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Drug Monograph

	Drug/Drug Class:
	Adoxa( (doxycycline) Tablets, Capsules, Paks & Kits / Anti-infective
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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, apply clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each 150 mg tablet of Adoxa contains doxycycline monohydrate 150 mg.

Each 150 mg capsule of Adoxa contains doxycycline monohydrate 100 mg.

Each 100 mg tablet of Adoxa contains doxycycline monohydrate 100 mg.  Each 75 mg tablet of Adoxa contains doxycycline monohydrate 75 mg.

Each 50 mg tablet of Adoxa contains doxycycline monohydrate 50 mg.

Each Adoxa Pak 1/100 contains 31 tablets of Adoxa 100 mg.

Each Adoxa Pak 2/100 contains 60 tablets of Adoxa 100 mg.

Each Adoxa Pak 1/75 contains 31 tablets of Adoxa 75 mg.
Each Adoxa TT Kit contains 30 tablets of Adoxa 150 mg. and facial cleansing pads

Each Adoxa CK Kit contains 30 capsules of Adoxa 150 mg. and facial cleansing pads

Doak Dermatologics,  Fairfield, NJ 07004

	
	

	Summary of Findings:
	Adoxa (doxycycline monohydrate) is an antibiotic, which belongs to a family of antibiotics known as the "tetracyclines." Adoxa is similar to the other doxycycline products available on the market in efficacy and tolerability, but differs in formulation – it is available in a tablet and capsule formulation.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required
	 FORMCHECKBOX 
 Open Access

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE
	 FORMCHECKBOX 
 Non-Preferred Agent

	
	 FORMCHECKBOX 
 Appropriate Indications
	 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 made available on an open access basis, apply clinical edit or require prior authorization for use.While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guiding 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 1,2

Adoxa (doxycycline monohydrate) is an antibiotic, which belongs to a family of antibiotics known as the "tetracyclines." Adoxa is similar to the other doxycycline products available on the market in efficacy and tolerability, but differs in formulation – it is available in a tablet and capsule formulation.

Dosage Form(s) 1
Each 150 mg tablet of Adoxa contains doxycycline monohydrate 150 mg.

Each 150 mg capsule of Adoxa contains doxycycline monohydrate 150 mg.

Each 100 mg tablet of Adoxa contains doxycycline monohydrate 100 mg.  
Each 75 mg tablet of Adoxa contains doxycycline monohydrate 75 mg.

Each 50 mg tablet of Adoxa contains doxycycline monohydrate 50 mg.

Each Adoxa Pak 1/150 contains 30 tablets of Adoxa 150 mg.

Each Adoxa Pak 1/100 contains 31 tablets of Adoxa 100 mg.

Each Adoxa Pak 2/100 contains 60 tablets of Adoxa 100 mg.

Each Adoxa Pak 1/75 contains 31 tablets of Adoxa 75 mg.

Each Adoxa TT Kit contains 30 tablets of Adoxa 150 mg and facial cleansing pads.

Each Adoxa CK Kit contains 30 capsules of Adoxa 150 mg and facial cleansing pads.

Manufacturer 1,2
Doak Dermatologics,  Fairfield, NJ 07004
Indication(s) 1,2
Infections caused by the following miscellaneous organisms:

Rickettsiae (Rocky Mountain spotted fever, typhus fever and the typhus group, Q fever, rickettsialpox, tick fevers); Mycoplasma pneumoniae (respiratory tract infections); Chlamydia trachomatis (lymphogranuloma venereum, trachoma [infectious agent not always eliminated], inclusion conjunctivitis, uncomplicated urethral, endocervical, or rectal infections); Chlamydia psittaci(psittacosis [ornithosis]); Borellia recurrentis (relapsing fever); Ureaplasma urealyticum (nongonococcal urethritis).

Gram-negative organisms:

Haemophilus ducreyi (chancroid); Francisella tularensis (tularemia); Yersinia pestis (plague); Bartonella bacilliformis (bartonellosis); Campylobacter fetus; Vibrio cholerae (cholera); Brucella sp. (in conjunction with streptomycin); Calymmatobacterium granulomatis (granuloma inguinale).

