to obtain further information about interactions
with hormonal contraceptives or the potential for enzyme alterations.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
NEXPLANON is not indicated for use during pregnancy [see Contraindications (4)].

Teratology studies have been performed in rats and rabbits using oral administration up to 390 and 790 times the human etonogestrel dose
(based upon body surface), respectively, and revealed no evidence of fetal harm due to etonogestrel exposure.

Studies have revealed no increased risk of birth defects in women who have used combination oral contraceptives before pregnancy or during
early pregnancy. There is no evidence that the risk associated with etonogestrel is different from that of combination oral contraceptives.

NEXPLANON should be removed if maintaining a pregnancy.

8.3 Nursing Mothers

Based on limited clinical data, NEXPLANON may be used during breastfeeding after the fourth postpartum week. Use of NEXPLANON before
the fourth postpartum week has not been studied. Small amounts of etonogestrel are excreted in breast mi k. During the first months after insertion of
NEXPLANON, when maternal blood levels of etonogestrel are highest, about 100 ng of etonogestrel may be ingested by the child per day based on an
average daily mi k ingestion of 658 mL. Based on daily milk ingestion of 150 mL/kg, the mean daily infant etonogestrel dose one month after insertion of
the non-radiopaque etonogestrel implant (IMPLANON) is about 2.2% of the weight-adjusted maternal daily dose, or about 0.2% of the estimated
absolute maternal daily dose. The health of breastfed infants whose mothers began using the non-radiopaque etonogestrel implant during the fourth to
eighth week postpartum (n=38) was evaluated in a comparative study with infants of mothers using a non-hormonal IUD (n=33). They were breastfed for
a mean duration of 14 months and followed up to 36 months of age. No significant effects and no differences between the groups were observed on the
physical and psychomotor development of these infants. No differences between groups in the production or quality of breast milk were detected.

Healthcare providers should discuss both hormonal and non-hormonal contraceptive options, as steroids may not be the initial choice for these
patients.

8.4 Pediatric Use

Safety and efficacy of NEXPLANON have been established in women of reproductive age. Safety and efficacy of NEXPLANON are expected to
be the same for postpubertal adolescents. However, no clinical studies have been conducted in women less than 18 years of age. Use of this product
before menarche is not indicated.
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8.5 Geriatric Use
This product has not been studied in women over 65 years of age and is not indicated in this population.

8.6 Hepatic Impairment
No studies were conducted to evaluate the effect of hepatic disease on the disposition of NEXPLANON. The use of NEXPLANON in women with
active liver disease is contraindicated [see Contraindications (4)].

8.7 Renal Impairment
No studies were conducted to evaluate the effect of renal disease on the disposition of NEXPLANON.

8.8 Overweight Women

The effectiveness of the etonogestrel implant in women who weighed more than 130% of their ideal body weight has not been defined because
such women were not studied in clinical trials. Serum concentrations of etonogestrel are inversely related to body weight and decrease with time after
implant insertion. It is therefore possible that NEXPLANON may be less effective in overweight women, especially in the presence of other factors that
decrease serum etonogestrel concentrations such as concomitant use of hepatic enzyme inducers.

10 OVERDOSAGE
Overdosage may result if more than one implant is inserted. In case of suspected overdose, the implant should be removed.

1 DESCRIPTION

NEXPLANON is a radiopaque, progestin-only, soft, flexible implant preloaded in a sterile, disposable applicator for subdermal use. The implant is
white/off-white, non-biodegradable and 4 cm in length with a diameter of 2 mm (see Figure 18). Each implant consists of an ethylene vinyl acetate (EVA)
copolymer core, containing 68 mg of the synthetic progestin etonogestrel, barium sulfate (radiopaque ingredient), and may also contain magnesium
stearate, surrounded by an EVA copolymer skin. Once inserted subdermally, the release rate is 60-70 mcg/day in week 5-6 and decreases to
approximately 35-45 mcg/day at the end of the first year, to approximately 30-40 mcg/day at the end of the second year, and then to approximately 25-
30 mcg/day at the end of the third year. NEXPLANON is a progestin-only contraceptive and does not contain estrogen. NEXPLANON does not contain
latex.

Figure 18 (Not to scale)

Etonogestrel [13-Ethyl-17-hydroxy-11-methylene-18,19-dinor-17a-pregn-4-en-20-yn-3-one], structurally derived from 19-nortestosterone, is the
synthetic biologically active metabolite of the synthetic progestin desogestrel. It has a molecular weight of 324.46 and the following structural formula

(Figure 19).
HQ c=cH
HoC

Co2H2g02

Figure 19

12 CLINICAL PHARMACOLOGY

121 Mechanism of Action
The contraceptive effect of NEXPLANON is achieved by suppression of ovulation, increased viscosity of the cervical mucus, and alterations in
the endometrium.

12.2 Pharmacodynamics
Exposure-response relationships of NEXPLANON are unknown.

12.3 Pharmacokinetics
Absorption
After subdermal insertion of the etonogestrel implant, etonogestrel is released into the circulation and is approximately 100% bioavailable.

In a three year clinical trial, NEXPLANON and the non-radiopaque etonogestrel implant (IMPLANON) yielded comparable systemic exposure to
etonogestrel. For NEXPLANON, the mean (+ SD) maximum serum etonogestrel concentrations were 1200 (+ 604) pg/mL and were reached within the
first two weeks after insertion (n=50). The mean (+ SD) serum etonogestrel concentration decreased gradually over time, declining to 202 (+ 55) pg/mL
at 12 months (n=41), 164 (+ 58) pg/mL at 24 months (n=37), and 138 (+ 43) pg/mL at 36 months (n=32). For the non-radiopaque etonogestrel implant
(IMPLANON), the mean (x SD) maximum serum etonogestrel concentrations were 1145 (+ 577) pg/mL and were reached within the first two weeks after

13

Reference ID: 3808594



insertion (n=53). The mean (x SD) serum etonogestrel concentration decreased gradually over time, declining to 223 (+ 73) pg/mL at 12 months (n=40),
172 (£ 77) pg/mL at 24 months (n=32), and 153 (+ 52) pg/mL at 36 months (n=30).

The pharmacokinetic profile of NEXPLANON is shown in Figure 20.

Figure 20: Mean (* SD) Serum Concentration-Time Profile of Etonogestrel After Insertion of NEXPLANON During 3 Years of Use

Distribution

The apparent volume of distribution averages about 201 L. Etonogestrel is approximately 32% bound to sex hormone binding globulin (SHBG)
and 66% bound to albumin in blood.

Metabolism

In vitro data shows that etonogestrel is metabolized in liver microsomes by the cytochrome P450 3A4 isoenzyme. The biological activity of
etonogestrel metabolites is unknown.

Excretion
The elimination half-life of etonogestrel is approximately 25 hours. Excretion of etonogestrel and its metabolites, either as free steroid or as

conjugates, is mainly in urine and to a lesser extent in feces. After removal of the implant, etonogestrel concentrations decreased below sensitivity of the
assay by one week.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

In a 24-month carcinogenicity study in rats with subdermal implants releasing 10 and 20 mcg etonogestrel per day (equal to approximately 1.8-
3.6 times the systemic steady state exposure in women using NEXPLANON), no drug-related carcinogenic potential was observed. Etonogestrel was
not genotoxic in the in vitro Ames/Salmonella reverse mutation assay, the chromosomal aberration assay in Chinese hamster ovary cells or in the in vivo
mouse micronucleus test. Fertility in rats returned after withdrawal from treatment.

14 CLINICAL STUDIES

141 Pregnancy

In clinical trials of up to 3 years duration that involved 923 subjects, 18-40 years of age at entry, and 1756 women-years of use with the non-
radiopaque etonogestrel implant (IMPLANON), the total exposures expressed as 28-day cycle equivalents by study year were:

Year 1: 10,866 cycles

Year 2: 8581 cycles

Year 3: 3442 cycles

The clinical trials excluded women who:
e Weighed more than 130% of their ideal body weight
e  Were chronically taking medications that induce liver enzymes

In the subgroup of women, 18-35 years of age at entry, 6 pregnancies during 20,648 cycles of use were reported. Two pregnancies occurred in
each of Years 1, 2, and 3. Each conception was likely to have occurred shortly before or within 2 weeks after removal of the non-radiopaque
etonogestrel implant. With these 6 pregnancies, the cumulative Pearl Index was 0.38 pregnancies per 100 women-years of use.
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14.2 Return to Ovulation

In clinical trials with the non-radiopaque etonogestrel implant (IMPLANON), the etonogestrel levels in blood decreased below sensitivity of the
assay by one week after removal of the implant. In addition, pregnancies were observed to occur as early as 7 to 14 days after removal. Therefore, a
woman should re-start contraception immediately after removal of the implant if continued contraceptive protection is desired.

14.3 Implant Insertion and Removal Characteristics

Out of 301 insertions of the NEXPLANON implant in a clinical trial, the mean insertion time (from the removal of the protection cap of the
applicator until retraction of the needle from the arm) was 27.9 + 29.3 seconds. After insertion, 300 out of 301 (99.7%) NEXPLANON implants were
palpable. The single, non-palpable implant was not inserted according to the instructions.

For 112 out of 114 (98.2%) subjects in 2 clinical trials for whom insertion and removal data were available, NEXPLANON implants were clearly
visible with use of two-dimensional x-ray after insertion. The two implants that were not clearly visible after insertion were clearly visible with two-
dimensional x-ray before removal.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
NEXPLANON is supplied as follows:

NDC 0052-0274-01

One NEXPLANON package consists of a single implant containing 68 mg etonogestrel and 15 mg of barium sulfate that is 4 cm in length and 2
mm in diameter, which is pre-loaded in the needle of a disposable applicator. The sterile applicator containing the implant is packed in a blister pack.

NDC 0052-4330-01

One NEXPLANON package consists of a single implant containing 68 mg etonogestrel, 15 mg of barium sulfate and 0.1 mg of magnesium
stearate that is 4 cm in length and 2 mm in diameter, which is pre-loaded in the needle of a disposable applicator. The sterile applicator containing the
implant is packed in a blister pack.

16.2 Storage and Handling
Store NEXPLANON (etonogestrel implant) Radiopaque at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room
Temperature]. Avoid storing NEXPLANON at temperatures above 30°C (86°F).

17 PATIENT COUNSELING INFORMATION
See FDA-Approved Patient Labeling.

Information for Patients

e  Counsel women about the insertion and removal procedure of the NEXPLANON implant. Provide the woman with a copy of the Patient
Labeling and ensure that she understands the information in the Patient Labeling before insertion and removal. A USER CARD and consent
form are included in the packaging. Have the woman complete a consent form and retain it in your records. The USER CARD should be
filled out and given to the woman after insertion of the NEXPLANON implant so that she will have a record of the location of the implant in
the upper arm and when it should be removed.

e  Counsel women that NEXPLANON does not protect against HIV infection (AIDS) or other sexually transmitted diseases.

e  Counsel women that the use of NEXPLANON may be associated with changes in their normal menstrual bleeding patterns so that they
know what to expect.

FDA-Approved Patient Labeling
See the full patient product information for NEXPLANON.

Manufactured for: Merck Sharp & Dohme Corp., a subsidiary of
€29 MERCK & CO, INC., Whitehouse Station, N.J 08889, USA

Manufactured by: N.V. Organon, Oss, The Netherlands, a subsidiary of Merck & Co., Inc., Whitehouse Station, NJ 08889, USA

For patent information: www.merck.com/product/patent/home.html
Copyright © 2011 Merck Sharp & Dohme B.V., a subsidiary of Merck & Co., Inc.
All rights reserved.

Revised: 08/2015
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FDA-Approved Patient Labeling

NEXPLANON® (etonogestrel implant)
Radiopaque
Subdermal Use Only

NEXPLANON® does not protect against HIV infection (the virus that causes AIDS) or other sexually transmitted diseases.
Read this Patient Information leaflet carefully before you decide if NEXPLANON is right for you. This information does not take the
place of talking with your healthcare provider. If you have any questions about NEXPLANON, ask your healthcare provider.

What is NEXPLANON?

NEXPLANON is a hormone-releasing birth control implant for use by women to prevent pregnancy for up to 3 years. The implant is
a flexible plastic rod about the size of a matchstick that contains a progestin hormone called etonogestrel. It contains a small amount
of barium sulfate so that the implant can be seen by X-ray, and may also contain magnesium stearate. Your healthcare provider will
insert the implant just under the skin of the inner side of your upper arm. You can use a single NEXPLANON implant for up to 3
years. NEXPLANON does not contain estrogen.

What if | need birth control for more than 3 years?
The NEXPLANON implant must be removed after 3 years. Your healthcare provider can insert a new implant under your skin after
taking out the old one if you choose to continue using NEXPLANON for birth control.

What if | change my mind about birth control and want to stop using NEXPLANON before 3 years?

Your healthcare provider can remove the implant at any time. You may become pregnant as early as the first week after removal of
the implant. If you do not want to get pregnant after your healthcare provider removes the NEXPLANON implant, you should start
another birth control method right away.

How does NEXPLANON work?
NEXPLANON prevents pregnancy in several ways. The most important way is by stopping the release of an egg from your ovary.
NEXPLANON also thickens the mucus in your cervix and this change may keep sperm from reaching the egg. NEXPLANON also
changes the lining of your uterus.

How well does NEXPLANON work?

When the NEXPLANON implant is placed correctly, your chance of getting pregnant is very low (less than 1 pregnancy per 100
women who use NEXPLANON for 1 year). It is not known if NEXPLANON is as effective in very overweight women because studies
did not include many overweight women.

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.
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. * |mplants
Fewer than 1 pregnancy per Fewer Pregnancies e
100 women in one year ¢ Injections
» Intrauterine devices
o Sterilization
« Birth control pills
o Skin patch
* Vaginal ring with hormones
* Condoms
e Diaphragm
10-20 pregnancies
per 100 women
in one year - -
¢ No sex during the most fertile days of
the monthly cycle
e Spermmicide
o Withdrawal
y . * No birth control
85 or more pregnancies per More Pregnancies
100 women in one year

Who should not use NEXPLANON?
Do not use NEXPLANON if you:
e  Are pregnant or think you may be pregnant
» Have, or have had blood clots, such as blood clots in your legs (deep venous thrombosis), lungs (pulmonary embolism),
eyes (total or partial blindness), heart (heart attack), or brain (stroke)
Have liver disease or a liver tumor
Have unexplained vaginal bleeding
Have breast cancer or any other cancer that is sensitive to progestin (a female hormone), now or in the past
Are allergic to anything in NEXPLANON

Tell your healthcare provider if you have or have had any of the conditions listed above. Your healthcare provider can suggest a
different method of birth control.

In addition, talk to your healthcare provider about using NEXPLANON if you:
Have diabetes
Have high cholesterol or triglycerides
Have headaches
Have gal bladder or kidney problems
Have a history of depressed mood
Have high blood pressure
Have an allergy to numbing medicines (anesthetics) or medicines used to clean your skin (antiseptics). These medicines
will be used when the implant is placed into or removed from your arm.
2
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Interaction with Other Medicines
Tell your healthcare provider about all the medicines you take, including prescription and non-prescription medicines, vitamins and
herbal supplements. Certain medicines may make NEXPLANON less effective, including:

barbiturates
bosentan
carbamazepine
fe bamate
griseofulvin
oxcarbazepine
phenytoin
rifampin

St. John's wort
topiramate
HIV medicines

Ask your healthcare provider if you are not sure if your medicine is one listed above.

If there are medicines that you have been taking for a long time, that make NEXPLANON less effective, tell your healthcare
provider. Your healthcare provider may remove the NEXPLANON implant and recommend a birth control method that can be used
effectively with these medicines.

When you are using NEXPLANON, tell all of your healthcare providers that you have NEXPLANON in place in your arm.
How is the NEXPLANON implant placed and removed?

Your healthcare provider will place and remove the NEXPLANON implant in a minor surgical procedure in his or her office. The
implant is placed just under the skin on the inner side of your upper arm.

The timing of insertion is important. Your healthcare provider may:
e  Perform a pregnancy test before inserting NEXPLANON
. Schedule the insertion at a specific time of your menstrual cycle (for example, within the first days of your regular
menstrual bleeding)

Immediately after the NEXPLANON implant has been placed, you and your healthcare provider should check that the
implant is in your arm by feeling for it.

If you and your healthcare provider cannot feel the NEXPLANON implant, use a non-hormonal birth control method (such
as condoms) until your healthcare provider confirms that the implant is in place. You may need special tests to check that the
implant is in place or to help find the implant when it is time to take it out.

Your healthcare provider will cover the site where NEXPLANON was placed with 2 bandages. Leave the top bandage on for 24
hours. Keep the smaller bandage clean, dry, and in place for 3 to 5 days.

You will be asked to review and sign a consent form prior to inserting the NEXPLANON implant. You will also get a USER CARD to
keep at home with your health records. Your healthcare provider will fill out the USER CARD with the date the implant was inserted
and the date the implant is to be removed. Keep track of the date the implant is to be removed. Schedule an appointment with your
healthcare provider to remove the implant on or before the removal date.

Be sure to have checkups as advised by your healthcare provider.

What are the most common side effects | can expect while using NEXPLANON?

e Changes in Menstrual Bleeding Patterns (menstrual periods)

The most common side effect of NEXPLANON is a change in your normal menstrual bleeding pattern. In studies, one out of ten
women stopped using the implant because of an unfavorable change in their bleeding pattern. You may experience longer or
shorter bleeding during your periods or have no bleeding at all. The time between periods may vary, and in between periods you
may also have spotting.

