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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, or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	Patch – transdermal system (0.025 mg/day, 0.0375 mg/day, 0.05 mg/day, 0.06 mg/day, 0.075 mg/day, 0.1 mg/day of estradiol)

3M Pharmaceuticals, St. Paul, MN 55144 for Berlex Laboratories, Wayne, NJ 07470  

	
	

	
	

	Summary of Findings:
	This review is for two new strengths, 0.0375 mg/day and 0.06 mg/day.  Climara’s advantage is its one patch a week versus similar products that require two patches a week.  There is currently no generic version of Climara in these two new strengths with once weekly dosing.
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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 or not (open access). 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

There are 6 different natural estrogens but only estradiol, estrone and estriol are present in significant quantities in females. Estradiol is the most potent and major product to be secreted from the ovary and it is rapidly and reversibly oxidized to estrone.

Dosage Form(s)1
Patch – transdermal system (0.025 mg/day, 0.0375 mg/day, 0.05 mg/day, 0.06 mg/day, 0.075 mg/day, 0.1 mg/day of estradiol)

Manufacturer
3M Pharmaceuticals, St. Paul, MN 55144 for Berlex Laboratories, Wayne, NJ 07470  
Indication(s)1
Climara is indicated in the:

1. Treatment of moderate to severe vasomotor symptoms associated with the menopause.

2. Treatment of vulvar and vaginal atrophy.

3. Treatment of hypoestrogenism due to hypogonadism, castration or primary ovarian failure.

4. Prevention of postmenopausal osteoporosis (loss of bone mass).  The mainstays of prevention of postmenopausal osteoporosis are weight bearing exercise, an adequate calcium and vitamin D intake, and when indicated, estrogen.  Postmenopausal women absorb dietary calcium less efficiently than premenopausal women and require an average of 1500 mg/day of elemental calcium to remain in neutral calcium balance.  The average calcium intake in the USA is 400-600 mg/day.  Therefore, when not contraindicated, calcium supplementation may be helpful for women with suboptimal dietary intake.

Clinical Efficacy1,2,3 (mechanism of action/pharmacology, comparative efficacy)
The Climara system provides systemic estrogen replacement therapy by releasing 17(-estradiol, the major estrogenic hormone secreted by the human ovary.  Estrogens act through binding to nuclear receptors, in estrogen-responsive tissues.  To date, two estrogen receptors have been identified.  These vary in proportion from tissue to tissue.  Circulating estrogens modulate the pituitary secretion of the gonadotropins luteininizing hormone (LH) and follicle stimulating hormone (FSH) through a negative feedback mechanism and estrogen replacement therapy acts to reduce the elevated levels of these hormones seen in postmenopausal women.  Transdermal administration of Climara produces mean serum concentrations of estradiol comparable to those produced by premenopausal women in the early follicular phase of the ovulatory cycle.  Climara transdermal delivery system continuously releases estradiol which is transported across intact skin leading to sustained circulating levels of estradiol during a 7-day treatment period.  The systemic availability of estradiol after transdermal administration is about 20 times higher than that after oral administration.  This difference is due to the absence of first pass metabolism when estradiol is given by the transdermal route.  A study of 214 women 25 to 74 years old were enrolled to determine the efficacy of Climara compared to placebo and an active comparator.  Compared with placebo, the Climara patches groups showed a statistically significantly larger mean decrease in hot flushes across all treatment cycles.  In a double-blind, placebo-controlled, randomized study of 187 women receiving Climara 0.025 mg/day or placebo continuously for up to three 28-day cycles, the Climara 0.025 mg/day dosage was shown to be statistically better than placebo at weeks 4 and 12 for relief of both the frequency and severity of moderate-to-severe vasomotor symptoms.