Following susceptibility testing (resistance has been documented):

Escherichia coli; Enterobacter aerogenes; Acinetobacter sp.; Haemophilus influenzae (respiratory tract infections); Klebsiella sp. (respiratory and urinary tract infections); Streptococcus pneumoniae (upper respiratory infections); Shigellasp.

Alternative therapy for the following infections when penicillin is contraindicated:

Uncomplicated gonorrhea due to Neisseria gonorrhoeae;syphilis due to Treponema pallidum; yaws due to Treponema pertenue; listeriosis due to Listeria monocytogenes; Vincent's infection due to Fusobacterium fusiforme; actinomycosis due to Actinomyces israelii;infections due to Clostridium sp.

Acute intestinal amebiasis:

As adjunct to amebicides.

Severe acne:

As adjunctive therapy.

Clinical Efficacy 1,2
Tetracyclines are readily absorbed and are bound to plasma proteins in varying degrees. They are concentrated by the liver in the bile and excreted in the urine and feces at high concentrations in a biologically active form. Doxycycline is virtually completely absorbed after oral administration.

The tetracyclines are bacteriostatic. They exert their antimicrobial effect by inhibition of protein synthesis. Tetracyclines are active against a wide range of gram-negative and gram-positive organisms (see Indications). The tetracyclines have similar antimicrobial spectra, and cross-resistance is common.

Warnings 1,2
Teeth: The use of tetracyclines during the period of tooth development (from the last half of pregnancy through the eighth year of life) may cause permanent discoloration (yellow-gray-brown) of deciduous and permanent teeth. This adverse reaction is more common during long-term use of the drugs, but has been observed following repeated short-term courses. Enamel hypoplasia has also been reported. 

Pregnancy: Category D. Tetracyclines should not be used during pregnancy. They readily cross the placenta; concentrations of oxytetracycline in cord blood are [image: image1.png]


50% of those of the mother. Tetracyclines are found in fetal tissues and can have toxic effects on the developing fetus (retardation of skeletal development). Evidence of embryotoxicity has also been noted in animals treated early in pregnancy.

Photosensitivity: Photosensitivity manifested by an exaggerated sunburn reaction has been observed in some individuals taking tetracyclines. Advise patients who are apt to be exposed to direct sunlight or ultraviolet light that this reaction can occur with tetracycline drugs, and discontinue treatment at the first evidence of skin erythema.

Precautions 1,2
General: As with other antibiotic preparations, use of this drug may result in overgrowth of non–susceptible organisms, including fungi. If superinfection occurs, the antibiotic should be discontinued and appropriate therapy instituted.

Laboratory Tests: In venereal disease when coexistent syphilis is suspected, as dark-field examination should be done before treatment is started and the blood serology repeated monthly for at least four months.

Adverse Effects 1,2
Due to oral doxycycline’s virtually complete absorption, side effects to the lowe bowel, particularly diarrhea, have been infrequent. The following adverse reactions have been observed in patient’s taking tetracyclines.

Dermatologic: Maculopapular and erythematous rashes; exfoliative dermatitis (uncommon). Photosensitivity.

GI: Esophageal ulcers, most commonly in patients with an esophageal obstructive element or hiatal hernia. Having the patient remain standing for at least 90 seconds after medication ingestion and taking the medication with a full glass of water at least 1 hour before going to bed may minimize this problem.

Hepatic: Fatty liver; hepatotoxicity, hepatitis (rare); increases in liver enzymes. Hepatic cholestasis (rare) is usually associated with high dosage levels.

Hypersensitivity: Urticaria; angioneurotic edema;anaphylaxis; anaphylactoid purpura; pericarditis; exacerbated systemic lupus erythematosus; polyarthralgia; serum sickness-like reactions, (e.g., fever, rash, arthralgia); pulmonary infiltrates with eosinophilia.

Renal: Rise in BUN (dose-related). 

Drug Interactions 1,2
Antacids:

Those containing aluminum, calcium, zinc or magnesium and bismuth salts and other divalent and trivalent cations impair absorption of tetracyclines due to formation of a poorly soluble chelate, possibly decreasing the antimicrobial efficacy. Administer tetracyclines at least 2 hours before or after these agents.

Anticoagulants, oral:

Tetracyclines may alter normal hemostasis; therefore these agents may increase the hypoprothrombinemic effects of concurrent anticoagulants. Monitor prothrombin activity.