Tell your healthcare provider right away if:
e  You think you may be pregnant
e  Your menstrual bleeding is heavy and prolonged

Besides changes in menstrual bleeding patterns, other frequent side effects that caused women to stop using the implant include:

. Mood swings
e  Weight gain
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. Headache
e Acne
. Depressed mood

Other common side effects include:
. Headache
Vaginitis (inflammation of the vagina)
Weight gain
Acne
Breast pain
Viral infections such as sore throats or flu-l ke symptoms
Stomach pain
Painful periods
Mood swings, nervousness, or depressed mood
Back pain
Nausea
Dizziness
Pain
Pain at the site of insertion

This is not a complete list of poss ble side effects. For more information, ask your healthcare provider for advice about any side
effects that concern you. You may report side effects to the FDA at 1-800-FDA-1088.

What are the possible risks of using NEXPLANON?

e  Problems with Insertion and Removal

The implant may not be placed in your arm at all due to a failed insertion. If this happens, you may become pregnant. Immediately
after insertion, and with help from your healthcare provider, you should be able to feel the implant under your skin. If you can't feel
the implant, tell your healthcare provider.

Removal of the implant may be very difficult or imposs ble because the implant is not where it should be. Special procedures,
including surgery in the hospital, may be needed to remove the implant. If the implant is not removed, then the effects of
NEXPLANON will continue for a longer period of time.

Other problems related to insertion and removal are:
e  Pain, irritation, swelling, or bruising at the insertion site
Scarring, including a thick scar called a keloid around the insertion site
Infection
Scar tissue may form around the implant making it difficult to remove
The implant may come out by itself. You may become pregnant if the implant comes out by itself. Use a back up birth
control method and call your healthcare provider right away if the implant comes out.
e  The need for surgery in the hospital to remove the implant
. Injury to nerves or blood vessels in your arm
e  The implant breaks making removal difficult

e  Ectopic Pregnancy

If you become pregnant while using NEXPLANON, you have a slightly higher chance that the pregnancy will be ectopic (occurring
outside the womb) than do women who do not use birth control. Unusual vaginal bleeding or lower stomach (abdominal) pain may
be a sign of ectopic pregnancy. Ectopic pregnancy is a medical emergency that often requires surgery. Ectopic pregnancies can
cause serious internal bleeding, infertility, and even death. Call your healthcare provider right away if you think you are pregnant or
have unexplained lower stomach (abdominal) pain.

e  Ovarian Cysts
Cysts may develop on the ovaries and usually go away without treatment but sometimes surgery is needed to remove them.

e  Breast Cancer
It is not known whether NEXPLANON use changes a woman’s risk for breast cancer. If you have breast cancer now, or have had it
in the past, do not use NEXPLANON because some breast cancers are sensitive to hormones.

e  Serious Blood Clots
NEXPLANON may increase your chance of serious blood clots, especially if you have other risk factors such as smoking. It is
possible to die from a problem caused by a blood clot, such as a heart attack or a stroke.

Some examples of serious blood clots are blood clots in the:
. Legs (deep vein thrombosis)
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. Lungs (pulmonary embolism)

. Brain (stroke)

. Heart (heart attack)

. Eyes (total or partial blindness)

The risk of serious blood clots is increased in women who smoke. If you smoke and want to use NEXPLANON, you should quit.
Your healthcare provider may be able to help.

Tell your healthcare provider at least 4 weeks before if you are going to have surgery or will need to be on bed rest. You have an
increased chance of getting blood clots during surgery or bed rest.

. Other Risks

A few women who use birth control that contains hormones may get:
. High blood pressure
. Gallbladder problems
. Rare cancerous or noncancerous liver tumors

. Broken or Bent Implant
If you feel that the implant may have broken or bent while in your arm, contact your healthcare provider.

When should | call my healthcare provider?
Call your healthcare provider right away if you have:
e  Pain in your lower leg that does not go away
Severe chest pain or heaviness in the chest
Sudden shortness of breath, sharp chest pain, or coughing blood
Symptoms of a severe allergic reaction, such as swollen face, tongue or throat; trouble breathing or swallowing
Sudden severe headache unlike your usual headaches
Weakness or numbness in your arm, leg, or trouble speaking
Sudden partial or complete blindness
Yellowing of your skin or whites of your eyes, especially with fever, tiredness, loss of appetite, dark colored urine, or light
colored bowel movements
Severe pain, swelling, or tenderness in the lower stomach (abdomen)
Lump in your breast
Problems sleeping, lack of energy, tiredness, or you feel very sad
Heavy menstrual bleeding

What if | become pregnant while using NEXPLANON?

You should see your healthcare provider right away if you think that you may be pregnant. It is important to remove the implant and
make sure that the pregnancy is not ectopic (occurring outside the womb). Based on experience with other hormonal
contraceptives, NEXPLANON is not | kely to cause birth defects.

Can | use NEXPLANON when | am breastfeeding?

If you are breastfeeding your child, you may use NEXPLANON if 4 weeks have passed since you had your baby. A small amount of
the hormone contained in NEXPLANON passes into your breast milk. The health of breast-fed children whose mothers were using
the implant has been studied up to 3 years of age in a small number of children. No effects on the growth and development of the
children were seen. If you are breastfeeding and want to use NEXPLANON, talk with your healthcare provider for more information.

Additional Information

This Patient Information leaflet contains important information about NEXPLANON. If you would like more information, ta k with your
healthcare provider. You can ask your healthcare provider for information about NEXPLANON that is written for healthcare
professionals. You may also call 1-877-467-5266 or visit wwvw.NEXPLANON-USA.com.

Manufactured for: Merck Sharp & Dohme Corp., a subsidiary of
€9 MERCK & CO, INC., Whitehouse Station, NJ 08889, USA

Manufactured by: N.V. Organon, Oss, The Netherlands, a subsidiary of Merck & Co., Inc., Whitehouse Station, NJ 08889, USA

For patent information: www.merck.com/product/patent/home.html
Copyright © 2011 Merck Sharp & Dohme B.V., a subsidiary of Merck & Co., Inc.
All rights reserved.

Revised: 08/2015
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
IMPLANON safely and effectively. See full prescribing information
for IMPLANON.

IMPLANON® (etonogestrel implant), for subdermal use
Initial U.S. Approval: 2001

--------------------------- RECENT MAJOR CHANGES ---------------===-==-----
Dosage and Administration

Removal of IMPLANON (2.3) 08/2015
Warnings and Precautions

In Situ Broken or Bent Implant (5.16) 08/2015

INDICATIONS AND USAGE
IMPLANON is a progestin indicated for use by women to prevent
pregnancy. (1)

----------------------- DOSAGE AND ADMINISTRATION -----------nmeemmeee-
Insert one IMPLANON subdermally just under the skin at the inner side
of the non-dominant upper arm. IMPLANON must be removed no later
than by the end of the third year. (2)

--------------------- DOSAGE FORMS AND STRENGTHS ---------==s=nnmeeem
IMPLANON consists of a single, rod-shaped implant, containing 68 mg
etonogestrel, pre-loaded in the needle of a disposable applicator. (3)

CONTRAINDICATIONS

. Known or suspected pregnancy (4)

. Current or past history of thrombosis or thromboembolic disorders
(4,5.4)

. Liver tumors, benign or malignant, or active liver disease (4, 5.7)

e Undiagnosed abnormal genital bleeding (4, 5.2)

. Known or suspected breast cancer, personal history of breast
cancer, or other progestin-sensitive cancer, now or in the past (4,
5.6)

e Allergic reaction to any of the components of IMPLANON (4, 6)

----------------------- WARNINGS AND PRECAUTIONS ------snmeemmemmaeaane
. Insertion and removal complications: Pain, paresthesias,
bleeding, hematoma, scarring or infection may occur. (5.1)

. Menstrual bleeding pattern: Counsel women regarding changes in
bleeding frequency, intensity, or duration. (5.2)

. Ectopic pregnancies: Be alert to the possibility of an ectopic
pregnancy in women using IMPLANON who become pregnant or
complain of lower abdominal pain. (5.3)

e  Thrombotic and other vascular events: The IMPLANON implant
should be removed in the event of a thrombosis. (5.4)

. Liver disease: Remove the IMPLANON implant if jaundice occurs.
(5.7)

. Elevated blood pressure: The IMPLANON implant should be
removed if blood pressure rises significantly and becomes
uncontrolled. (5.9)

. Carbohydrate and lipid metabolic effects: Monitor prediabetic and
diabetic women using IMPLANON. (5.11)

ADVERSE REACTIONS
Most common (210%) adverse reactions reported in clinical trials were
change in menstrual bleeding pattern, headache, vaginitis, weight
increase, acne, breast pain, abdominal pain, and pharyngitis. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Merck
Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., at 1-877-
888-4231 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
Drugs or herbal products that induce certain enzymes, such as
CYP3A4, may decrease the effectiveness of progestin hormonal
contraceptives or increase breakthrough bleeding. (7.1)

----------------------- USE IN SPECIFIC POPULATIONS ----==s===ssnmmmneann

. Pregnant women: IMPLANON should be removed if maintaining a
pregnancy. (8.1)

e  Overweight women: IMPLANON may become less effective in
overweight women over time, especially in the presence of other
factors that decrease etonogestrel concentrations, such as
concomitant use of hepatic enzyme inducers. (8.8)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: 08/2015
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
IMPLANON® is indicated for use by women to prevent pregnancy.

2 DOSAGE AND ADMINISTRATION
The efficacy of IMPLANON does not depend on daily, weekly or monthly administration.

All healthcare providers should receive instruction and training prior to performing insertion and/or removal of IMPLANON.

A single IMPLANON implant is inserted subdermally in the upper arm. To reduce the risk of neural or vascular injury, the
implant should be inserted at the inner side of the non-dominant upper arm about 8-10 cm (3-4 inches) above the medial epicondyle
of the humerus. The implant should be inserted subdermally just under the skin to avoid the large blood vessels and nerves that lie
deeper in the subcutaneous tissues in the sulcus between the triceps and biceps muscles. IMPLANON must be inserted by the
expiration date stated on the packaging. IMPLANON is a long-acting (up to 3 years), reversible, hormonal contraceptive method.
The implant must be removed by the end of the third year and may be replaced by a new implant at the time of removal, if continued
contraceptive protection is desired.

21 Initiating Contraception with IMPLANON
IMPORTANT: Rule out pregnancy before inserting the implant.
Timing of insertion depends on the woman'’s recent contraceptive history, as follows:

¢ No preceding hormonal contraceptive use in the past month

IMPLANON should be inserted between Day 1 (first day of menstrual bleeding) and Day 5 of the menstrual cycle, even
if the woman is still bleeding.

If inserted as recommended, back-up contraception is not necessary. If deviating from the recommended timing of
insertion, the woman should be advised to use a barrier method until 7 days after insertion. If intercourse has already
occurred, pregnancy should be excluded.

o Switching contraceptive method to IMPLANON

Combination hormonal contraceptives:

IMPLANON should preferably be inserted on the day after the last active tablet of the previous combined oral
contraceptive or on the day of the removal of the vaginal ring or transdermal patch. At the latest, IMPLANON should be
inserted on the day following the usual tablet-free, ring-free, patch-free or placebo tablet interval of the previous combined
hormonal contraceptive.

If inserted as recommended, back-up contraception is not necessary. If deviating from the recommended timing of
insertion, the woman should be advised to use a barrier method until 7 days after insertion. If intercourse has already
occurred, pregnancy should be excluded.

Progestin-only contraceptives:

There are several types of progestin-only methods. IMPLANON should be inserted as follows:
» Injectable Contraceptives: Insert IMPLANON on the day the next injection is due.

*  Minipill: A woman may switch to IMPLANON on any day of the month. IMPLANON should be inserted within
24 hours after taking the last tablet.

*  Contraceptive implant or intrauterine system (IUS): Insert IMPLANON on the same day as the previous
contraceptive implant or IUS is removed.

If inserted as recommended, back-up contraception is not necessary. If deviating from the recommended timing of
insertion, the woman should be advised to use a barrier method until 7 days after insertion. If intercourse has already
occurred, pregnancy should be excluded.

e Following abortion or miscarriage

. First Trimester: IMPLANON should be inserted within 5 days following a first trimester abortion or miscarriage.

. Second Trimester: Insert IMPLANON between 21 to 28 days following second trimester abortion or miscarriage.
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If inserted as recommended, back-up contraception is not necessary. If deviating from the recommended timing of
insertion, the woman should be advised to use a barrier method until 7 days after insertion. If intercourse has already
occurred, pregnancy should be excluded.

o Postpartum

. Not Breastfeeding: IMPLANON should be inserted between 21 to 28 days postpartum. If inserted as
recommended, back-up contraception is not necessary. If deviating from the recommended timing of insertion,
the woman should be advised to use a barrier method until 7 days after insertion. If intercourse has already
occurred, pregnancy should be excluded.

. Breastfeeding: IMPLANON should be inserted after the fourth postpartum week [see Use in Specific Populations
(8.3)]. The woman should be advised to use a barrier method until 7 days after insertion. If intercourse has
already occurred, pregnancy should be excluded.

2.2 Insertion of IMPLANON

The basis for successful use and subsequent removal of IMPLANON is a correct and carefully performed subdermal
insertion of the single, rod-shaped implant in accordance with the instructions. Both the healthcare provider and the woman should
be able to feel the implant under the skin after placement.

All healthcare providers performing insertions and/or removals of IMPLANON should receive instructions and
training prior to inserting or removing the implant. Information concerning the insertion and removal of IMPLANON will be
sent upon request free of charge [1-877-IMPLANON (1-877-467-5266)].

Preparation

Prior to inserting IMPLANON carefully read the instructions for insertion as well as the full prescribing information.

Before insertion of IMPLANON, the healthcare provider should confirm that:
The woman is not pregnant nor has any other contraindication for the use of IMPLANON [see Contraindications (4)].
The woman has had a medical history and physical examination, including a gynecologic examination, performed.
The woman understands the benefits and risks of IMPLANON.
The woman has received a copy of the Patient Labeling included in packaging.
The woman has reviewed and completed a consent form to be maintained with the woman'’s chart.
The woman does not have allergies to the antiseptic and anesthetic to be used during insertion.

Insert IMPLANON under aseptic conditions.

The following equipment is needed for the implant insertion:

An examination table for the woman to lie on

Sterile surgical drapes, sterile gloves, antiseptic solution, sterile marker (optional)
Local anesthetic, needles, and syringe

Sterile gauze, adhesive bandage, pressure bandage

An applicator and its parts are shown below (Figures 1a and 1b).

Figure 1a (Not to scale)
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applicator seal
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applicator

The procedure used for IMPLANON insertion is opposite from that of an injection. The obturator keeps IMPLANON
in place while the cannula is retracted. The obturator must remain fixed in place while the cannula with needle is retracted

@ Grooved tip i}bturator support

G —

needle |—|_|
— S 1111111111D) I cannula

location of IMPLANON

IMPLANON
_—
4 cm
= ———am needle shield
Figure 1b

Grooved tip

Grooved tip of obturator (enlarged)

from the arm. Do not push the obturator.

Insertion Procedure

Step 1.

Have the woman lie on her back on the examination table with her non-dominant arm flexed at the elbow and

obturator

externally rotated so that her wrist is parallel to her ear or her hand is positioned next to her head (Figure 2).
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Figure 2
Step 2. Identify the insertion site, which is at the inner side of the non-dominant upper arm about 8-10 cm (3-4 inches)

above the medial epicondyle of the humerus (Figure 3). The implant should be inserted subdermally just under the skin to
avoid the large blood vessels and nerves that lie deeper in the subcutaneous tissue in the sulcus between the triceps and
biceps muscles [see Warnings and Precautions (5.1)].

Step 3. Make two marks with a sterile marker: first, mark the spot where the etonogestrel implant will be inserted, and
second, mark a spot a few centimeters proximal to the first mark (Figure 3). This second mark will later serve as a direction guide
during insertion.

Figure 3
Step 4. Clean the insertion site with an antiseptic solution.
Step 5. Anesthetize the insertion area (for example, with anesthetic spray or by injecting 2 mL of 1% lidocaine just

under the skin along the planned insertion tunnel).

Step 6. Remove the sterile pre-loaded disposable IMPLANON applicator carrying the implant from its blister. Keep the
IMPLANON needle and rod sterile. The applicator should not be used if sterility is in question. If contamination occurs, use a new
package of IMPLANON with a new sterile applicator.

Step 7. Keep the shield on the needle and look for the IMPLANON rod, seen as a white cylinder inside the needle tip.

Step 8. If you don’t see the IMPLANON rod, tap the top of the needle shield against a firm surface to bring the implant
into the needle tip.

Step 9. Following visual confirmation, lower the IMPLANON rod back into the needle by tapping it back into the needle
tip. Then remove the needle shield, while holding the applicator upright.

Step 10. Note that IMPLANON can fall out of the needle. Therefore, after you remove the needle shield, keep the
applicator in the upright position until the moment of insertion

Step 11. With your free hand, stretch the skin around the insertion site with thumb and index finger (Figure 4).
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Figure 4

Step 12. At a slight angle (not greater than 20 ), insert only the tip of the needle with the beveled side up into the
insertion site (Figure 5).

Figure 5

Step 13. Lower the applicator to a horizontal position. Lift the skin up with the tip of the needle, but keep the needle in
the subdermal connective tissue (Figure 6).

Figure 6

Step 14.  While “tenting” (lifting) the skin, gently insert the needle to its full length. Keep the needle parallel to the surface
of the skin during insertion (Figure 7).
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Figure 7

Step 15. If IMPLANON is placed too deeply, the removal process can be difficult or impossible. If the needle is
not inserted to its full length, the implant may protrude from the insertion site and fall out.
Step 16. Break the seal of the applicator by pressing the obturator support (Figure 8).