Mean Change from Baseline in the Number of Moderate-to-Severe Vasomotor Symptoms (ITT)

	Treatment Group
	Statistics
	Week 4
	Week 8
	Week 12

	E2 TDS
	N
	82
	84
	68

	
	Mean
	-6.45
	-7.69
	-7.56

	
	SD
	4.65
	4.76
	4.64

	Placebo
	N
	83
	71
	65

	
	Mean
	-5.11
	-5.98
	-5.98

	
	SD
	7.43
	8.63
	9.69

	
	p-Value
	<0.002
	
	<0.003


Adverse Effects1,2,3
The most commonly reported adverse reaction to the Climara system in clinical trials was skin irritation at the application site.  In two well-controlled clinical studies, the overall rate of discontinuation due to skin irritation at the application site was 6.8%: 7.9% for the 12.5 cm2 system and 5.3% for the 25.0 cm2 system compared with 11.5% for the placebo system.

	Summary of Most Frequently Reported Adverse Experiences/Medical Events ((5%) by Treatment Groups

	
	Climara
	

	AE per Body System
	0.025 mg/day (N=219)
	0.05 mg/day (N=201)
	0.1 mg/day (N=194)
	Placebo (N=72)

	Body as a Whole
	21%
	39%
	37%
	29%

	   Headache
	5%
	18%
	13%
	10%

	   Pain
	1%
	8%
	11%
	7%

	   Back Pain
	4%
	8%
	9%
	6%

	   Edema
	0.05%
	13%
	10%
	6%

	Gastro-Intestinal
	9%
	21%
	29%
	18%

	   Abdominal Pain
	0.0%
	11%
	16%
	8%

	   Nausea
	1%
	5%
	6%
	3%

	   Flatulence
	1%
	3%
	7%
	1%

	Musculo-Skeletal
	7%
	9%
	11%
	4%

	   Arthralgia
	1%
	5%
	5%
	3%

	Psychiatric
	13%
	10%
	11%
	1%

	   Depression
	1%
	5%
	8%
	0%

	Reproductive
	12%
	18%
	41%
	11%

	   Breast Pain
	5%
	8%
	29%
	4%

	   Leukorrhea
	1%
	6%
	7%
	1%

	Respiratory
	15%
	26%
	29%
	14%

	   URTI
	6%
	17%
	17%
	8%

	   Pharyngitis
	0.5%
	3%
	7%
	3%

	   Sinusitis
	4%
	4%
	5%
	3%

	   Rhinitis
	2%
	4%
	6%
	1%

	Skin and Appendages
	19%
	12%
	12%
	15%

	   Pruritus
	0.5%
	6%
	3%
	6%


The following adverse events have been reported spontaneously in association with Climara use:

1. Genitourinary system. Changes in vaginal bleeding pattern and abnormal withdrawal bleeding or flow, breakthrough bleeding, spotting.  Vaginal candidiasis. Changed amount of cervical secretion.

