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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each implant contains 68 mg Etonogestrel. 
Organon USA Inc., Roseland, NJ 07068

	
	

	Summary of Findings:
	Etonogestrel implant is a progestin-only contraceptive that has demonstrated efficacy over a 3-year period of time following subdermal administration.  It consists of a flexible plastic rod impregnated with etonogestrel, which is implanted under the skin of the upper arm.  The implant releases a low, steady dose of the progestin for a period of 3 years.  It appears to be an effective and convenient long-term alternative to other contraceptives, but comparative clinical studies are not available.  The manufacturer of etonogestrel implant will be conducting national clinical training programs to train healthcare providers on the insertion and removal procedures.  Only healthcare professionals trained through this program will be able to prescribe this implant for their patients.  The etonogestrel implant has been marketed outside the U.S. since 1998, and has been used by more than 2.5 million women worldwide.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Appropriate Indications
	 FORMCHECKBOX 
 Preferred Agent

 FORMCHECKBOX 
 PA Not Required


Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open access drug. While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
Rankings to indicate pregnancy prevention, rank progestin implants at the same level as injections, intrauterine devices and sterilization.  This ranking is given to those contraceptive methods that result in less than 1 pregnancy per 100 women in one year.
Dosage Form(s) 1
Each ethylene vinylacetate copolymer implant rod is 4 cm in length with a diameter of 2 mm and contains 68 mg of Etonogestrel.  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.
Manufacturer
Organon USA Inc., Roseland, NJ 07068
Indication(s) 1
Implanon is indicated in the prevention of pregnancy.
Clinical Efficacy1-9 (mechanism of action/pharmacology, comparative efficacy)
Etonogestrel is the biologically active metabolite of the progestin desogestrel.  Progestin-only contraception prevents contraception by suppressing ovulation, thickening the cervical mucus to inhibit sperm penetration, lowering midcycle luteinizing hormone (LH) and follicle-stimulating hormone (FSH) peaks, slowing the movement of the ovum through the fallopian tubes, and altering the endometrium which reduces the likelihood of implantation.  Etonogestrel implant is a non-biodegradable implant for subdermal use that contains 68 mg of etonogestrel, which is slowly released over a 3-year period of time. 
	
	IMPLANON

	Protein binding
	98-99%

	Volume of distribution
	201 L

	Metabolism
	Hydroxylation and reduction in liver via CYP P450 3A4 isoenzyme.

	Excretion
	Urine and Feces

	Half-life
	25 hours (IV)


Clinical trials involving 923 women between the age of 18 and 35 years have shown the etonogestrel implant to be highly effective in preventing pregnancy.  In these trials six pregnancies during 20,648 cycles of use were reported.  Two pregnancies occurred in each of Years 1, 2, and 3 with each conception likely to have occurred shortly before or within 2 weeks after implant removal.  With these 6 pregnancies, the cumulative Pearl Index (number of pregnancies in a 12-monh period of use per 100 women) was 0.38 pregnancies per 100 women-years of use.
Clinical Studies

PREGNANCY PREVENTION
	Design
	Multicenter, 3-year clinical trial (N=417).

	Inclusion Criteria
	Healthy women aged 15 to 49 years with regular menstrual cycles.

	Exclusion Criteria
	WHO medical eligibility criteria for contraceptive use score of 3 or 4.

	Treatment Regimen
	Participants received a subdermal 68 mg etonogestrel implant between Day 1 and 5 of their menstrual cycle (Day 1 being the day of menstruation onset), after the sixth postpartum week, or immediately after an abortion.  Participants were seen and monitored at 1 week, 1 month, 3 months, and every 6 months thereafter for 3 years.

	Results
	During the study period, which comprised 958.5 woman-years of observation, no pregnancies occurred (Pearl index score=0).

	Safety
	Side effects were reported by 44.4% of users in the third month, but decreased to 16.5% by the end of the study.  The most common side effects were headache, abdominal pain, and nausea.