4

Figure 8

Step 17.  Turn the obturator 90 in either direction with respect to the needle (Figure 9).

Figure 9
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Step 18.  While holding the obturator fixed in place on the arm, fully retract the cannula (Figure 10). Note: This
procedure is opposite from an injection. Do not push the obturator. By holding the obturator fixed in place on the arm and
fully retracting the cannula, the implant will be left in its correct subdermal position. Do not simultaneously retract the
obturator and cannula from the patient’s arm.

/]

Figure 10

In this figure, the right hand is holding the obturator in place while the left hand is retracting the cannula.

Step 19. Confirm that the implant has been inserted by checking the tip of the needle for the absence of the implant.
After insertion of the implant, the grooved tip of the obturator will be visible inside the needle (Figure 11).

Grooved tip

Figure 11

Step 20. Always verify the presence of the implant in the woman’s arm immediately after insertion by palpation.
By palpating both ends of the implant, you should be able to confirm the presence of the 4-cm rod (Figure 12).
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Figure 12

If you cannot feel the implant or are in doubt of its presence,

e Check the tip of the needle for the absence of the implant. After insertion of the implant, the grooved tip of the obturator
will be visible inside the needle.

o Use other methods to confirm the presence of the implant. Suitable methods to locate are: ultrasound (US) with a high-
frequency linear array transducer (10 MHz or greater) or magnetic resonance imaging (MRI). Please note that the
IMPLANON rod is not radiopaque and cannot be seen by X-ray or CT scan. If ultrasound and MRI fail, call 1-877-
IMPLANON (1-877-467-5266) for information on the procedure for measuring etonogestrel blood levels.

Until the presence of the implant has been verified, the woman should be advised to use a non-hormonal
contraceptive method, such as condoms.

Step 21. Place a small adhesive bandage over the insertion site. Request that the woman palpate the implant.

Step 22.  Apply a pressure bandage with sterile gauze to minimize bruising. The woman may remove the pressure
bandage in 24 hours and the small bandage over the insertion site in 3 to 5 days.

Step 23. Complete the USER CARD and give it to the woman to keep. Also, complete the PATIENT CHART LABEL and
affix it to the woman's medical record.

Step 24. The applicator is for single use only and should be disposed in accordance with the Center for Disease
Control and Prevention guidelines for handling of hazardous waste.

2.3 Removal of IMPLANON
Preparation

Before initiating the removal procedure, the healthcare provider should carefully read the instructions for removal and
consult the USER CARD and/or the PATIENT CHART LABEL for the location of the implant. The exact location of the implant in the
arm should be verified by palpation. If the implant is not palpable, ultrasound with a high-frequency linear array transducer (10 MHz
or greater) or magnetic resonance imaging can be performed to verify its presence.

A non-palpable implant should always be first located prior to removal. Suitable methods for localization include ultrasound
with a high-frequency linear array transducer (10 MHz or greater) or magnetic resonance imaging. If these imaging methods fail to
locate the implant, etonogestrel blood level determination can be used for verification of the presence of the implant. For details on
etonogestrel blood level determination, call 1-877-IMPLANON (1-877-467-5266) for further instructions.

After localization of a non-palpable implant, consider conducting removal with ultrasound guidance.

There have been occasional reports of migration of the implant; usually this involves minor movement relative to the original
position. This may complicate localization of the implant by palpation, ultrasound or magnetic resonance imaging, and removal may
require a larger incision and more time.

Exploratory surgery without knowledge of the exact location of the implant is strongly discouraged. Removal of
deeply inserted implants should be conducted with caution in order to prevent injury to deeper neural or vascular structures in the
arm and be performed by healthcare providers familiar with the anatomy of the arm.

Before removal of the implant, the healthcare provider should confirm that:
e The woman does not have allergies to the antiseptic or anesthetic to be used.

Remove the implant under aseptic conditions.

The following equipment is needed for removal of the implant:
e An examination table for the woman to lie on
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Sterile surgical drapes, sterile gloves, antiseptic solution, sterile marker (optional)
Local anesthetic, needles, and syringe

Sterile scalpel, forceps (straight and curved mosquito)

Skin closure, sterile gauze, adhesive bandage and pressure bandages

Removal Procedure

Step 1. Clean the site where the incision will be made and apply an antiseptic. Locate the implant by palpation and
mark the distal end (end closest to the elbow), for example, with a sterile marker (Figure 13).

ol

—_

Figure 13

Step 2. Anesthetize the arm, for example, with 0.5 to 1 mL 1% lidocaine at the marked site where the incision will be
made (Figure 14). Be sure to inject the local anesthetic under the implant to keep it close to the skin surface.

BESR

Figure 14

Step 3. Push down the proximal end of the implant (Figure 15) to stabilize it; a bulge may appear indicating the distal
end of the implant. Starting at the distal tip of the implant, make a longitudinal incision of 2 mm towards the elbow.

\
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Figure 15
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Step 4. Gently push the implant towards the incision until the tip is visible. Grasp the implant with forceps (preferably
curved mosquito forceps) and gently remove the implant (Figure 16).

S

B
Figure 16
Step 5. If the implant is encapsulated, make an incision into the tissue sheath and then remove the implant with the
forceps (Figures 17 and 18).
Figure 17 Figure 18
Step 6. If the tip of the implant does not become visible in the incision, gently insert a forceps into the incision (Figure
19). Flip the forceps over into your other hand (Figure 20).
Figure 19 Figure 20
Step 7. With a second pair of forceps carefully dissect the tissue around the implant and grasp the implant (Figure 21).
The implant can then be removed.
11
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Figure 21

Step 8. Confirm that the entire implant, which is 4 cm long, has been removed by measuring its length. There have
been reports of broken implants while in the patient's arm. In some cases, difficult removal of the broken implant has been reported.
If a partial implant (less than 4 cm) is removed, the remaining piece should be removed by following the instructions in section 2.3.
[See Dosage and Administration (2.3).] If the woman would like to continue using IMPLANON, a new implant may be inserted
immediately after the old implant is removed using the same incision [see Dosage and Administration (2.4)].

Step 9. After removing the implant, close the incision with a steri-strip and apply an adhesive bandage.

Step 10. Apply a pressure bandage with sterile gauze to minimize bruising. The woman may remove the pressure
bandage in 24 hours and the small bandage in 3 to 5 days.

2.4 Replacing IMPLANON
Immediate replacement can be done after removal of the previous implant and is similar to the insertion procedure described
in section 2.2 Insertion of IMPLANON.

The new implant may be inserted in the same arm, and through the same incision from which the previous implant was
removed. If the same incision is being used to insert a new implant, anesthetize the insertion site [for example, 2 mL lidocaine (1%)]
applying it just under the skin along the ‘insertion canal.’

Follow the subsequent steps in the insertion instructions [see Dosage and Administration (2.2)].

3 DOSAGE FORMS AND STRENGTHS
Single, off-white, soft, flex ble, ethylene vinylacetate (EVA) implant, 4 cm in length and 2 mm in diameter containing 68 mg
etonogestrel.

4 CONTRAINDICATIONS
IMPLANON should not be used in women who have
. Known or suspected pregnancy
Current or past history of thrombosis or thromboembolic disorders
Liver tumors, benign or malignant, or active liver disease
Undiagnosed abnormal genital bleeding
Known or suspected breast cancer, personal history of breast cancer, or other progestin-sensitive cancer, now or in the
past
. Allergic reaction to any of the components of IMPLANON [see Adverse Reactions (6)]

5 WARNINGS AND PRECAUTIONS
The following information is based on experience with either IMPLANON, other progestin-only contraceptives, or
experience with combination (estrogen plus progestin) oral contraceptives.

5.1 Complications of Insertion and Removal

IMPLANON should be inserted subdermally so that it will be palpable after insertion, and this should be confirmed by
palpation immediately after insertion. Failure to insert IMPLANON properly may go unnoticed unless it is palpated immediately after
insertion. Undetected failure to insert the implant may lead to an unintended pregnancy. Complications related to insertion and
removal procedures, such as pain, paresthesias, bleeding, hematoma, scarring or infection, may occur. Occasionally in post-
marketing use, implant insertions have failed because the implant fell out of the needle or remained in the needle during insertion.

If IMPLANON is inserted too deeply (intramuscular or in the fascia), neural or vascular injury may occur. To reduce the risk
of neural or vascular injury, IMPLANON should be inserted at the inner side of the non-dominant upper arm about 8-10 cm (3-4
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inches) above the medial epicondyle of the humerus. IMPLANON should be inserted subdermally just under the skin to avoid the
large blood vessels and nerves that lie deeper in the subcutaneous tissues in the sulcus between the triceps and biceps muscles.
Deep insertions of IMPLANON have been associated with paraesthesia (due to neural injury) and migration of the implant (due to
intramuscular or fascial insertion), and in a very few cases with intravascular insertion. If infection develops at the insertion site, start
suitable treatment. If the infection persists, the implant should be removed. Incomplete insertions or infections may lead to
expulsion. In postmarketing use there have been cases of failure to localize and remove the implant, probably due to deep insertion.
There has been 1 case of an intravascular insertion reported post-marketing which led to inability to remove the implant.

Implant removal may be difficult or impossible if the implant is not inserted correctly, is inserted too deeply, not palpable,
encased in f brous tissue, or has migrated. Deep insertions may lead to difficult localization of the implant and may also result in the
need for a surgical procedure in an operating room in order to remove the implant. Exploratory surgery without knowledge of the
exact location of the implant is strongly discouraged. Removal of deeply inserted implants should be conducted with caution in order
to prevent injury to deeper neural or vascular structures in the arm and be performed by healthcare providers familiar with the
anatomy of the arm. Failure to remove the implant may result in continued effects of etonogestrel, such as compromised fertility,
ectopic pregnancy, or persistence or occurrence of a drug-related adverse event.

5.2 Changes in Menstrual Bleeding Patterns

After starting IMPLANON, women are likely to have a change from their normal menstrual bleeding pattern. These may
include changes in bleeding frequency (absent, less, more frequent or continuous), intensity (reduced or increased) or duration. In
clinical trials, bleeding patterns ranged from amenorrhea (1 in 5 women) to frequent and/or prolonged bleeding (1 in 5 women). The
bleeding pattern experienced during the first three months of IMPLANON use is broadly predictive of the future bleeding pattern for
many women. Women should be counseled regarding the bleeding pattern changes they may experience so that they know what to
expect. Abnormal bleeding should be evaluated as needed to exclude pathologic conditions or pregnancy.

In clinical studies of IMPLANON, reports of changes in bleeding pattern were the most common reason for stopping
treatment (11.1%). Irregular bleeding (10.8%) was the single most common reason women stopped treatment, while amenorrhea
(0.3%) was cited less frequently. In these studies, women had an average of 17.7 days of bleeding or spotting every 90 days (based
on 3,315 intervals of 90 days recorded by 780 patients). The percentages of patients having 0, 1-7, 8-21, or >21 days of spotting or
bleeding over a 90-day interval while using the IMPLANON implant are shown in Table 1.

Table 1: Percentages of Patients with 0, 1 - 7, 8 - 21, or >21 Days of Spotting or Bleeding Over a 90-Day Interval
While Using IMPLANON

Total Days of Spotting Percentage of Patients

or Bleeding Treatment Days 91-180 Treatment Days 271-360 | Treatment Days 631-720
(N = 745) (N = 657) (N = 547)

0 Days 19% 24% 17%

1-7 Days 15% 13% 12%

8-21 Days 30% 30% 37%

>21 Days 35% 33% 35%

Bleeding patterns observed with use of IMPLANON for up to 2 years, and the proportion of 90-day intervals with these
bleeding patterns, are summarized in Table 2.

Table 2: Bleeding Patterns Using IMPLANON during the First 2 Years of Use’

BLEEDING PATTERNS DEFINITIONS ot

Infrequent Less than three bleeding and/or spotting episodes in 90 33.6
days (excluding amenorrhea)

Amenorrhea No bleeding and/or spotting in 90 days 22.2

Prolonged Any bleeding and/or spotting episode lasting more than 17.7
14 days in 90 days

Frequent More than 5 bleeding and/or spotting episodes in 90 6.7
days

Based on 3,315 recording periods of 90 day's duration in 780 women, excluding the first 90 days after implant insertion
9% = Percentage of 90-day intervals with this pattern

In case of undiagnosed, persistent, or recurrent abnormal vaginal bleeding, appropriate measures should be conducted to
rule out malignancy.

5.3 Ectopic Pregnancies

As with all progestin-only contraceptive products, be alert to the poss bility of an ectopic pregnancy among women using
IMPLANON who become pregnant or complain of lower abdominal pain. Although ectopic pregnancies are uncommon among
women using IMPLANON, a pregnancy that occurs in a woman using IMPLANON may be more likely to be ectopic than a
pregnancy occurring in a woman using no contraception.
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5.4 Thrombotic and Other Vascular Events

The use of combination hormonal contraceptives (progestin plus estrogen) increases the risk of vascular events, including
arterial events (strokes and myocardial infarctions) or deep venous thrombotic events (venous thromboembolism, deep venous
thrombosis, retinal vein thrombosis, and pulmonary embolism). IMPLANON is a progestin-only contraceptive. It is unknown whether
this increased risk is applicable to etonogestrel alone. It is recommended, however, that women with risk factors known to increase
the risk of venous and arterial thromboembolism be carefully assessed.

There have been postmarketing reports of serious arterial thrombotic and venous thromboembolic events, including cases of
pulmonary emboli (some fatal), deep vein thrombosis, myocardial infarction, and strokes, in women using IMPLANON. IMPLANON
should be removed in the event of a thrombosis.

Due to the risk of thromboembolism associated with pregnancy and immediately following delivery, IMPLANON should not
be used prior to 21 days postpartum. Women with a history of thromboembolic disorders should be made aware of the possibility of
a recurrence.

Evaluate for retinal vein thrombosis immediately if there is unexplained loss of vision, proptosis, diplopia, papilledema, or
retinal vascular lesions.

Consider removal of the IMPLANON implant in case of long-term immobilization due to surgery or iliness.

5.5 Ovarian Cysts

If follicular development occurs, atresia of the follicle is sometimes delayed, and the follicle may continue to grow beyond the
size it would attain in a normal cycle. Generally, these enlarged follicles disappear spontaneously. On rare occasion, surgery may
be required.

5.6 Carcinoma of the Breast and Reproductive Organs

Women who currently have or have had breast cancer should not use hormonal contraception because breast cancer may
be hormonally sensitive [see Contraindications (4)]. Some studies suggest that the use of combination hormonal contraceptives
might increase the incidence of breast cancer; however, other studies have not confirmed such findings.

Some studies suggest that the use of combination hormonal contraceptives is associated with an increase in the risk of
cervical cancer or intraepithelial neoplasia. However, there is controversy about the extent to which such findings are due to
differences in sexual behavior and other factors.

Women with a family history of breast cancer or who develop breast nodules should be carefully monitored.

5.7 Liver Disease
Disturbances of liver function may necessitate the discontinuation of hormonal contraceptive use until markers of liver
function return to normal. Remove IMPLANON if jaundice develops.

Hepatic adenomas are associated with combination hormonal contraceptives use. An estimate of the attr butable risk is 3.3
cases per 100,000 for combination hormonal contraceptives users. It is not known whether a similar risk exists with progestin-only
methods like IMPLANON.

The progestin in IMPLANON may be poorly metabolized in women with liver impairment. Use of IMPLANON in women with
active liver disease or liver cancer is contraindicated [see Contraindications (4)].

5.8 Weight Gain

In clinical studies, mean weight gain in US IMPLANON users was 2.8 pounds after 1 year and 3.7 pounds after 2 years. How
much of the weight gain was related to the implant is unknown. In studies, 2.3% of the users reported weight gain as the reason for
having the implant removed.

5.9 Elevated Blood Pressure

Women with a history of hypertension-related diseases or renal disease should be discouraged from using hormonal
contraception. For women with well-controlled hypertension, use of IMPLANON can be considered. Women with hypertension using
IMPLANON should be closely monitored. If sustained hypertension develops during the use of IMPLANON, or if a significant
increase in blood pressure does not respond adequately to antihypertensive therapy, IMPLANON should be removed.

5.10 Gallbladder Disease
Studies suggest a small increased relative risk of developing gallbladder disease among combination hormonal
contraceptive users. It is not known whether a similar risk exists with progestin-only methods like IMPLANON.

5.11 Carbohydrate and Lipid Metabolic Effects
Use of IMPLANON may induce mild insulin resistance and small changes in glucose concentrations of unknown clinical
significance. Carefully monitor prediabetic and diabetic women using IMPLANON.

Women who are being treated for hyperlipidemia should be followed closely if they elect to use IMPLANON. Some
progestins may elevate LDL levels and may render the control of hyperlipidemia more difficult.
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5.12 Depressed Mood
Women with a history of depressed mood should be carefully observed. Consideration should be given to removing
IMPLANON in patients who become significantly depressed.

5.13 Return to Ovulation

In clinical trials with IMPLANON, the etonogestrel levels in blood decreased below sensitivity of the assay by one week after
removal of the implant. In addition, pregnancies were observed to occur as early as 7 to 14 days after removal. Therefore, a woman
should re-start contraception immediately after removal of the implant if continued contraceptive protection is desired.

5.14 Fluid Retention

Hormonal contraceptives may cause some degree of fluid retention. They should be prescribed with caution, and only with
careful monitoring, in patients with conditions which might be aggravated by fluid retention. It is unknown if IMPLANON causes fluid
retention.