2. Breasts. Tenderness, enlargement.

3. Gastrointestinal. Nausea, vomiting. Abdominal cramps, bloating.

4. Skin.  Chloasma or melasma that may persist when drug is discontinued.  Loss of scalp hair, hirsutism.

5. Eyes. Steepening of corneal curvature.  Intolerance of contact lenses.

6. Central nervous system.  Headache, migraine, dizziness.  Mental depression.

7. Miscellaneous.  Increase or decrease in weight.  Changes in libido.  Muscle cramps.

Drug Interactions1,2,3
No drug interaction studies have been conducted.  The following drugs may have an interaction with estrogens: Acenocoumarol, Acetaminophen, Alprazolam, Amoxicillin, Amoxicillin/Clavulanic Acid, Ampicillin, Ampicillin.Sulbactam, Amprenavir, Arginine, Ascorbic Acid, Atorvastatin, Acampicillin, Betamethasone, Bexarotene, Bosentan, Carbamazepine, Carbenicillin, Chlordiazepoxide/Amitriptyline, Chlorpropamide, Cimetidine, Clomiphene, Cloxacillin, Cyanocobalamin, Cyclacillin, Cyclosporine, Dapsone, Dehydroepiandrosterone, Dexamethasone, Dextrothyroxine, Diazepam, Dicloxacillin, Dicumarol, Doxycycline, Efavirenz, Erythromycin, Erythromycin/Sulfisoxazole, Felbamate, Fluconazole, Fosphenytoin, Ginseng, Gonadorelin, Griseofulvin, Guar Gum, Hydrocortisone, Hydroxocobalamin, Lamotrigine, Levothyroxine, Licorice, Liothyronine, Lorazepam, Mephobarbital, Metoprolol, Metronidazole, Metyrapone, Mineral Oil, Minocycline, Naratriptan, Nelfinavir, Nevirapine, Nifedipine, Nitrazepam, Norgestimate, Ofloxacin, Oxacillin, Oxazepam, Oxcarbazepine, Oxytetracycline, Penicilliamine, Penicillin G, Penicillin G Procaine, Penicillin V, Perphenazine/Amitriptyline, Phenobarbital, Phenylbutazone, Phenytoin, Pioglitazone, Prednisolone, Primidone, Progesterone, Protirelin, Pyridoxine, Red Clover, Rifabutin, Rifampin, Rifapentine, Ritonavir, Ropinirole, Roxithromycin, Secobarbital, Selegiline, Succinylcholine, Tacrine, Tacrolimus, Temazepam, Tetracycline, Thalidomide, Thyroid, Tizanidine, Tobacco, Topiramate, Triazolam, Tricyclic Antidepressants, Warfarin and Zolmitriptan  

Dosage and Administration1,2,3
For the treatment of vasomotor symptoms, treatment should be initiated with the lowest strength Climara system applied to the skin once weekly.  The dose should be adjusted as necessary to control symptoms.  Clinical responses (relief of symptoms) at the lowest effective dose should be the guide for establishing administration of the Climara system, especially in women with an intact uterus.  Attempts to taper or discontinue the medication should be made at 3- to 6-month intervals.  In women who are not currently taking oral estrogens, treatment with the Climara system can be initiated at once.  In women who are currently taking oral estrogen, treatment with the Climara system can be initiated 1-week after withdrawal of oral therapy or sooner if symptoms reappear in less than 1-week.  For the prevention of postmenopausal osteoporosis, the minimum dose that has been shown to be effective is the 0.025 mg/day Climara system.  Response to therapy can be assessed by biochemical markers and measurement of bone mineral density.

Cost Comparison4 (at commonly used dosages)

	
	Climara*
	Alora***
	Esclim***
	Estraderm***
	Vivelle***
	Estradiol**
	MAC

	0.025mg/day
	$8.77
	NA
	$3.86
	NA
	NA
	NA
	NA

	0.0375mg/day
	$8.77
	NA
	$3.90
	NA
	$4.37
	NA
	NA

	0.05mg/day
	$8.77
	$4.44
	$3.97
	$4.27
	$4.45
	$6.57
	$4.64

	0.06mg/day
	$8.77
	NA
	NA
	NA
	NA
	NA
	NA

	0.075mg/day
	$8.77
	$4.54
	$4.04
	NA
	$4.54
	NA
	NA

	0.1mg/day
	$8.77
	$4.63
	$4.12
	$4.58
	$4.64
	$6.57
	$4.47


*One Patch Applied Weekly

** Mylan Pharmaceuticals – One Patch Applied Weekly

*** Requires two patches each week

Conclusion

This review is for two new strengths, 0.0375 mg/day and 0.06 mg/day.  Climara’s advantage in its one patch a week versus similar products that require two patches a week.  There is currently no generic version of Climara in these two new strengths with once weekly dosing.

Recommendation

It is recommended that Climara 0.0375 mg/day patches and 0.06 mg/day patches be given open access status.

 References

1. Climara package insert, Berlex Laboratories, Wayne, NJ 07470, June 2001
2. Facts and Comparisons, 2003, Available from: http://efactsweb.com.

3. Micromedex Healthcare Series Volume 116: Micromedex, Greenwood Village, CO (Edition Expires 6/2004)

4. AmeriSource Bergen Online Catalog 
Prepared by:  Mark M Roaseau, BS Pharmacy, MD

Date: November 21, 2003 

PA Criteria Proposal

( 2002 Heritage Information Systems, Inc.  All Rights Reserved.
2
[image: image2.png]| Heritage Information Systems, Inc.



PA Criteria Proposal (  6
( 2002 Heritage Information Systems, Inc.  All Rights Reserved. 


