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NAME:

Papain/Urea/Chlorophyllin Copper Complex Ointment

SYNONYMS:
Ziox™, Panafil® (Technically, there are no data to support the bioequivalence of Ziox and Panafil, despite their nearly identical composition.)

	Product
	Strength
	NDC Number
	Unit
	Unit Cost

	Ziox™ Ointment
	· Papain USP ≥521,700 units/g 

· Urea USP 10%

· Chlorophyllin Copper Complex Sodium USP 0.5%
	58980-765-11
	30-g tube*
	$21.40

	Panafil® Ointment
	· Papain USP ≥521,700 units/g 

· Urea USP 10%

· Chlorophyllin Copper Complex Sodium USP 0.5%
	0263-5145-01
	30-g tube
	$52.82


* Also available in boxes of #100 3.5-g unit-dose packets at $273.84/box.

USES:
· Appropriate indications:

1. For enzymatic debridement of necrotic tissue, liquefaction of purulent material, maintenance of cleanliness, and promotion of healing in various acute and chronic skin lesions: 

a.  Burns

b.  Carbuncles

c.  Surgical, pilonidal cyst, traumatic, and infected wounds

d.  Venous stasis, diabetic, and decubitus ulcers

· Inappropriate Uses:

1.    Patients hypersensitive to any ingredients in the formulation.

2.    As a substitute for surgical debridement when it is indicated.

FORMULARY RESTRICTIONS:

· Formulary agent—Ziox only. Panafil (both ointment and spray) is non-formulary. (Note: For papain-urea ointment, Kovia is the formulary agent and Accuzyme is non-formulary.)
· Restricted to drug use criteria.
· Automatic therapeutic substitution of Ziox for Panafil ointment unless non-formulary request is submitted and approved. (Note: For papain-urea ointment, Kovia will automatically be substituted for Accuzyme.)

DRUG THERAPY SELECTION:
· Efficacy:

1. Papain (P) is a proteolytic enzyme derived from papaya fruit. It effectively digests necrotic tissue in wounds over a broad pH range while leaving healthy tissue intact. 

2. Urea (U) is a protein denaturant that supports wound debridement by denaturing unviable proteins and exposing the protein functional groups that activate papain. Urea also enables the effective debridement of dry, encrusted lesions. 

3. Chlorophyllin Copper Complex Sodium (CCC) is a water-soluble, semisynthetic salt derived from chlorophyll. Instead of magnesium, the central metal ion is copper. Reported pharmacological activities include deodorization, modest antibacterial activity, promotion of granulation, anti-inflammatory effects, and inhibition of fibrin formation and hemagglutination.

4. Because P/U/CCC ointment has been available for approximately 50 years, efficacy may not have been assessed as rigorously as it is for new products. P/U/CCC ointment is indicated for enzymatic debridement of necrotic tissue, liquefaction of purulent material, maintenance of cleanliness, and promotion of healing in various acute and chronic skin lesions. Suggested uses include burns; carbuncles; surgical, pilonidal cyst, traumatic, and infected wounds; and venous stasis, diabetic, and decubitus ulcers.

· Safety:

1. P/U/CCC ointment is generally well tolerated.

2. Some patients may experience a burning sensation for a short period of time after application.

3. The profuse exudate produced by action of the ointment can be irritating; this can be addressed by changing dressings more frequently.

· Cost:

	PRODUCT
	SIZE
	COST
	TYPICAL REGIMEN*
	BUDGET

	Accuzyme Ointment

Kovia Ointment +

(P/U)
	30-g

30-g
	$30.19

$12.74
	QD to BID with dressing changes
	Pharmacy

	Panafil Ointment

Ziox Ointment +

(P/U/CCC)
	30-g

30-g
	$53.20

$19.99
	QD to BID with dressing changes
	Pharmacy

	Granulex Spray 

(T/BP/CO)
	4-oz
	$4.43
	BID to PRN
	Pharmacy

	Santyl Ointment +

(collagenase)
	30-g
	$47.40
	QD
	Pharmacy

	Papain-Urea Chlorophyllin (Panafil) Spray 
	33ml
	$53.20
	QD or BID with dressing changes
	Pharmacy

	Apligraf 

(graftskin)
	piece (covers 44–66 cm2)
	$1,037.90†
	up to five sequential applications
	SPD


* With wound cleansing and dressing changes.

† Does not account for cost of application procedure.

+ Formulary Agents.
OTHER SAFETY CONSIDERATIONS:

· Avoid getting P/U/CCC ointment in the eyes.
· P/U/CCC ointment could potentially be confused with ointments containing papain and urea only (ie, Accuzyme Ointment by Healthpoint and Kovia Ointment by Stratus).
· Ziox sounds like Zyvox (linezolid).
DUPLICATIVE THERAPY:

· Papain/Urea Ointment

· Collagenase Ointment

· Trypsin/Balsam Peru/Castor Oil Spray
· Papain/Urea/Chlorophyllin Spray
DRUG INTERACTIONS:
· Drug interactions with P/U/CCC ointment have not been thoroughly evaluated.

· Medications containing heavy metal salts (eg, silver sulfadiazine, thimerosal) may inactivate papain.

· Papain may also be inactivated by using hydrogen peroxide as a pre-application wound cleanser.

DOSAGE AND ADMINISTRATION:
· Cleanse the wound with normal saline, apply P/U/CCC ointment, then cover with an appropriate dressing.
· The preferred dressing change frequency is once or twice daily; however, periods of up to 3 days have yielded satisfactory results. 
· Store at room temperature.
RECOMMENDED MONITORING:

· Therapeutic

1. Debridement

2. Granulation

3. Re-epithelialization

· Toxic

1. Burning

2. Irritation