5.15 Contact Lenses
Contact lens wearers who develop visual changes or changes in lens tolerance should be assessed by an ophthalmologist.

5.16 In Situ Broken or Bent Implant

There have been reports of broken or bent implants while in the patient’'s arm. Based on in vitro data, when the implant is
broken or bent, the release rate of etonogestrel may be slightly increased.

When an implant is removed, it is important to remove it in its entirety [see Dosage and Administration (2.3)].

5.17 Monitoring
A woman who is using IMPLANON should have a yearly visit with her healthcare provider for a blood pressure check and for
other indicated health care.

5.18 Drug-Laboratory Test Interactions
Sex hormone-binding globulin concentrations may be decreased for the first 6 months after IMPLANON insertion followed by
a gradual recovery. Thyroxine concentrations may initially be slightly decreased followed by gradual recovery to baseline.

6 ADVERSE REACTIONS
The following adverse reactions reported with the use of hormonal contraception are discussed elsewhere in the labeling:
Changes in Menstrual Bleeding Patterns [see Warnings and Precautions (5.2)]
Ectopic Pregnancies [see Warnings and Precautions (5.3)]
Thrombotic and Other Vascular Events [see Warnings and Precautions (5.4)]
Liver Disease [see Warnings and Precautions (5.7)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of
a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.

In clinical trials including 942 women who were evaluated for safety, change in menstrual bleeding patterns (irregular
menses) was the most common adverse reaction causing discontinuation of use of IMPLANON (11.1% of women).
Adverse reactions that resulted in a rate of discontinuation of 21% are shown in Table 3.

Table 3: Adverse Reactions Leading to Discontinuation of Treatment in 1% or More of Subjects in Clinical Trials of

IMPLANON

Adverse Reactions All Studies

N =942
Bleeding Irregularities* 11.1%
Emotional Lability’ 2.3%
Weight Increase 2.3%
Headache 1.6%
Acne 1.3%
Depression® 1.0%

* Includes “frequent”, “heavy”, “prolonged”, “spotting”, and other patterns of bleeding

irregularity.

1 Among US subjects (N=330), 6.1% experienced emotional lability that led to
discontinuation.

F Among US subjects (N=330), 2.4% experienced depression that led to discontinuation.

Other adverse reactions that were reported by at least 5% of subjects in clinical trials of IMPLANON are listed in Table 4.

Table 4: Common Adverse Reactions Reported by 25% of Subjects in Clinical Trials with IMPLANON
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Adverse Reaction All Studies
N=942
Headache 24.9%
Vaginitis 14.5%
Weight increase 13.7%
Acne 13.5%
Breast pain 12.8%
Abdominal pain 10.9%
Pharyngitis 10.5%
Leukorrhea 9.6%
Influenza-like symptoms 7.6%
Dizziness 7.2%
Dysmenorrhea 7.2%
Back pain 6.8%
Emotional lability 6.5%
Nausea 6.4%
Pain 5.6%
Nervousness 5.6%
Depression 5.5%
Hypersensitivity 5.4%
Insertion site pain 5.2%

Implant site complications were reported by 3.6% of subjects during any of the assessments in clinical trials. Pain was the
most frequent implant site complication, reported during and/or after insertion, occurring in 2.9% of subjects. Additionally,
hematoma, redness, and swelling were reported by 0.1%, 0.3%, and 0.3% of patients, respectively [see Warnings and Precautions
(5.1)].

6.2 Postmarketing Experience

The following additional adverse reactions have been identified during post-approval use of IMPLANON. Because these
reactions are reported voluntarily from a population of uncertain size, it is not possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.

Gastrointestinal disorders: constipation, diarrhea, flatulence, vomiting.

General disorders and administration site conditions: edema, fatigue, implant site reaction, pyrexia.

Immune system disorders: anaphylactic reactions

Infections and infestations: rhinitis, urinary tract infection.

Investigations: clinically relevant rise in blood pressure, weight decreased.

Metabolism and nutrition disorders: increased appetite.

Musculoskeletal and connective tissue disorders: arthralgia, musculoskeletal pain, myalgia.

Nervous system disorders: convulsions, migraine, somnolence.

Pregnancy, puerperium and perinatal conditions: ectopic pregnancy.

Psychiatric disorders: anxiety, insomnia, libido decreased.

Renal and urinary disorders: dysuria.

Reproductive system and breast disorders: breast discharge, breast enlargement, ovarian cyst, pruritus genital, vulvovaginal
discomfort.

Skin and subcutaneous tissue disorders: angioedema, aggravation of angioedema and/or aggravation of hereditary angioedema,
alopecia, chloasma, hypertrichosis, pruritus, rash, seborrhea, urticaria.

Vascular disorders: hot flush.

Complications related to insertion or removal of the implant reported include: bruising, slight local irritation, pain or itching,
fibrosis at the implant site, paresthesia or paresthesia-l ke events, scarring and abscess.

7 DRUG INTERACTIONS
71 Changes in Contraceptive Effectiveness Associated with Coadministration of Other Products

Drugs or herbal products that induce enzymes, including CYP3A4, that metabolize progestins may decrease the plasma
concentrations of progestins, and may decrease the effectiveness of IMPLANON. In women on long-term treatment with hepatic

enzyme inducing drugs, it is recommended to remove the implant and to advise a contraceptive method that is unaffected by the
interacting drug.
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Some of these drugs or herbal products that induce enzymes, including CYP3A4, include:
barbiturates
bosentan
carbamazepine
felbamate
griseofulvin
oxcarbazepine
phenytoin
rifampin
St. John’s wort
Topiramate

HIV Antiretrovirals

Significant changes (increase or decrease) in the plasma levels of progestin have been noted in some cases of co-
administration with HIV protease inhibitors or with non-nucleoside reverse transcriptase inh bitors. Consult the labeling of all
concurrently-used drugs to obtain further information about interactions with hormonal contraceptives or the potential for enzyme
alterations.

7.2 Increase in Plasma Concentrations of Etonogestrel Associated with Coadministered Drugs
CYP3A4 inhibitors such as itraconazole or ketoconazole may increase plasma concentrations of etonogestrel.

7.3 Changes in Plasma Concentrations of Coadministered Drugs

Hormonal contraceptives may affect the metabolism of other drugs. Consequently, plasma concentrations may either
increase (for example, cyclosporin) or decrease (for example, lamotrigine). Consult the labeling of all concurrently-used drugs to
obtain further information about interactions with hormonal contraceptives or the potential for enzyme alterations.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
IMPLANON is not indicated for use during pregnancy [see Contraindications (4)].

Teratology studies have been performed in rats and rabbits using oral administration up to 390 and 790 times the human
IMPLANON dose (based upon body surface) and revealed no evidence of fetal harm due to etonogestrel exposure.

Studies have revealed no increased risk of birth defects in women who have used combination oral contraceptives before
pregnancy or during early pregnancy. There is no evidence that the risk associated with IMPLANON is different from that of
combination oral contraceptives.

IMPLANON should be removed if maintaining a pregnancy.

8.3 Nursing Mothers

Based on limited clinical data, IMPLANON may be used during breastfeeding after the fourth postpartum week. Use of
IMPLANON before the fourth postpartum week has not been studied. Small amounts of etonogestrel are excreted in breast milk.
During the first months after insertion of IMPLANON, when maternal blood levels of etonogestrel are highest, about 100 ng of
etonogestrel may be ingested by the child per day based on an average daily mik ingestion of 658 mL. Based on daily milk
ingestion of 150 mL/kg, the mean daily infant etonogestrel dose one month after insertion of IMPLANON is about 2.2% of the
weight-adjusted maternal daily dose, or about 0.2% of the estimated absolute maternal daily dose. The health of breast-fed infants
whose mothers began using IMPLANON during the fourth to eighth week postpartum (n=38) was evaluated in a comparative study
with infants of mothers using a non-hormonal IUD (n=33). They were breast-fed for a mean duration of 14 months and followed up
to 36 months of age. No significant effects and no differences between the groups were observed on the physical and psychomotor
development of these infants. No differences between groups in the production or quality of breast mi k were detected.

Healthcare providers should discuss both hormonal and non-hormonal contraceptive options, as steroids may not be the
initial choice for these patients.

8.4 Pediatric Use

Safety and efficacy of IMPLANON have been established in women of reproductive age. Safety and efficacy of IMPLANON
are expected to be the same for postpubertal adolescents. However, no clinical studies have been conducted in women less than 18
years of age. Use of this product before menarche is not indicated.

8.5 Geriatric Use
This product has not been studied in women over 65 years of age and is not indicated in this population.

8.6 Hepatic Impairment

No studies were conducted to evaluate the effect of hepatic disease on the disposition of IMPLANON. The use of
IMPLANON in women with active liver disease is contraindicated [see Contraindications (4)].
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8.7 Renal Impairment
No studies were conducted to evaluate the effect of renal disease on the disposition of IMPLANON.

8.8 Overweight Women

The effectiveness of IMPLANON in women who weighed more than 130% of their ideal body weight has not been defined
because such women were not studied in clinical trials. Serum concentrations of etonogestrel are inversely related to body weight
and decrease with time after implant insertion. It is therefore poss ble that IMPLANON may be less effective in overweight women,
especially in the presence of other factors that decrease serum etonogestrel concentrations such as concomitant use of hepatic
enzyme inducers.

10 OVERDOSAGE
Overdosage may result if more than 1 implant is inserted. In case of suspected overdose, the implant should be removed.

1 DESCRIPTION

IMPLANON (etonogestrel implant) is a progestin-only, soft, flexible implant preloaded in a sterile, disposable applicator for
subdermal use. The implant is off-white, non-biodegradable and 4 cm in length with a diameter of 2 mm (see Figure 22). Each
implant consists of an ethylene vinylacetate (EVA) copolymer core, containing 68 mg of the synthetic progestin etonogestrel,
surrounded by an EVA copolymer skin. Once inserted subdermally, the release rate is 60 to 70 mcg/day in Week 5 to 6 and
decreases to approximately 35 to 45 mcg/day at the end of the first year, to approximately 30 to 40 mcg/day at the end of the
second year, and then to approximately 25 to 30 mcg/day at the end of the third year. IMPLANON is a progestin-only contraceptive
and does not contain estrogen. IMPLANON does not contain latex and is not radio-opaque.

Figure 22 (Not to scale)

Etonogestrel [13-Ethyl-17-hydroxy-11-methylene-18,19-dinor-17a-pregn-4-en-20-yn-3-one], structurally derived from 19-
nortestosterone, is the synthetic biologically active metabolite of the synthetic progestin desogestrel. It has a molecular weight of
324.46 and the following structural formula (Figure 23).
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Figure 23

12 CLINICAL PHARMACOLOGY

12.1  Mechanism of Action
The contraceptive effect of IMPLANON is achieved by suppression of ovulation, increased viscosity of the cervical mucus,
and alterations in the endometrium.

12.2 Pharmacodynamics
Exposure-response relationships of IMPLANON are unknown.

12.3 Pharmacokinetics

Absorption

After subdermal insertion of the etonogestrel implant, etonogestrel is released into the circulation and is approximately 100%
bioavailable.

The mean peak serum concentrations in 3 pharmacokinetic studies ranged between 781 and 894 pg/mL and were reached

within the first few weeks after insertion. The mean serum etonogestrel concentration decreases gradually over time declining to 192
to 261 pg/mL at 12 months (n=41), 154 to 194 pg/mL at 24 months (n=35), and 156 to 177 pg/mL at 36 months (n=17).
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The pharmacokinetic profile of IMPLANON from 1 of 3 pharmacokinetic studies is shown in Figure 24.

Figure 24 Mean Serum Concentration-time Profile of Etonogestrel During 2 Years of IMPLANON Use and After
Removal in 20 Healthy Women
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Figure 24
Distribution

The apparent volume of distr bution averages about 201 L. Etonogestrel is approximately 32% bound to sex hormone
binding globulin (SHBG) and 66% bound to albumin in blood.

Metabolism

In vitro data shows that etonogestrel is metabolized in liver microsomes by the cytochrome P450 3A4 isoenzyme. The
biological activity of etonogestrel metabolites is unknown.

Excretion

The elimination half-life of etonogestrel is approximately 25 hours. Excretion of etonogestrel and its metabolites, either as
free steroid or as conjugates, is mainly in urine and to a lesser extent in feces. After removal of the implant, etonogestrel
concentrations decreased below sensitivity of the assay by 1 week.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

In a 24-month carcinogenicity study in rats with subdermal implants releasing 10 and 20 mcg etonogestrel per day (equal to
approximately 1.8-3.6 times the systemic steady state exposure in women using IMPLANON), no drug-related carcinogenic
potential was observed. Etonogestrel was not genotoxic in the in vitro Ames/Salmonella reverse mutation assay, the chromosomal
aberration assay in Chinese hamster ovary cells or in the in vivo mouse micronucleus test. Fertility returned after withdrawal from
treatment.

14 CLINICAL STUDIES

141 Pregnancy

In clinical trials of up to 3 years duration that involved 923 subjects, 18 - 40 years of age at entry, and 1,756 women-years of
IMPLANON use, the total exposures expressed as 28-day cycle equivalents by study year were:

Year 1: 10,866 cycles

Year 2: 8,581 cycles

Year 3: 3,442 cycles
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The clinical trials excluded women who:
e Weighed more than 130% of their ideal body weight
e Were chronically taking medications that induce liver enzymes

In the subgroup of women 18 to 35 years of age at entry, 6 pregnancies during 20,648 cycles of use were reported. Two
pregnancies occurred in each of Years 1, 2 and 3. Each conception was likely to have occurred shortly before or within 2 weeks
after IMPLANON removal. With these 6 pregnancies, the cumulative Pearl Index was 0.38 pregnancies per 100 women-years of
use.

14.2 Return to Ovulation

In clinical trials with IMPLANON, the etonogestrel levels in blood decreased below sensitivity of the assay by one week after
removal of the implant. In addition, pregnancies were observed to occur as early as 7 to 14 days after removal. Therefore, a woman
should re-start contraception immediately after removal of the implant if continued contraceptive protection is desired.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

One IMPLANON package consists of a single implant containing 68 mg etonogestrel that is 4 cm in length and 2 mm in
diameter, which is pre-loaded in the needle of a disposable applicator. The sterile applicator containing the implant is packed in a
blister pack.

NDC 0052-0272-01

16.2 Storage and Handling
Store IMPLANON (etonogestrel implant) at 25 C (77 F); excursions permitted to 15 -30 C (59 -86 F) [see USP Controlled
Room Temperature]. Protect from light. Avoid storing IMPLANON in direct sunlight or at temperatures above 30 C (86 F).

17 PATIENT COUNSELING INFORMATION

“See FDA-Approved Patient Labeling (Patient Information)”

. Counsel women about the insertion and removal procedure of the IMPLANON implant. Provide the woman with a copy
of the Patient Labeling and ensure that she understands the information in the Patient Labeling before insertion and
removal. A USER CARD and consent form are included in the packaging. Have the woman complete a consent form
and retain it in your records. The USER CARD should be filled out and given to the patient after insertion of the
IMPLANON implant so that she will have a record of the location of the implant in the upper arm and when it should be
removed.

e  Counsel women that IMPLANON does not protect against HIV infection (AIDS) or other sexually transmitted diseases.

e  Counsel women that the use of IMPLANON may be associated with changes in their normal menstrual bleeding patterns
so that they know what to expect.

FDA-Approved Patient Labeling
See the full patient product information for IMPLANON.

Manufactured for: Merck Sharp & Dohme Corp., a subsidiary of
€% MERCK & CO, INC., Whitehouse Station, N.J 08889, USA
Manufactured by: N.V. Organon, Oss, The Netherlands, a subsidiary of Merck & Co., Inc., Whitehouse Station, NJ 08889, USA
For patent information: www.merck.com/product/patent/home.html

Copyright © 2006, 2009, 2012 Merck Sharp & Dohme B.V., a subsidiary of Merck & Co., Inc.
All rights reserved.

Revised: 08/2015
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FDA-Approved Patient Labeling
IMPLANON?® (etonogestrel implant)

Subdermal Use

IMPLANON?® does not protect against HIV infection (the virus that causes AIDS) or other
sexually transmitted diseases. Read this Patient Information leaflet carefully before you
decide if IMPLANON is right for you. This information does not take the place of talking with
your healthcare provider. If you have any questions about IMPLANON, ask your healthcare

provider.

What is IMPLANON?

IMPLANON is a hormone-releasing birth control implant for use by women to prevent pregnancy

for up to 3 years. The implant is a flexible plastic rod about the size of a matchstick that contains
a progestin hormone called etonogestrel. Your healthcare provider will insert the implant just
under the skin of the inner side of your upper arm. You can use a single IMPLANON implant for

up to 3 years. IMPLANON does not contain estrogen.

What if | need birth control for more than 3 years?

The IMPLANON implant must be removed after 3 years. Your healthcare provider can insert a
new implant under your skin after taking out the old one if you choose to continue using
IMPLANON for birth control.

What if | change my mind about birth control and want to stop using IMPLANON before 3
years?
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Your healthcare provider can remove the implant at any time. You may become pregnant as
early as the first week after removal of the implant. If you do not want to get pregnant after your
healthcare provider removes the IMPLANON implant, you should start another birth control

method right away.

How does IMPLANON work?

IMPLANON prevents pregnancy in several ways. The most important way is by stopping the

release of an egg from your ovary. IMPLANON also thickens the mucus in your cervix and this
change may keep sperm from reaching the egg. IMPLANON also changes the lining of your

uterus.