Barbiturates, carbamazepine and hydantoins:

May increase the rate of metabolism, and therefore, decrease the half-life and serum levels of doxycycline. Antimicrobial effectiveness may be decreased.

Oral contraceptives:

Coadministration of tetracyclines may decrease the pharmacologic effects of oral contraceptives; breakthrough bleeding or pregnancy may occur.

Penicillins:

Bacteriostatic drugs (e.g., tetracycline) may interfere with the bactericidal action of penicillins; avoid concomitant administration.

Dosage and Administration 1,2

Oral:

When used in streptococcal infections, continue therapy for 10days. Take with plenty of fluids. Administer with food or milk if GI irritation occurs.

Adults:

Usual dose:

200 mg on the first day of treatment (100 mg every 12hours);follow with a maintenance dose of 100 mg/day. The maintenance dose may be administered as a single dose or as 50 mg every 12hours.

More severe infections (particularly chronic urinary tract infections):

100 mg every 12 hours.

Children (over 8 years of age):

100 lb or less (less than 45 kg):

2 mg/lb (4.4 mg/kg) divided into 2doses on the first day of treatment; follow with 1 mg/lb (2.2 mg/kg) given as a single daily dose or divided into 2 doses on subsequent days.

More severe infections:

Up to 2 mg/lb (4.4 mg/kg) may be used.

For children over 100 lb (45 kg):

Use the usual adult dose.

Uncomplicated gonococcal infection in adults (except anorectal infections in men):

100 mg twice daily for at least 7 days.

Single visit dose:

Immediately give 300 mg; follow with 300 mg in 1hour, which may be administered with food, milk, or carbonated beverage.

Nongonococcal urethritis:

100 mg twice daily for 7 days.

Syphilis:

Primary and secondary 

300 mg/day in divided doses for at least 10 days.

Uncomplicated urethral, endocervical or rectal infections in adults caused by C. trachomatis:

100 mg twice daily for at least 7days.

Acute epididymo-orchitis caused by N. gonorrhoeaeor C. trachomatis:

100 mg twice daily for at least 10 days.

Cost Comparison 3 (at commonly used dosages)

	Product
	Dosage Form
	Strength
	Dosing Frequency^
	Cost per 10-days*

	
	
	
	
	

	Adoxa
	Tablet
	50mg
	100mg daily for 10 days
	$  54.07

	Adoxa
	Tablet
	75mg
	75mg daily for 10 days
	$  34.05

	Adoxa Pak 1/75mg
	Tablet
	75mg
	75mg daily for 10 days
	$  33.78

	Adoxa
	Tablet
	100mg
	100mg daily for 10 days
	$  36.68

	Adoxa Pak 1/100mg
	Tablet
	100mg
	100mg daily for 10 days
	$  38.80

	Adoxa Pak 2/100mg
	Tablet
	100mg
	100mg daily for 10 days
	$  38.80

	Adoxa Pak 1/150 mg
	Tablet
	150 mg
	150 mg daily for 10 days
	$ 103.56

	Adoxa TT Kit
	Tablet
	150 mg
	150 mg daily for 10 days
	$ 101.87

	Adoxa CK Kit
	Capsule
	150 mg
	150 mg daily for 10 days
	$ 163.12

	Monodox
	Capsule
	50mg
	100mg daily for 10 days
	$  57.00

	Monodox
	Capsule
	100mg
	100mg daily for 10 days
	$  39.63

	Doxycycline (generic)
	Capsule
	50mg
	100mg daily for 10 days
	  $   8.50

	Doxycycline (generic)
	Capsule
	100mg
	100mg daily for 10 days
	  $   3.22


^Dosing frequency based upon 100mg daily for 10 days

*Wholesale Acquisition Price (AWP)
Conclusion

Adoxa (doxycycline monohydrate) is an antibiotic, which belongs to a family of antibiotics known as the "tetracyclines." Adoxa is similar in efficacy and tolerability to the other doxycycline products available on the market, but differs in it’s formulation. In comparision to other available oral doxycycline products, Adoxa is significantly more costly than generic doxycycline.

Recommendation(s)

It is recommended that Adoxa( remain on prior authorization approval status and classified as ‘PA continued’.
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