Contraindications1
· Known or suspected pregnancy

· Current or past history of thrombosis or thromboembolic disorders

· Hepatic tumors (benign or malignant), active liver disease

· Undiagnosed abnormal genital bleeding

· Known or suspected carcinoma of the breast or personal history of breast cancer

· Hypersensitivity to any product components

Warnings and Precautions1
· Complications of insertion and removal may occur.  The etonogestrel implant should be inserted subdermally so that it is palpable after insertion.  Deep insertions may lead to difficult or impossible removals.  Failure to remove the implant may result in infertility, ectopic pregnancy, or inability to stop a drug-related adverse event.  Undetected failure to insert he implant may lead to an unintended pregnancy.

· A pregnancy that occurs in a patient using this implant may be more likely to be ectopic than a pregnancy occurring in a patient using no contraception.

· Patients using this implant are likely to have changes in their vaginal bleeding patterns.

· Not recommended for women who chronically take drugs that are potent hepatic enzyme inducers.

· 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.  Rarely, they can require surgery.

· There have been reports of serious thromboembolic events, including cases of pulmonary emboli (some fatal) and strokes, in patients using etonogestrel implant.

· Cigarette smoking increases the risk of serious cardiovascular side effects from the use of combination hormonal contraceptives.

· An increase in blood pressure has been reported in women taking combination hormonal contraceptives.

· Women with breast cancer should not use hormonal contraceptives because breast cancer may be hormonally sensitive.

· Benign hepatic adenomas have been associated with use of combination oral contraceptives.

· Earlier studies have reported an increased lifetime relative risk of gallbladder disease in users of combination oral contraceptives and estrogens.

Adverse Effects1
	
	IMPLANON

	Most Common, >=5%
	

	Headache
	24.9%

	Vaginitis
	14.5%

	Weight increase
	13.7%

	Acne
	13.5%

	Breast pain
	12.8%

	Upper respiratory infection
	12.6%

	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%

	Sinusitis
	5.6%

	Depression
	5.5%

	Insertion site pain
	5.5%


Drug Interactions1
· Antiviral agents, PIs: amprenavir, atazanavir, darunavir, fosamprenavir, nelfinavir

· Hepatic enzyme inducers: carbamazepine, felbamate, griseofulvin, modafinil, oxcarbazepine, phenobarbital, phenylbutazone, phenytoin, rifampin, topiramate

· Hepatic enzyme inhibitors: itraconazole, ketoconazole

· St. John's wort

Dosage and Administration1

USUAL DOSE  One 68 mg implant inserted subdermally in the inner side of the non-dominant upper arm every 3 years.
Note:  All healthcare providers performing insertions and/or removals of this implant must receive instruction, training, and where appropriate, supervision, prior to inserting or removing etonogestrel implant.  The implant should be removed no later than 3 years after the date of insertion.
Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	COST/DEVICE

	Etonogestrel
	Implanon
	68 mg subdermal implant
	$ 627.60


*The Average Wholesale Price (AWP) as published by Thomson Healthcare may be the manufacturer's suggested AWP, may be calculated based on a markup specified by the manufacturer or may be an amount calculated by Thomson Healthcare applying a standard markup. The AWP does not necessarily reflect the actual AWP charged by a wholesaler. Please refer to the AWP Policy, available at https://www.micromedex.com/products/redbook/awp for more information on the published AWP information.
Conclusion

Etonogestrel implant is a progestin-only contraceptive that has demonstrated efficacy over a 3-year period of time following subdermal administration.  It consists of a flexible plastic rod impregnated with etonogestrel, which is implanted under the skin of the upper arm.  The implant releases a low, steady dose of the progestin for a period of 3 years.  It appears to be an effective and convenient long-term alternative to other contraceptives, but comparative clinical studies are not available.  The manufacturer of etonogestrel implant will be conducting national clinical training programs to train healthcare providers on the insertion and removal procedures.  Only healthcare professionals trained through this program will be able to prescribe this implant for their patients.  The etonogestrel implant has been marketed outside the U.S. since 1998, and has been used by more than 2.5 million women worldwide.
Recommendation

The Division recommends Open Access status.
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