How well does IMPLANON work?
When the IMPLANON implant is placed correctly, your chance of getting pregnant is very low

(less than 1 pregnancy per 100 women who use IMPLANON for 1 year). It is not known if
IMPLANON is as effective in very overweight women because studies did not include many

overweight women.

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.
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Who should not use IMPLANON?
Do not use IMPLANON if you

» Are pregnant or think you may be pregnant

* Have, or have had serious blood clots, such as blood clots in your legs (deep venous
thrombosis), lungs (pulmonary embolism), eyes (total or partial blindness), heart (heart
attack), or brain (stroke)

* Have liver disease or a liver tumor

* Have unexplained vaginal bleeding

+ Have breast cancer or any other cancer that is sensitive to progestin (a female
hormone), now or in the past

* Are allergic to anything in IMPLANON

Tell your healthcare provider if you have or have had any of the conditions listed above. Your

healthcare provider can suggest a different method of birth control.

In addition, talk to your healthcare provider about using IMPLANON if you:

* Have diabetes

* Have high cholesterol or triglycerides

* Have headaches

+ Have gallbladder or kidney problems

+ Have a history of depressed mood

* Have high blood pressure

* Have an allergy to numbing medicines (anesthetics) or medicines used to clean your
skin (antiseptics). These medicines will be used when the implant is placed into or

removed from your arm.
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Interaction with Other Medicines
Tell your healthcare provider about all the medicines you take, including prescription and non-

prescription medicines, vitamins and herbal supplements. Certain medicines may make
IMPLANON less effective, including:

barbiturates
bosentan
carbamazepine
felbamate
griseofulvin
oxcarbazepine
phenytoin
rifampin

St. John's wort
topiramate
HIV medicines

Ask your healthcare provider if you are not sure if your medicine is one listed above.

If there are medicines that you have been taking for a long time, that make IMPLANON less
effective, tell your healthcare provider. Your healthcare provider may remove the IMPLANON
implant and recommend a birth control method that can be used effectively with these

medicines.

When you are using IMPLANON, tell all of your healthcare providers that you have IMPLANON

in place in your arm.

How is the IMPLANON implant placed and removed?

Your healthcare provider will place and remove the IMPLANON implant in a minor surgical
procedure in his or her office. The implant is placed just under the skin on the inner side of your

upper arm.

The timing of insertion is important. Your healthcare provider may:
+ Perform a pregnancy test before inserting IMPLANON
+ Schedule the insertion at a specific time of your menstrual cycle (for example, within the

first days of your regular menstrual bleeding)
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Immediately after the IMPLANON implant has been placed, you and your healthcare

provider should check that the implant is in your arm by feeling for it.

If you and your healthcare provider cannot feel the IMPLANON implant, use a non-
hormonal birth control method (such as condoms) until your healthcare provider
confirms that the implant is in place. You may need special tests to check that the implant is

in place or to help find the implant when it is time to take it out.

Your healthcare provider will cover the site where IMPLANON was placed with 2 bandages.
Leave the top bandage on for 24 hours. Keep the smaller bandage clean, dry, and in place for 3

to 5 days.

You will be asked to review and sign a consent form prior to inserting the IMPLANON implant.
You will also get a USER CARD to keep at home with your health records. Your healthcare
provider will fill out the USER CARD with the date the implant was inserted and the date the
implant is to be removed. Keep track of the date the implant is to be removed. Schedule an

appointment with your healthcare provider to remove the implant on or before the removal date.

Be sure to have checkups as advised by your healthcare provider.

What are the most common side effects | can expect while using IMPLANON?

+ Changes in Menstrual Bleeding Patterns (menstrual periods)
The most common side effect of IMPLANON is a change in your normal menstrual bleeding
pattern. In studies, about one out of ten women stopped using the implant because of an
unfavorable change in their bleeding pattern. You may experience longer or shorter bleeding
during your periods or have no bleeding at all. The time between periods may vary, and in

between periods you may also have spotting.
Talk with your healthcare provider right away if:

e You think you may be pregnant

e Your menstrual bleeding is heavy and prolonged
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Besides changes in menstrual bleeding patterns, other frequent side effects that caused women
to stop using the implant include:

e Mood swings

e Weight gain

e Headache

e Acne

o Depressed mood

Other common side effects include:
e Headache
¢ Vaginitis (inflammation of the vagina)
e Weight gain
e Acne
e Breast pain
e Viral infections such as sore throats or flu-like symptoms
e Stomach pain
e Painful periods
e Mood swings, nervousness, or depressed mood
e Back pain
e Nausea
e Dizziness
e Pain

e Pain at the site of insertion

This is not a complete list of possible side effects. For more information, ask your healthcare
provider for advice about any side effects that concern you. You may report side effects to the

FDA at 1-800-FDA-1088.

What are the possible risks of using IMPLANON?

«  Problems with Insertion and Removal
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The implant may not be placed in your arm at all due to a failed insertion or if the implant
has fallen out of the needle. If this happens, you may become pregnant. Immediately
after insertion, and with help from your healthcare provider, you should be able to feel

the implant under your skin. If you can’t feel the implant, tell your healthcare provider.

Removal of the implant may be very difficult or impossible because the implant is not
where it should be. Special procedures, including surgery in the hospital, may be needed
to remove the implant. If the implant is not removed, then the effects of IMPLANON will

continue for a longer period of time.

Other problems related to insertion and removal are:

e Pain, irritation, swelling, or bruising at the insertion site

e Scarring, including a thick scar called a keloid around the insertion site

e Infection

e Scar tissue may form around the implant making it difficult to remove

e The implant may come out by itself. You may become pregnant if the implant
comes out by itself. Use a back up birth control method and call your healthcare
provider right away if the implant comes out.

e The need for surgery in the hospital to remove the implant

e Injury to nerves or blood vessels in your arm

e The implant breaks making removal difficult

* Ectopic Pregnancy
If you become pregnant while using IMPLANON, you have a slightly higher chance that
the pregnancy will be ectopic (occurring outside the womb) than do women who do not
use birth control. Unusual vaginal bleeding or lower stomach (abdominal) pain may be a
sign of ectopic pregnancy. Ectopic pregnancy is a medical emergency that often requires
surgery. Ectopic pregnancies can cause serious internal bleeding, infertility, and even
death. Call your healthcare provider right away if you think you are pregnant or have

unexplained lower stomach (abdominal) pain.
* Ovarian Cysts

Cysts may develop on the ovaries and usually go away without treatment but sometimes

surgery is needed to remove them.
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¢ Breast Cancer
It is not known whether IMPLANON use changes a woman'’s risk for breast cancer. If you
have breast cancer now, or have had it in the past, do not use IMPLANON because

some breast cancers are sensitive to hormones.

* Serious Blood Clots
IMPLANON may increase your chance of serious blood clots, especially if you have
other risk factors such as smoking. It is possible to die from a problem caused by a blood

clot, such as a heart attack or a stroke.

Some examples of serious blood clots are blood clots in the:
* Legs (deep vein thrombosis)
* Lung (pulmonary embolism)
* Brain (stroke)
* Heart (heart attack)

+ Eyes (total or partial blindness)

The risk of serious blood clots is increased in women who smoke. If you smoke and want

to use IMPLANON, you should quit. Your healthcare provider may be able to help.

Tell your healthcare provider at least 4 weeks before if you are going to have surgery or
will need to be on bed rest. You have an increased chance of getting blood clots during

surgery or bed rest.

* Other Risks
A few women who use birth control that contains hormones may get:
* High blood pressure
+ Gallbladder problems

« Rare cancerous or noncancerous liver tumors
e Broken or Bent Implant

If you feel that the implant may have broken or bent while in your arm, contact your

healthcare provider.
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When should | call my healthcare provider?

Call your healthcare provider right away if you have:

* Pain in your lower leg that does not go away

» Severe chest pain or heaviness in the chest

+ Sudden shortness of breath, sharp chest pain, or coughing blood

. Symptoms of a severe allergic reaction, such as swollen face, tongue or throat;
trouble breathing or swallowing

* Sudden severe headache unlike your usual headaches

* Weakness or numbness in your arm, leg, or trouble speaking

* Sudden partial or complete blindness

* Yellowing of your skin or whites of your eyes, especially with fever, tiredness, loss of
appetite, dark colored urine, or light colored bowel movements

» Severe pain, swelling, or tenderness in the lower stomach (abdomen)

* Lump in your breast

* Problems sleeping, lack of energy, tiredness, or you feel very sad

* Heavy menstrual bleeding

What if | become pregnant while using IMPLANON?

You should see your healthcare provider right away if you think that you may be pregnant. It is

important to remove the implant and make sure that the pregnancy is not ectopic (occurring
outside the womb). Based on experience with other hormonal contraceptives, IMPLANON is not

likely to cause birth defects.

Can | use IMPLANON when | am breastfeeding?

If you are breastfeeding your child, you may use IMPLANON if 4 weeks have passed since you

had your baby. A small amount of the hormone contained in IMPLANON passes into your
breast milk. The health of breast-fed children whose mothers were using the implant has been
studied up to 3 years of age in a small number of children. No effects on the growth and
development of the children were seen. If you are breastfeeding and want to use IMPLANON,

talk with your healthcare provider for more information.

Additional Information

10
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This Patient Information leaflet contains important information about IMPLANON. If you would
like more information, talk with your healthcare provider. You can ask your healthcare provider
for information about IMPLANON that is written for healthcare professionals. You may also call
1-877-IMPLANON (1-877-467-5266) or visit www.IMPLANON-USA.com

Manufactured for: Merck Sharp & Dohme Corp., a subsidiary of
MERCK & CO., INC., Whitehouse Station, NJ 08889, USA

Manufactured by: N.V. Organon, Oss, The Netherlands, a subsidiary of Merck & Co., Inc.,
Whitehouse Station, NJ 08889, USA

For patent information: www.merck.com/product/patent/home.htmi

Copyright © 2012 Merck Sharp & Dohme B.V., a subsidiary of Merck & Co., Inc.
All rights reserved.

Revised: 08/2015
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

0215290rig1s011

CROSS DISCIPLINE TEAM LEADER REVIEW




Review of Supplemental Labeling Request
Division of Bone, Reproductive and Urologic Products

Application #: NDA 21-529/Supplement 011

Name of Drug: Implanon and Nexplanon (etonogestrel implant)
Applicant: Organon USA, Inc.

Reviewed by: Lisa M. Soule, M.D., Clinical Team Leader, DBRUP
Date: July 31, 2015

Background:

Implanon is an etonogestrel (ETO) implant that was approved in 2001 for female contraception,
with a duration of use of three years. Nexplanon is a modification of Implanon that contains
barium to aid in localization of the implant; the product was approved in 2006 under the same
NDA as Implanon. However, each product has its own labeling.

The Applicant submitted Supplement 011 on April 2, 2014 as a Changes Being Effected
supplement. On June 6, 2014, the Division notified the Sponsor that it would be classified as a
Prior Approval Supplement. This supplement sought to revise the prescribing information for
both Implanon and Nexplanon to address breakage of the implants in situ. This entailed addition
of a new subsection to the Warnings and Precautions section. In addition, Nexplanon labeling
(Warnings and Precautions Section 5.4) was revised to indicate that postmarketing reports of
arterial and venous thromboembolic events, currently described for Implanon, have also been
reported for Nexplanon. Conforming changes were made to the patient labeling for both

implants. Specifically, the following sections of the prescribing information were revised or
added:

e Section 2.3 (Removal), Step 8 — added the following:

There have been reports of broken implants while in the patient’s arm. In some cases, difficult
removal of the broken implant has been reported.

e Section 5.16 “In Situ Broken or Bent Implant” — section added:
In Situ Broken or Bent Implant
There have been reports of broken or bent implants while in the patient’s arm. Based on in
vitro data, when the implant is broken or bent, the release rate of etonogestrel may be slightly
increased. IS

When an implant is removed, it is important to remove it in its entirety [see Dosage and
Administration (2.3)].

e Section 5.4 “Thrombotic and Other Vascular Events” — revised for Nexplanon only, as
follows:

There have been postmarketing reports of serious arterial and venous thromboembolic
events, including cases of pulmonary emboli (some fatal), deep vein thrombosis, myocardial

infarction, and strokes, in women using the—nenradiopague etonogestrel implants.
NEXPLANON should be removed in the event of a thrombosis.

In the patient labeling, a new section was proposed:
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e Broken or Bent Implant
(b) (@)

contact your healthcare provider.

On July 17, 2014, the Sponsor amended the labeling supplements to update them with the
content of an earlier supplement (008) that had been approved on July 3, 2014.

Supportive Information on Bent/Broken Implants:

The Sponsor supported their conclusion regarding a slight increase in the ETO release rate and a
@@ on submitted in vitro release data and in vitro/in vivo

correlation IIVIVC) predictions developed using a previously approved IVIVC model. These

data were reviewed by Kelly Kitchens, Ph.D., Biopharmaceutics reviewer.

The Sponsor provided clinical information based on a cumulative review of postmarketing
reports of implants broken in situ, along with an analysis of adverse events (AEs) reported
concurrently. This review, which included reports from launch through September 30, 2013,
identified 2,990 cases (2,178 with Implanon, 800 with Nexplanon and 12 with implant type
unknown). Of these, in total, 124 (4%) were reported as serious.

Of the reported cases, 45% did not have removal reported, 53% were removed successfully, 2%
reported partial removals, and 0.2% had unsuccessful attempts at removal. Rates did not vary
markedly between Implanon and Nexplanon. Of the successful removals, 20% were described
as difficult removals, typically reporting one or more of the following: surgical removal,
multiple removal attempts, multiple incisions during a single attempt, implant migration, deep
placement, and fibrosis/encapsulation of implant.

The Sponsor also provided crude counts of AEs in an attempt to show that the pattern of AE
reporting was similar whether associated with broken or intact implants.

Of 5,348 reports of unintended pregnancy, 36 (0.7%) occurred in the presence of broken
implants; of these, five had sufficient data to conclude that an unintended pregnancy due to
contraceptive method failure had occurred. However, the Sponsor noted that such cases have
also occurred in the presence of intact implants.

The Division sent a clinical Information Request (IR) on May 6, 2014, requesting information
about the frequency of “bent” rods, and AE data expressed in percent, rather than crude counts.
The Sponsor responded on May 23, 2014. Bent implants had not initially been included in the
documentation because previously submitted in vitro data had shown only a minor effect on ETO
release due to a bent rod. There were a total of 884 reports of bent (but unbroken) implants in
situ (703 with Implanon, 181 with Nexplanon).

The most commonly reported AEs associated with bent rods that were also reported more
frequently than when associated with intact rods were the following:

e Implant site pain (5.8%)

¢ Pain in extremity (3.3%)

e Implant site pruritis (2%)

e Application site discomfort (1.9%)

e Application site pain (1.1%)

e Pain (1%)
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Similarly, for broken implants, the most commonly reported AEs that were also reported more
frequently than when associated with intact rods were the following:

Implant site pain (4.4%)

Pain in extremity (2.5%)

Implant site pruritis (2.4%)
Application site discomfort (1.4%)
Pain (1%)

For both bent and broken rods, the concomitant reporting of unintended pregnancy (1.4% and
1.2%, respectively) was lower than the rate reported in association with intact rods (7.4%).

The biopharmaceutics and clinical reviewers sent an IR on June 18, 2014, noting that:

We are concerned that you have not provided an adequate bridging strategy to predict
clinical performance and clinical impact from these in vitro data. We recommend you
describe in detail, given the absence of an in vitro/in vivo correlation (IVIVC) model, how
you plan to bridge from in vitro data to in vivo release and ultimately to clinical effects.
While we will review the postmarketing safety report information you provided, the ability
of such data to indicate ®@ from broken or bent
rods effects is extremely limited.

The following clinical requests were conveyed:

1.

6.

Data on the incidence of reports of broken/bent rods in the clinical trials that supported
approval of Implanon/Nexplanon.

While you provide information in the current supplement about the percent of broken
rods that were removed vs. not removed, we are unable to determine from the current
submission how often broken/bent rods were identified prior to the attempted removal.
Provide this information to the extent available, and characterize how the problem was
identified.

For broken implant reports, provide a frequency distribution of the number of pieces
identified (i.e., number of reports of two pieces, three pieces, four pieces, etc., and the
number of reports that did not specify the number of pieces).

Provide a frequency distribution of any further actions taken by the healthcare provider
to ensure that the entire broken implant had been removed (i.e., no further action taken,
etonogestrel serum levels assessed, x-ray done, etc.). Further, provide information to
the extent available about the number of cases in which the healthcare provider was
uncertain if the entire rod had been removed.

While you described the 15 most common Adverse Events (AE) reports, we are
concerned that rarely reported AEs might be reported differentially by patients with
broken/bent rods. Provide reports of all AEs for which the reporting rate was higher in
the broken/bent cohorts vs. the cohort who did not report broken/bent rods (i.e., use the
format in Table 2 of your May 23, 2014 submission).

Provide your best assessment of the root cause of these broken or bent rods.

The Sponsor responded on August 6, 2014; the clinical information provided is summarized

below:
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1. In the original NDA submission for Implanon, 0.2% of subjects reported a broken rod. In
the submission for Nexplanon, 0.3% of subjects reported a broken rod. There were no
bent rods reported for either implant.

2. In 90% of reports, it was not possible to identify when the broken implant was identified;
in 9%, it was described as broken in situ, and in 1.2% it was reported to have broken on
removal or attempted removal. Similarly, 94% of reports of bent rods did not specify
when the bending was identified; in 4.5%, it was described as occurring in situ, and in
1.2% it was reported to have bent on removal/attempted removal.

3. Only 390 of the 2,990 reports of broken rods specified the number of pieces; those were
as follows:
e Split/cracked but in one piece — 1.2%
e 2pieces—12.1%
e 3 pieces —0.7%
e 4 pieces—0.2%
e Spieces—0.1%
e “Several pieces” —0.2%
4. Only 5.3% of reports described actions taken to aid in removal of the broken implant
(some cases reported more than one action):
e Ultrasound — 65%
o X-ray—32%
e MRI-16%
e Unspecified scan — 4%
e Serum ETO measurement — 4%
e Enlarged incision — 6%
e Exploratory incision — 2%
There were 12 cases (all with Implanon) in which the reporter was unsure whether the
entire implant had been removed. In one case, serum ETO was negative, and in another,

the remaining piece was removed following an exploratory incision. The outcome of the
other 10 reports is unknown.

5. The Sponsor listed all AEs that were reported more frequently in reports of a broken (or
bent) implant vs. reports that did not mention a broken (bent) implant, but aside from
those listed in the May 23, 2014 response, none occurred in > 1% of reports, and none
occurred with a frequency greater than 1% above the reports that did not describe a
broken (bent) implant.

6. The Sponsor was unable to identify a root cause of the broken/bent implants, but noted
that based on global marketing of @@ implants since launch, the reported
breakage rate is < ®®%. The Sponsor believes this indicates that there is no systematic
concern in manufacturing or assembly that would lead to broken implants. An
investigation was conducted in 2006 focusing on the physical properties of Implanon, and
no potential root cause was identified. Further studies of mechanical behavior conducted
during the development of Nexplanon found comparable mechanical behavior for both
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formulations. Tensile strength testing done in 2013 to evaluate a new EVA copolymer
for Nexplanon again produced similar results. Quality controls on the assembly process
include a 100% check on dimensions, shape and length of the implant during assembly.
Routine pharmacovigilance reporting does not allow the Sponsor to determine whether
breaks occur during or after insertion of the implant, or during the removal process.

An additional IR from Biopharmaceutics was sent on October 10, 2014, after the Sponsor
provided IVIVC modeling on September 25, 2014. The Sponsor responded on October 31, 2014
and the Biopharmaceutics reviewer considered all this information in her review.

The Biopharmaceutics review was finalized on November 13, 2014 and concluded the following:

From the Biopharmaceutics perspective, a COMPLETE RESPONSE (CR) is
recommended for NDA 21259/S-011 for Implanon® (etonogestrel implant) and
Nexplanon® (etonogestrel implant radiopaque). The following comments should be
conveyed to the Applicant in the CR letter:

There are insufficient data to support the claim that we

Provide the following information/data:

1. Although you include the code for the data transformation in the IVIVC modeling
and simulation report, the report does not include a detailed explanation on the
method used for transforming the accelerated release rates to the real-time release
rates.

2. There are no predicted in vivo data between 2-20 months, and there are no
accelerated release data available to transform to real-time release before 6(()»((14?ys.
Therefore, to support this claim, provide in vitro release data up to
three months for cut implants (two and three pieces) using the approved real time
in vitro release method conditions. Subsequently, you may use these data to
predict the release up to three years using appropriate in vitro release models.

3. The release rates for implants cut in 2 and 3 pieces are much faster than the
release rates from batches used for the construction of the IVIVC. Therefore, the
approved IVIVC and any other IVIVC model should not be used to predict
(extrapolate) the in vivo release of drugs outside the release rates evaluated in the
construction and validation of the IVIVCs. To use the IVIVC in this situation, we
recommend that you externally validate the approved IVIVC model using release
rates that encompass the release rates observed for the broken/cut rods.

The Division of Pharmacovigilance (DPV) was consulted to review the FAERS database for
Implanon and Nexplanon separately to evaluate the number of reports of broken or bent rods,
along with associated reports of pregnancy, drug ineffective, or serious adverse effects associated
with a bent/broken rod. Neha Gada, Pharm.D., BCPS, completed her review on November 19,
2014, stating that 1,254 reports of “device breakage” or “device damage” for ETO implants were
retrieved. Of these, 12 unique reports also indicated pregnancy associated with the damaged
implant. This represents 1% of reports of broken/damaged implants and compares favorably to
the Sponsor’s finding that AE reports associated with intact devices include unintended
pregnancy at a rate of 7.4%.
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Conclusions and Recommendations:
Based on review of all the information submitted by the Sponsors, and on the Biopharmaceutics
and DPV reviews, I have reached the following conclusions:

1. The Sponsor appears to have made an appropriate effort to identify if there is a root cause
to the problem of broken rods, and a single cause has not been identified. Given that
difficult removal is labeled for both these products, it is very possible that rod breakage
and bending may occur primarily upon attempted removal. However, the timing of these
events cannot be determined with the current information available.

2. Tagree that there does not appear to be a significant signal of AEs or unintended
pregnancies occurring in association with bent/broken rods.

3. However, I agree with Dr. Kitchens that the release rate and IVIVC information
submitted is not sufficient to warrant
. Dr. Kitchens indicated that the statement that the release rate of ETO
may be slightly increased is acceptable, based on the in vitro data provided.

(b) (4)

The proposed labeling for Section 2.3 is acceptable. For Section 5.16, I recommend the
following edits to the proposed new language:
In Situ Broken or Bent Implant
There have been reports of broken or bent implants while in the patient’s arm. Based on in
vitro data, when the implant is broken or bent, the release rate of etonogestrel may be slightly
increased. e

When an implant is removed, it is important to remove it in its entirety [see Dosage and
Administration (2.3)].

The proposed patient labeling should be revised as follows:
e Broken or Bent Implant

If you feel that the implant () @)

®@ may have broken or bent while in your arm,

contact your healthcare provider.

Following review of the proposed labeling, I recommend the following additional edits
(additions are underlined; deletions are struck through):

In Section 5.4, I propose that the more accurate description of “serious arterial thrombotic and
venous thromboembolic events...” be used. The remainder of the revision is acceptable.

In reviewing the patient labeling, I believe that previously approved language (S-008) can be

made more patient-friendly and proposed the following:

(b) (4)

e Symptoms of a severe allergic reaction, such as swollen face, tongue or throat;

trouble breathing or swallowing;- @

Revised labeling was sent to the Sponsor on July 6, 2015. Agreement on labeling was reached
on July 31, 2015; the Sponsor agreed to FDA’s requested changes. I recommend approval of this
SLR as revised.
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

LISA M SOULE
07/31/2015
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Application No.: 21529/S-011 Reviewer:
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Division of Bone, .
e : . Secondary Reviewer:
Division: Reproductive and Urologic
Sandra Suarez Sharp, Ph.D.
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Applicant: Organon USA Inc. Paul Sco, Ph.D.
Trade Name: Implanon; Nexplanon Date May 28, 2014
’ Assigned: ’
. Date of October 28,
Established Name: | Etonogestrel Implant Review: 2014
Type of Submission:
Indication: Contraception CBE Labeling Supplement
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Strengths Subdermal implant/68 mg
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Administration Subdermal

Review key points: | e In vitro release testing for cut implants

e Systemic exposure predictions based on approved IVIVC
model

SUMMARY:

Background: Implanon® (etonogestrel implant) was approved on July 17, 2006, and
Nexplanon® (etonogestrel implant radiopaque) was approved on May 31, 2011 for the
indication of use by women to prevent pregnancy. Nexplanon® was approved under
supplement 007 to provide for a new radiopaque version of the Etonogestrel implant.

Submission: This supplement provides for changes in the labeling for Implanon® and
Nexplanon®. The US Prescribing Information (USPI) for Implanon® and Nexplanon®
have been revised to inform physicians about the specific situation where an etonogestrel
implant breaks in situ and provide the relevant information for this clinical situation. In
addition, for Nexplanon®, Merck has revised the Warnings and Precautions section of
the USPI to acknowledge that the labeling referenced reports of arterial and venous
thromboembolic events for the etonogestrel implant have now also been reported with
the etonogestrel implant radiopaque.

Review: The Biopharmaceutics review will focus on the in vitro release data and in vitro
in vivo correlation (IVIVC) predictions using a previously approved model to support
the Applicant’s claim that ]
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The data: The Applicant submitted accelerated in vitro release data for intact implants,
and implants cut into two and three pieces using the approved in vitro release test (in
vitro release in 90% ethanol/10% water at 6, 12 and 18 days, which corresponds to real-
time release at 1, 2 and 3 years, respectively, in water). The majority of the batches tested
met the following approved acceptance criteria:

Sum of Days 1-3, in water e

Day 6, (90/10 ethanol/water)
Day 12, (90/10 ethanol/water)
Day 18, (90/10 ethanol/water)

During the review cycle, the Applicant was requested to provide an adequate bridging
strategy to predict clinical performance and clinical impact from these in vitro data. The
data provided in response to this request consisted of:
e Accelerated in vitro release rates transformed to real-time in vitro release rates;
and,
e Transformed, real-time release rates used as inputs for the approved Level A
IVIVC to predict in vivo serum etonorgestrel concentrations.

According to the Applicant, the IVIVC model adequately predicts the etonogestrel
exposure from cut implants. However, there are insufficient data to support the claim that

@@ " Specifically,
information is lacking for the method used to transform the accelerated release data to
real time release data; there are no reported accelerated release data prior to 60 days;
there are no predicted in vivo concentrations prior to 20 months; and, the release rates of
cut implants are outside of the range of release rates evaluated in the construction of the
approved IVIVC. Therefore, a Complete Response is recommended for NDA 21529/S-
011.

RECOMMENDATION:

From the Biopharmaceutics perspective, a COMPLETE RESPONSE (CR) is
recommended for NDA 21259/S-011 for Implanon® (etonogestrel implant) and
Nexplanon® (etonogestrel implant radiopaque). The following comments should be
conveyed to the Applicant in the CR letter:

There are insufficient data to support the claim that N
Provide the following information/data:

1. Although you include the code for the data transformation in the IVIVC modeling
and simulation report, the report does not include a detailed explanation on the
method used for transforming the accelerated release rates to the real-time release
rates.

2. There are no predicted in vivo data between 2-20 months, and there are no

accelerated release data available to transform to real-time release before 60 days.
®) (@)
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®®@ Therefore, to support this claim, provide in vitro release data up to
three months for cut implants (two and three pieces) using the approved real time
in vitro release method conditions. Subsequently, you may use these data to
predict the release up to three years using appropriate in vitro release models.
The release rates for implants cut in 2 and 3 pieces are much faster than the
release rates from batches used for the construction of the IVIVC. Therefore, the
approved IVIVC and any other IVIVC model should not be used to predict
(extrapolate) the in vivo release of drugs outside the release rates evaluated in the
construction and validation of the IVIVCs. To use the IVIVC in this situation, we
recommend that you externally validate the approved IVIVC model using release
rates that encompass the release rates observed for the broken/cut rods.

Signature Signature
Kelly M. Kitchens, Ph.D. Sandra Suarez Sharp, Ph.D.

Biopharmaceutics Reviewer Biopharmaceutics Secondary Reviwer
Office of New Drug Quality Assessment Office of New Drug Quality Assessment

cc. TGhosh; PSeo.
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BIOPHARMACEUTICS ASSESSMENT

BACKGROUND INFORMATION

Drug Product:

Reference ID: 3657684

Implanon® 1mplant consists of a non-biodegradable, single-rod implant, pre-filled
in the stainless steel needle of a ready-for use disposable applicator. The implant
has a length of 4cm and a diameter of 2mm and contains a synthetic progestagen,
etonogestrel. After subdermal insertion of the implant in the upper-arm, a
continuous, slowly decreasing release of etonogestrel occurs, providing
contraception for three years.

Table 1: Composition
Names of Ingredients Quantity Function Reference to
(mg/implant) Standards

Active ingredient
Etonogestrel (Org 3236) 68 Drug substance Organon

® @ specifications
Other ingredients
Ethylene vinylacetate i Core polymer Organon
copolymer specifications
(28% vinylacetate) -
Ethylene vinylacetate SkKin polymer Organon
copolymer specifications
(14% vinylacetate)

Nexplanon® implant consists of a core containing a mixture of the drug substance,
etonogestrel (Org 3236), barium sulfate and ethylene vinylacetate copolymer
(vinylacetate content 28%), and a skin composed of ethylene vinylacetate
copolymer (vinylacetate content 14%). Each implant contains 68mg etonogestrel.
The implant has a length of 4.0cm and a diameter of 2.0mm (nomuinal).



Table 1: Complete composition of Org 3236 Implants 68 mg (XR-NGIA)

Core of the implant

Component Reference to Function(s) Quantity per
quality standard implant

Etonogestrel (Org 3236) In-house standard Drug substance 68 mag

nee

Barium sulfate Ph. Eur/USP Radio opacifier - 06

Ethylene vinylacetate copolymer | In-house standard Core polymer IS

(28% vinylacetate)

Core implant weight _ &e

Skin of the implant

Ethylene vinylacetate copolymer | In-house standard Skin polymer . be

(14% vinylacetate)

Purified water Ph. Eur./USP Processing agent -

Total implant weight 141 mg

|~

Figure 1: Next generation Implanon Applicator (NGIA)

PRESENT SUBMISSION:

In the current submission, the Applicant provided in vitro release data from intact
implants (40 mm in length), and implants cut into two (implant cut 20 mm from the end)
or three (implant cut 13 mm from both ends, resulting in two 13-mm pieces and one 14-
mm piece) pieces (n=6). The in vitro release from intact and cut implants was measured
using the approved accelerated in vitro release test in ethanol/water, and the approved in
vitro release test in water. Both in vitro release tests are described below. During the
review cycle, the Applicant provided predicted in vivo etonogestrel concentrations using
the approved Level A IVIVC model." The in vivo concentrations were predicted based on
accelerated in vitro release data that was transformed to real-time in vitro release data.
The Applicant concluded that since the predicted in vivo concentrations from cut
implants were consistent with observed in vivo concentrations from intact imilants, then

the IVIVC model can be used to bridie the in vitro data to in vivo release,

! DARRTS: NDA 021529, SUAREZ, SANDRA. Submit/Final Date: 11/21/2011, REV-QUALITY-
03(Review)

Reference ID: 3657684



In Vitro Release Testing:

Accelerated in vitro release test in ethanol/water:

e This in vitro release test was developed and approved as a batch release test for
the implant to mimic the release rate of etonogestrel throughout the recommended
use period of 3 years.” For this test, the release rate in ethanol/water at day 6, day
12 and day 18 corresponds to 1, 2 and 3 years, respectively, of in vitro release in
water. The release method parameters are as follows:

Medium: 90% ethanol/10% water, R
Volume: 100 mL

Stirring Rate: 750 + 20 rpm

Temperature: 45+ 0.2°C

Detection: UV spectrophotometry absorbance at 241 nm
Sampling Frequency: every 24 hours (for 18 days)

Specification:

Final accepted release specification
Sum of Days 1 — 3, in water

Day 6, (90/10 ethanol/water)

Day 12, (90/10 ethanol/water)

Day 18, (90/10 ethanol/water)

(b) (4)

e The accelerated drug release test was used to measure in vitro etonogestrel release
of intact implants, and implants cut in two pieces (n=6) and three pieces (n=6) on
day 1 (See Figure below).

Figure 1 - Accelerated release rate in ethanol/water of intact (uncut) implants and implants cut in
two and three pieces (1 cut and 2 cuts)

2 DARRTS: NDA-021529, KIM, MYONG JIN, Submit/Final Date: 10/27/2004, REV-CLINPHARM-
01(General Review)
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e The Applicant indicated that etonogestrel release was within specifications at day
18 for intact and cut implants. Therefore, if the implant breaks into two or three
pieces in situ at the start of use, the etonogestrel release rate at the 3 year time-
point (day 18 of accelerated release) is still consistent with adequate etonogestrel
release.

e The Applicant will be requested to submit the study design for measuring
accelerated in vitro release of the cut implants. The raw drug release data will also
be requested.

In vitro release test in water:
e This in vitro release test was developed and approved as a batch release test to
determine the initial (=sum day 1+2+3) release of etonogestrel in water.’ The
release method parameters are as follows:

Medium: Water, B

Volume: 100 mL

Stirring Rate: 750 + 20 rpm

Temperature: 37+0.2°C

Detection: UV spectrophotometry absorbance at 247 nm

Sampling Frequency: every 24 hours
Specification: @@ per implant

e This in vitro release test in water was used to determine the sum of day 1 through
day 3 etonogestrel release for uncut implants and implants cut into two or three
pieces (n=6 for each type).

* DARRTS: NDA-021529, KIM, MYONG JIN, Submit/Final Date: 10/27/2004, REV-CLINPHARM-
01(General Review)

Reference ID: 3657684



Figure 2 - In vitro release in water of intact (uncut) implants and implants cut into two or three
pieces (1 cut or 2 cuts)

e The Applicant indicated that all samples complied with the specification of -
except for one out of the six implants that was cut into three pieces; this
implant released - The Applicant argued that this out-of-specification was
not considered critical since the release rates with implants cut in three pieces on
day 1 was the worst-case approach since it is unlikely that the implant will break

in three pieces at once on day 1 of administration.

Reviewer’s Comments:

Overall, the Applicant concludes that even upon implant breakage into two or three
pieces at day 1, there is still sufficient etonogestrel present to meet the specification of
accelerated release at day 18 which corresponds to 3 years of use. In addition, the initial
release of etonogestrel in water when an implant breaks into two pieces on day 1 is also
within specifications. In the extreme worst case situation during in vitro testing where an
implant would break simultaneously into three separate pieces on day 1, only one out of
six samples was just outside the approved specification for the initial release.

No details were included on the procedure and therefore,
the following Biopharmaceutics Information Request (IR) comments were conveyed to
the Applicant in an Advice Letter on June 18, 2014. The Applicant responded to the
Advice Letter on August 6, 2014:

IR #7: Provide the study design/protocol used to evaluate the in vitro drug release from
intact and broken implants.

Company response #7:

The study protocol to evaluate the in vitro drug release rate from broken implants is
attached in Appendix 1. This document also contains the study protocol for factors which
affect the tensile strength of the implant.

e The Applicant resubmitted study protocol “Implanon (Org32222): Study on the
tensile strength and the in-vitro release rate of implants (date: May 18, 2004)” on
September 10, 2014, in response to an Agency Information Request, because the
original attachment could not be opened.

Reviewer’s assessment:
The following summarizes the study protocol:

e Sterilized implants were cut with- cutting knives as shown in the following
figure:
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The in vitro release of etonogestrel was investigated with sterilized implants
simulated to 0 years of in vivo use (i.e. in vitro release in 90% ethanol for 0 days)
before cutting, and with implants simulated to 2 years of in vivo use (i.e. in vitro
release in 90% ethanol for 12 days) before cutting. This is illustrated in the
following flowchart:



e The Applicant’s protocol describes how the implants were cut, and how in vitro
drug release was measured from the intact and cut implants.
e The Applicant’s response is acceptable.

IR #8: Provide the complete drug release data (individual, mean SD, profiles) for all the
batches tested.

Company response #8:

In-vitro release tests for intact and broken implants were performed on a single batch,
batch 680713. Table 7 summarizes all the routines tested, where each routine consists of
six implants (n=6). Routines with 12-day release in ethanol:water before cuts were
designed to simulate 2-year release in water before breakage.

10
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Applicant’s Note: No corresponding figure for percent (%) released from labeled amount is shown since
the released amounts are negligible compared to 68 mg.

Reviewer’s assessment:

e The Reviewer verified that the complete drug release data corresponded with the
drug release profiles. Due to the large quantity of drug release data, this data are
not included in this review.

e The Applicant’s data show that etonogestrel release increases with an increase in
the number of implant breaks. Also, the initial release of etonogestrel in water and
the release at day 18 (which corresponds to 3 years of in vivo use) from cut
implants are within the approved specifications.

e The Applicant’s response is acceptable.

The Applicant also addressed the following Advice Letter comments from the Clinical
Division:

We are concerned that you have not provided an adequate bridging strategy to predict
clinical performance and clinical impact from these in vitro data. We recommend you
describe in detail, given the absence of an in vitro/in vivo correlation (IVIVC) model,
how you plan to bridge from in vitro data to in vivo release and ultimately to clinical
effects. While we will review the postmarketing safety report information you provided,
the ability of such data to indicate R

is extremely limited.

Company response:

The Applicant believes that the currently approved Level A IVIVC for intact implants
can be applied to broken/bent implants, and it will be used to bridge from in-vitro release
rates to in vivo serum etonogestrel (ENG) concentrations and, finally, to clinical impact.
A Level A IVIVC via deconvolution/convolution method was previously developed for

14
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intact implants based on three-year in-vitro release and in-vivo serum ENG concentration
data for four batches (Implanon IVIVC Report, Submission Serial # 0144, 30 March
2011). The model was validated against typical IVIVC acceptance criteria, demonstrating
acceptable internal (6.9% PE) and external (12.15% PE) predictability against the
observed in-vivo concentrations. This model was deemed acceptable by FDA to waive
the bioequivalence requirements for Nexplanon batches for the period of two months to
three years.

The Level A IVIVC model can be used to estimate the serum ENG concentrations for
broken/bent implants and to assess maintenance of efficacy. According to the Applicant,
the breakage does not affect the release mechanism from the implant; rather, it results in
an acceleration of release due to increased exposed surface area, which is directly
reflected in the release-rate data (Company Response 8 and Appendix 2). Therefore, the
IVIVC model can be applied to real-time (3-year) dissolution data from broken implants
to predict the resulting serum ENG concentrations in principle. Since broken implants
(including implants intentionally cut at day 1 to simulate the worst case scenario) have
been evaluated only in an accelerated (18-day) ethanol:water dissolution method, the
Applicant will translate the accelerated dissolution data to real-time (3-year) dissolution
data by establishing a correlation function between the two release methods using intact
implant data. Subsequently, the existing IVIVC model will be applied to the transformed
dissolution data to predict the serum ENG concentrations at three years. These
predictions will allow us to assess whether the serum ENG concentrations obtained from
broken implants after three years remain sufficiently high for the prevention of
pregnancy. The additional modeling results will be provided to the Agency in
approximately 8 weeks following submission of this response. An exact target date will
be communicated to the FDA project manager shortly.

The existing IVIVC model has limitations in predicting in-vivo exposures around Cmax
which is observed in the first few days after administration. However, as presented in the
Clinical Overview in the April 2014 submission, the Applicant does not anticipate that
broken implants would result in exposures outside of the previously observed range. The
in-vitro real-time release data in water for broken implants with one or two cuts showed
that the total ENG release in days 1, 2 and 3 after breakage does not exceed the approved
upper limit of | @@ except for one (@) out of six implants, all of which were cut
into three pieces. This slight out-of-specification result was considered not critical as
breakage into three or more pieces is uncommon, a breakage during day 1 is an unlikely
worst case, and later breakage will result in lower peak release rate (Company Response
8) since the skin layer of the implant is no longer saturated with ENG.

As for bent implants, the Applicant demonstrated that bends in an implant have negligible
impact on in-vitro release rates (CMC Module P23v01 - Pharmaceutical Development:
Formulation Development, 18March2013), and the difference in the resulting in-vivo
serum ENG concentrations will also be negligible. As a result, the impact of bent
implants on efficacy and safety will be minimal.

15
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The Applicant submitted the IVIVC results on September 25, 2014

Reviewer’s assessment:

Reference ID: 3657684

The approved Level A IVIVC model was developed from real-time release data.
Therefore, the Applicant transformed the accelerated release rates (Table 3) from
intact and cut implants into real-time release rates, then used the transformed
release rates (Table 4) as inputs to the Level A IVIVC model to predict in vivo

serum ENG concentrations.

accelerated )
release rates —3»| transformation

daily real-time

release rates

predicted serum
IVIVC = ENG
concentrations

Table 3. Accelerated release rates in ethanol/water. The release rates are reported in
Hg/day and the fractions released from 68 mg are in parentheses.
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Table 4. Transformed real-time release rates. The release rates are reported in pg/day
and the fractions released from 68 mg are in parentheses.

Although the code for the data transformation is included in the IVIVC modeling
and simulation report, the report does not include a detailed explanation on the
method used for transforming the accelerated release rates to the real-time release
rates.

In addition, the Applicant used the IVIVC analysis to predict in vivo
concentrations only for the period of 20 months to 3 years. However, the
Applicant did not report predicted in vivo data before 20 months.

17



Table 5. Predicted in vivo serum ENG concentrations of implants in pg/mL between 20
months and 3 years. The fractions relative to the intact implant are shown in
parentheses.

e The following figures show the predicted in vivo ENG concentrations against the
observed in vivo ENG concentrations from the PK data used to develop the
IVIVC model. According to the Applicant, given that the predicted values for the
intact implant overlaps with the in vivo values used in the construction for the
IVIVC, the accelerated testing and its transformation is justifiable.

Figure 4. Predicted in vivo serum ENG concentrations of an intact implant (black) against the observed in
vivo serum ENG concentrations from batches used for the Level A IVIVC model development (grey). The
predicted concentrations from the intact implant were consistent with what was observed, providing the
basis to apply the technique to broken implants.

18
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Figure 5. Predicted in vivo serum ENG concentrations of implants broken immediately after insertion
(black) against the observed in vivo serum ENG concentrations from batches used for the Level A IVIVC
model development (grey). The breakage produced higher concentrations before 22 months and-%
lower concentrations at three years than the intact implant.

Figure 6. Predicted in vivo serum ENG concentrations of implants broken after two years of use (black)
against the observed in vivo serum ENG concentrations from batches used for the Level A IVIVC model
development (grey). The breakage only slightly increased the concentrations at three years.

Reviewer’s Comments:

According to the Applicant, the IVIVC model using transformed release data predicted
that in vivo serum ENG concentrations at three years were lower by .% for breakage
into two pieces - pg/mL) and by .% for breakage into three pieces (i
pg/mL) compared to those from the intact implant (- pg/mL) in the very worst case
of breakage immediately after insertion.

19
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The following plot was constructed by the Reviewer to show the transformed release
rates of intact implants and implants cut into 2 and 3 pieces, and the real-time release
rates of intact implants used to develop the IVIVC model. The transformed release rates
for implants cut in 2 and 3 pieces are much faster than the batches used for the
construction of the IVIVC. Therefore, the approved IVIVC model cannot be used to
predict (extrapolate) the in vivo release of drugs outside the release rates evaluated in the
construction of the approved IVIVC.

Figure 7. Transformed etonogestrel in vitro release for intact, 2- and 3 pieces implants overlaid with the
long term in vitro release rate of implants used in the construction of the IVIVC.

The following IR comments from the Clinical Division were conveyed to the Applicant
on October 10, 2014. The Applicant responded to the IR comments on October 31, 2014:

Your recent submission regarding your IVIVC is currently under review, and we have a
request for additional information.

IR #1: The Level A IVIVC model predicts in vivo ENG concentrations for the period of
use of 2 months — 3 years. Address how you will evaluate the potential clinical impact of
implant breakage within the first 2 months after insertion.

Company response:

The Applicant believes that the additional etonogestrel (ENG) released from broken
implants does not increase the peak ENG concentrations enough to raise safety concerns
during the first two months. This conclusion was drawn from comparing the expected
serum ENG concentrations from the broken implants, using the real-time release-rate data
in water, with the observed concentrations from other ENG-containing contraceptive
products.

The mean real-time release-rate in water, summarized in Table 1, showed that the ENG

20
Reference ID: 3657684



released from implants broken into two and three pieces (one and two cuts, respectively)
was at most 160% of the amount released from intact implants on Day 1 (for three pieces)
and lower in subsequent days.

Table 1: Mean Real-time Release Rates in Water for Intact and Broken Implants*

Day | Intact implants (ug/day) | Implants broken into two Implants broken into
pieces (ng/day) three pieces (ug/day)

1 116.9 156.8 186.2

2 95.8 112.7 126.6

3 89.3 106.2 104.5

4 84.8 105.5 121.5

5 80.7 99.4 114.2

6 78.7 93.1 105.6

* Mean release rates were calculated from six implants each, and the same information can be found in the
Appendix of the Efficacy Information Amendment (Submission Serial # 0212, 06 August 2014).

Using the highest release rate from the data above (160% of an intact implant), the peak

serum ENG concentration of a broken implant is expected to be lower than the sustained

serum ENG levels observed in other ENG-containing contraceptive products with
established acceptable safety profiles. Figure 1 shows the observed serum ENG
concentrations from three ENG containing contraceptive products: intact Implanon® at
0-2 weeks, 3-4 weeks, and 3 months after insertion; the combined contraceptive vaginal
ring NuvaRing® (ENG-ethinyl estradiol 120-15 pg/day) during the first 12 days of use;
and the combined oral contraceptive Desogen® (desogestrel-ethinyl estradiol 150-30
ng/day) at steady state. The peak ENG concentrations reached with the intact Implanon®
are about one half of the steady-state concentrations reached with NuvaRing® and are
less than one fourth of the steady-state peak concentrations reached with Desogen.
Furthermore, the peak ENG concentrations reached with the intact Implanon® even

remain below the minimum steady-state concentrations associated with Desogen®.
®@
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Figure 1: The observed serum ENG concentrations from intact Implanon®
(0-2 weeks, 3-4 weeks and 3 months), NuvaRing® (first 12 days), and
Desogen® (steady state)
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Data Sources: [Ref. 5.4: 00RCBP], [Ref 5.4: 040H3C], [Ref. 5.4: 040J37], and [Ref. 5.4: 03TH93]

Reviewer’s assessment:

e The Applicant demonstrated that the highest real-time concentration of ENG
released in vitro from cut implants would predict in vivo ENG concentrations that
are less than the steady-state ENG concentrations reached with NuvaRing®
(ENG-ethinyl estradiol) and Desogen® (desogestrel-ethinyl estradiol) over a 12-
day period. While this observation may suggest there are no safety concerns, the
Applicant has not addressed the impact of implant breakage on efficacy,
especially within the first two months of use. In addition, the Applicant will be
requested to provide in vitro release data up to three months for cut implants (two
and three pieces) using the approved real-time in vitro release method conditions.

IR #2: We are concerned that rod breakage, particularly if it occurs early in the duration
of use, may result in premature loss of API, such that contraceptive protection may not
endure for the full 3 years of use. Please address the impact of early breakage on
residual drug remaining toward the end of the duration of use.

Company response:
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Reviewer’s assessment:

e Since the release rates for implants cut in 2 and 3 pieces are much faster than the
release rates from batches used for the construction of the IVIVC, it is not
appropriate to predict the in vivo concentrations without external validation of the

IVIVC. Therefore, we do not agree thatm
_ can be predicted from cut implants at this time. Also, refer

to the clinical team review for their assessment on the response provided.
RECOMMENDATION:

From the Biopharmaceutics perspective, a COMPLETE RESPONSE (CR) is
recommended for NDA 21259/S-011 for Implanon® (etonogestrel implant) and
Nexplanon® (etonogestrel implant radiopaque). The following comments should be
conveyed to the Applicant in the CR letter:

1. Although you include the code for the data transformation in the IVIVC modeling
and simulation report, the report does not include a detailed explanation on the
method used for transforming the accelerated release rates to the real-time release
rates.

2. There are no predicted in vivo data between 2-20 months, and there are no

accelerated release data available to transform to real-time release before 60 days.

- !!ere!ore, to support !!s cIalm, prow!e 1 vitro release !ta up to

three months for cut implants (two and three pieces) using the approved real-time

i vitro release method conditions. Subsequently, you may use these data to

predict the release up to three years using appropriate in vitro release models.

3. The release rates for implants cut in 2 and 3 pieces are much faster than the
release rates from batches used for the construction of the IVIVC. Therefore, the
approved IVIVC and any other IVIVC model should not be used to predict
(extrapolate) the in vivo release of drugs outside the release rates evaluated in the
construction and validation of the IVIVCs. To use the IVIVC 1n this situation, we

recommend that you externally validate the approved IVIVC model using release
rates that encompass the release rates observed for the broken/cut rods.

23
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Product Name(s): Implanon (NDA 21-529), Nexplanon (NDA 21-529)
Subject: Device breakage and unintended pregnancy
Submission Number: NDA 21-529/S-011
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OSE RCM #: 2014-2297

Reference ID: 3660687



1 INTRODUCTION

This memorandum provides a high level summary of FDA Adverse Event Reporting System
(FAERS) reports of broken or bent etonogestrel subdermal implant device, a long-acting, single
rod, progestin-only contraceptive implant, and unintended pregnancy. Merck, Sharp & Dohme
Corporation submitted a Changes Being Effected (CBE) labeling supplement on 2 April 2014, to
NDA 21-529 (Nexplanon (radiopaque etonogestrel implant) and Implanon (etonogestrel
implant)). This CBE supplement proposes to update the product labeling to inform prescribers
about the specific situation where an implant breaks or bends in situ and provides clinical
recommendations for this clinical situation. Nexplanon and Implanon are approved for up to
three years of contraception.

On 23 May 2014, Merck submitted a response to FDA’s Information Request and noted that out
of 71,359 reports in their global safety database of intact etonogestrel implants, 5300 (7.4%)
reported the PT “Unintended pregnancy’ or ‘Pregnancy with implant contraceptive.” They also
noted 241 (1.4%) reports of unintended pregnancy of the 1768 reports of bent or broken implant
devices.

On 5 November 2014, the Division of Bone, Reproductive, and Urology Products (DBRUP)
consulted the Division of Pharmacovigilance 1 (DPV 1) to review the evidence of broken or bent
rods associated with unintended pregnancy in FAERS. The findings of the FAERS data are
presented in this memo.

2 METHODS AND MATERIALS

DPV searched FDA Adverse Event Reporting System (FAERS) with the strategy described in

Table 1.2
Table 1. FAERS Search Strategy
Date of search 13 November 2014
Time period of search 1 January 1969* - 13 November 2014
Product Terms Etonogestrel (Product Active Ingredient)
MedDRA Search Terms | PT Terms: Device Breakage, Device Damage

* All cases in FAERS
3 DATA

The FAER search retrieved 1254 reports. DPV applied additional criteria to these results:

® FAERS is a database designed to support the FDA's post-marketing safety surveillance program for drug and therapeutic
biologic products. FAERS data do have limitations (e.g., variable quality and quantity of information provided, cannot
determine causality, voluntary reporting system, reporting biases). Additionally, FAERS cannot be used to calculate the
incidence of an adverse event in the U.S. population. FDA implemented FAERS on September 10, 2012, and migrated all the
data from the previous reporting system (AERS) to FAERS. Differences may exist when comparing case counts in
AERS and FAERS. FDA validated and recoded product information as the AERS reports were migrated to FAERS. In
addition, FDA implemented new search functionality based on the date FDA initially received the case to more
accurately portray the follow up cases that have multiple receive dates.
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1. A text search of the narratives for these 1254 reports with terms indicative of unintended
pregnancy

2. A search of the 1254 cases for the following Preferred Terms (PTs): Unintended
Pregnancy, Drug Ineffective, Pregnancy with Contraceptive Device, and Pregnancy with
Implant Contraceptive.

As a result of these additional search criteria, 15 cases (1.2%) of reported pregnancy were
retrieved. However, three cases were excluded for the following reasons:

1. Pregnancy onset after removal of etonogestrel implant device

2. Reported ‘feeling’ of pregnancy, but not confirmed pregnancy

3. Pregnancy onset beyond the recommended duration of use (implant use > 3 years)

4 CONCLUSION

This review identified 12 reports (1%) of reported pregnancy, including miscarriage, in women
with a reported bent or broken etonogestrel implant. While compromise to the etonogestrel
implant device is a concern, FAERS reporting trends (1% of reports with PT Device Breakage or
Device Damage) do not suggest that pregnancy with device compromise is reported more
frequently than pregnancy with intact etonogestrel implant devices (7.4% per Sponsor’s 23 May
2014 IR response)™.

5 REFERENCE

1. Merck, Sharp & Dohme Corp. Efficacy Information Amendment- Response to
Information Request: NDA 21-529/S-011: Implanon and Nexplanon. NDA 21-529. 23
May 2014.

6 FAERS CASE IDS OF DEVICE BREAKAGE AND PREGNANCY WITH
ETONOGESTREL IMPLANT

Case # Version MER Ctrl #
10005000 3 US-009507513-1403USA003351

10062280 2 US-009507513-1404USA000204
8389424 3 20125P002246

8766150 3 GB-009507513-2011SP028508
8778349 2 US-009507513-1208USA010662
8941662 2 US-009507513-1211USA012239
8989254 7 US-009507513-1212USA009877
9007434 2 US-009507513-1301USA003009
9166122 1 US-009507513-1303USA007187
9310778 2 US-009507513-1305USA012635
9642771 2 US-009507513-1310USA010900
9682180 2 SE-009507513-1311SWE002837
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: July 20, 2015

TO: Memo to File

THROUGH: Lisa Soule, M.D. — Medical Team Leader

FROM: Nenita Crisostomo, R.N. — Regulatory Health Project Manager
SUBJECT: Response to July 13, 2015 email regarding July 11, 2015 FDA Advice
letter

APPLICATION/DRUG: NDA 021529/ S-11 Implanon/Nexplanon

This is to document the email communication below:

From: Crisostomo, Nenita

Sent: Monday, July 20, 2015 10:49 AM

To: Hampton, Tonja W (tonja_hampton@merck.com)

Cc: Williamson, Charlene

Subject: RE: Implanon/Nexplanon (21-529) - Clarification on S-011 Advice Letter - Expedited Response
Requested

Hello Tonja,

In response to your inquiry below, we simply don’t have enough data to know WHAT clinical
scenario to expect if a rod breaks, so we cannot speculate whether we would be concerned about
decreased efficacy, safety or both.

If you have any further questions, please feel free to contact me.

Thank you,
Nita
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(Covering for Charlene Williamson until 7/24/15)

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

Center for Drug Evaluation and Research
Ph: 301-796-0875

From: Hampton, Tonja W [mailto:tonja hampton@merck.com]

Sent: Monday, July 13, 2015 4:11 PM

To: Williamson, Charlene; Crisostomo, Nenita

Cc: Hampton, Tonja W

Subject: Implanon/Nexplanon (21-529) - Clarification on S-011 Advice Letter - Expedited Response
Requested

Importance: High

Dear Charlene and Nita,
The Implanon/Nexplanon team has reviewed the S-011 Advice Letter, received on July 11.

While we acknowledge that FDA doesn't agree there are sufficient data to support the claim that

®@  Merck would like to
understand if FDA is more concerned about safety during the first 2 months (i.e. 0-2 mos) or
efficacy during the duration of the product?

Due to the July 20 deadline, we kindly request an expedited response.

Best regards,
Tonja

Tonja Wynn Hampton, MD

Director, Worldwide Regulatory Affairs
Mail: RY34-B188 / Office: 34-B1125

Phone: 732-594-4164 / Fax: 732-594-4980
Email: fonja _hampton@merck.com
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Dr. Hampton,

We have attached labeling for Nexplanon S-011, and the following explanatory comments from
our Biopharmaceutics Reviewer that provide more detail as to why we do not accept your
proposal to O

There are insufficient data to support the claim that i

. Provide the following information/data:

1. Although you include the code for the data transformation in the IVIVC modeling and
simulation report, the report does not include a detailed explanation on the method used
for transforming the accelerated release rates to the real-time release rates.

2. There are no predicted in vivo data between 2-20 months, and there are no accelerated
release data available to transform to real-time release before 60 days. N
Therefore, to
support this claim, provide in vitro release data up to three months for cut implants (two
and three pieces) using the approved real time in vitro release method conditions.
Subsequently, you may use these data to predict the release up to three years using
appropriate in vitro release models.

3. The release rates for implants cut in 2 and 3 pieces are much faster than the release rates
from batches used for the construction of the IVIVC. Therefore, the approved IVIVC and
any other IVIVC model should not be used to predict (extrapolate) the in vivo release of
drugs outside the release rates evaluated in the construction and validation of the IVIVCs.
To use the IVIVC in this situation, we recommend that you externally validate the
approved IVIVC model using release rates that encompass the release rates observed for
the broken/cut rods.

We agree that it is important to provide notification that bent and broken implants have been
reported and maybe associated with difficult removals, and we request that you accept the edits
shown in the Nexplanon PI and PPI and make the same edits to the Implanon PI and PPI. We
would like to approve S-011, as revised, before you come in with the new CBE supplement.

If at a future time you would like us to reconsider a N

you should address the Biopharmaceutics comments above in a new
submission.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADM NISTRATION

REQUEST FOR CONSULTATION

TO (Division/Office): FROM: Division of Bone, Reproductive and Urologic Products
Mail: OSE/DPV Attn: Charlene Williamson Ext 6-1025
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
November 5, 2014 21529/S-011 Labeling Supplement April 2, 2014
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Implanon Implants Priority Hormonal November 20, 2014
NAME OF FIRM: Organon USA, Inc.

REASON FOR REQUEST

I. GENERAL

O NEW PROTOCOL

O PROGRESS REPORT

O NEW CORRESPONDENCE

O DRUG ADVERTISING

O ADVERSE REACTION REPORT

O MANUFACTURING CHANGE/ADDITION
O MEETING PLANNED BY

O PRE--NDA MEETING

OO END OF PHASE Il MEETING
O RESUBMISSION

O SAFETY/EFFICACY

O CONTROL SUPPLEMENT

O RESPONSE TO DEFICIENCY LETTER
O FINAL PRINTED LABELING

O LABELING REVISION

O ORIGINAL NEW CORRESPONDENCE
O FORMULATIVE REVIEW

O OTHER (SPECIFY BELOW):

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH

STATISTICAL APPLICATION BRANCH

O TYPE A OR B NDA REVIEW
O END OF PHASE Il MEETING
O CONTROLLED STUDIES

O PROTOCOL REVIEW

O OTHER (SPECIFY BELOW):

O CHEMISTRY REVIEW

O PHARMACOLOGY

O BIOPHARMACEUTICS

O OTHER (SPECIFY BELOW):

lll. BIOPHARMACEUTICS
O DISSOLUTION O DEFICIENCY LETTER RESPONSE
O BIOAVAILABILTY STUDIES O PROTOCOL-BIOPHARMACEUTICS
O PHASE IV STUDIES O IN-VIVO WAIVER REQUEST
IV. DRUG EXPERIENCE
O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
O DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES O SUMMARY OF ADVERSE EXPERIENCE
O CASE REPORTS OF SPECIFIC REACTIONS (List below) O POISON RISK ANALYSIS
O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

O CLINICAL

O PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS:

Please review FAERS Reports for evidence of broken/bent rods associated with unintended pregnancy or other AEs.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check all that apply)
0O MAIL O DARRTS 0O HAND
SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER
06/18/2013

Reference ID: 3654285




This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

ZETA-MAE C WILLIAMSON
11/05/2014

Reference ID: 3654285



Page 1 of 1

From: Williamson, Charlene
Sent: 10/10/2014 1:33:04 PM
To: Hampton, Tonja W
CC: Williamson, Charlene
Subject: Implanon S-011

Tonja,

Your recent submission regarding your IVIVC is currently under review, and we have a request for
additional information.

1. The Level A IVIVC model predicts in vivo ENG concentrations for the period of use of 2 months —
3 years. Address how you will evaluate the potential clinical impact of implant breakage within
the first 2 months after insertion.

2. We are concerned that rod breakage, particularly if it occurs early in the duration of use, may
result in premature loss of API, such that contraceptive protection may not endure for the full 3

years of use. Please address the impact of early breakage on residual drug remaining toward the
end of the duration of use.

Please respond to this request by October 31, 2014.
Please acknowledge receipt of this email.

Thanks
Charlene

Reference ID: 3643325
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

NDA 21529 /S-011
GENERAL ADVICE

Organon USA Inc.

Attention: Tonja W. Hampton, MD
Director, Worldwide Regulatory Affairs
One Merck Drive, P.O. Box 100
Whitehouse Station, NJ 08889

Dear Dr. Hampton:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Implanon and Nexplanon (etonogestrel implant).

We also refer to your April 2, 2014 submission containing labeling supplement 011, in which
you propose to add information to labeling concerning reports of rod breakage/bending in situ.
Further, based on in vitro release data, you propose to state that “the release rate of etonogestrel
may be slightly increased. K

We are concerned that you have not provided an adequate bridging strategy to predict clinical
performance and clinical impact from these in vitro data. We recommend you describe in detail,
given the absence of an in vitro/in vivo correlation (IVIVC) model, how you plan to bridge from
in vitro data to in vivo release and ultimately to clinical effects. While we will review the
postmarketing safety report information you provided, the ability of such data to indicate '@
from broken or bent rods effects is extremely limited.

Provide information to address the following requests. Provide responses for Implanon and
Nexplanon separately, and for both implants combined; where appropriate, also report separately
for broken vs. bent rods and broken/bent rods combined:

1. Data on the incidence of reports of broken/bent rods in the clinical trials that supported
approval of Implanon/Nexplanon.

2. While you provide information in the current supplement about the percent of broken rods
that were removed vs. not removed, we are unable to determine from the current
submission how often broken/bent rods were identified prior to the attempted removal.
Provide this information to the extent available, and characterize how the problem was
identified.

3. For broken implant reports, provide a frequency distribution of the number of pieces

identified (i.e., number of reports of two pieces, three pieces, four pieces, etc., and the
number of reports that did not specify the number of pieces).
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NDA21529 /S-011
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4. Provide a frequency distribution of any further actions taken by the healthcare provider to
ensure that the entire broken implant had been removed (i.e., no further action taken,
etonogestrel serum levels assessed, x-ray done, etc.). Further, provide information to the
extent available about the number of cases in which the healthcare provider was uncertain
if the entire rod had been removed.

5. While you described the 15 most common Adverse Events (AE) reports, we are concerned
that rarely reported AEs might be reported differentially by patients with broken/bent rods.
Provide reports of all AEs for which the reporting rate was higher in the broken/bent
cohorts vs. the cohort who did not report broken/bent rods (i.e., use the format in Table 2 of
your May 23, 2014 submission).

6. Provide your best assessment of the root cause of these broken or bent rods.

7. Provide the study design/protocol used to evaluate the in vitro drug release from intact and
broken implants.

8. Provide the complete drug release data (individual, mean SD, profiles) for all the batches
tested.

If you have any questions, call me at (301) 796-1025.
Sincerely,
{See appended electronic signature page}
Z. Charlene Williamson
Regulatory Project Manager
Division of Bone, Reproductive and Urologic Products

Office of Drug Evaluation III
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION
FOOD AND DRUG ADM NISTRATION

TO (Division/Office): DPV FROM: DBRUP
Mail: OSE Attn: Charlene Williamson
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
June 6, 2014 21529 Labeling Supplement April 2, 2014
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION
Nexplanon/Implanon (etonogestrel | Standard August, 2014
implants)

NAME OF FIRM: Organon USA, Inc.

REASON FOR REQUEST
I. GENERAL
O NEW PROTOCOL O PRE--NDA MEETING O RESPONSE TO DEFICIENCY LETTER
O PROGRESS REPORT O END OF PHASE Il MEETING O FINAL PRINTED LABELING
O NEW CORRESPONDENCE O RESUBMISSION O LABELING REVISION
O DRUG ADVERTISING O SAFETY/EFFICACY O ORIGINAL NEW CORRESPONDENCE
O ADVERSE REACTION REPORT O CONTROL SUPPLEMENT O FORMULATIVE REVIEW
O MANUFACTURING CHANGE/ADDITION O OTHER (SPECIFY BELOW):
O MEETING PLANNED BY
II. BIOMETRICS
STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

O TYPE A OR B NDA REVIEW
O END OF PHASE Il MEETING
OO0 CONTROLLED STUDIES

O PROTOCOL REVIEW

O OTHER (SPECIFY BELOW):

O CHEMISTRY REVIEW

O PHARMACOLOGY

O BIOPHARMACEUTICS

O OTHER (SPECIFY BELOW):

lll. BIOPHARMACEUTICS
O DISSOLUTION O DEFICIENCY LETTER RESPONSE
O BIOAVAILABILTY STUDIES O PROTOCOL-BIOPHARMACEUTICS
O PHASE IV STUDIES O IN-VIVO WAIVER REQUEST
IV. DRUG EXPERIENCE
O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
O DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES O SUMMARY OF ADVERSE EXPERIENCE
O CASE REPORTS OF SPECIFIC REACTIONS (List below) O POISON RISK ANALYSIS
O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

O CLINICAL O PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS:

The sponsor of NDA 21-529 has recently submitted a labeling supplement to provide information about reports of broken/bent rods in situ. Could you please do a FAERS search on
the following (we would appreciate results presented for Implanon and Nexplanon separately, and then a total of all reports, since some probably won’t specify which implant was in
use):

1. Number of reports of bent rods, broken rods and total bent/broken

2. Within these reports, number of reports of pregnancy, drug ineffective (or similar terms) and number of reports of SAEs (specified)

3. Then, if not too difficult — could you search FAERS for reports of pregnancy, drug ineffective or the like, and then see, of those reports, how many reported a broken/bent
rod.

Please let us know if any of this is too difficult or time-consuming to be worthwhile. The labeling supplement is due in November, so we would appreciate if you could do this by late
August.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD 20993

NDA 21529/5-011
ACKNOWLEDGEMENT --
PRIOR APPROVAL SUPPLEMENT
Organon USA, Inc.
Attention: Tonja Hampton, M.D.
Director, Regulatory Affairs
One Merck Drive, P.O. Box 100
Whitehouse Station, NJ 08889

Dear Dr. Hampton:

We have received your Supplemental New Drug Application (SNDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA or the Act) for the following:

NDA NUMBER: 21529

SUPPLEMENT NUMBER: 011

PRODUCT NAME: Nexplanon (etonogestrel implants)
DATE OF SUBMISSION: April 2, 2014
DATE OF RECEIPT: April 2, 2014

This supplemental application, submitted as a “Changes Being Effected” supplement, proposes
the following changes: 1) an etonogestrel implant breaks in situ, and 2) revised the Warnings and
Precautions section of the USPI based on reports of arterial and venous thromboembolic events,
and 3) update the PPI with corresponding text. Changes of this kind cannot be put into effect
prior to approval of a supplement; we consider this to be a Prior Approval Supplement. An
approved supplement is required for this proposed change prior to distributing drug product
made with this change.

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on June 1, 0214, in
accordance with 21 CFR 314.101(a). If the application is filed, the goal date will be October 2,
2014.

If you have not already done so, promptly submit the content of labeling

[21 CFR 314.50(1)(1)(i)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Failure
to submit the content of labeling in SPL format may result in a refusal-to-file action under

21 CFR 314.101(d)(3).
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SUBMISSION REQUIREMENTS

Cite the application number listed above at the top of the first page of all submissions to this
application. Send all submissions, electronic or paper, including those sent by overnight mail or
courier, to the following address:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Bone, Reproductive and Urologic Products
5901-B Ammendale Road

Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the
page and bound. The left margin should be at least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however,
it may occasionally be necessary to use individual pages larger than standard paper size.
Non-standard, large pages should be folded and mounted to allow the page to be opened for
review without disassembling the jacket and refolded without damage when the volume is
shelved. Shipping unbound documents may result in the loss of portions of the submission or an
unnecessary delay in processing which could have an adverse impact on the review of the
submission. For additional information, see
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

If you have questions, call me at (301) 796-1025.
Sincerely,
{See appended electronic signature page}
Z. Charlene Williamson
Regulatory Project Manager
Division of Bone, Reproductive and Urologic Products

Office of Drug Evaluation III
Center for Drug Evaluation and Research
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P/T Review Memo to the file
Date: 4/8/2014

NDAs #: 021529 (etonogestrel implant) 68 mg; sSNDA 21529/S-007 Nexplanon
(etonogestrel implant) 68 mg

Date of submission: 4/2/2014

Sponsor: Merck on behalf of Organon USA Inc.
Drug Product: Implanon and Nexplanon
Subject: Supplement- Changes Being Effected

This supplemental application provides for changes in the labeling for approved NDAs
for Implanon and Nexplanon.

USPI for Implanon and Nexplanon have been revised to inform physicians about the
specific situation where etonogestrel implant breaks in situ and provides the relevant
information for tis clinical situation.

Also for Nexplanon in the Warnings and Precautions section of USPI includes reports of
arterial and venous thromboembolic events for etonogestrel implant have been also
reported with etonogestrel implant radiopaque.

This proposed labeling is provided in SPL format.

P/T comments: NAI
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