הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 
(מעודכן 05.2013) 

 תאריך 07/10/2013_______________
שם תכשיר באנגלית ומספר הרישום: Agispor Cream Reg. No. 036-82-25608-00, Agispor Gel Reg. No. 036-81-25610-00, Agispor Solution Reg. No. 036-83-25609-00, Agispor Shampoo Reg. No. 126-23-26745-00 Agispor Onychoset Reg. No. 123-58-26495-00, Keratospor Reg. No. 105-78-26596-00 

שם בעל הרישום: פריגו ישראל פרמצבטיקה בע"מ. ת.ד. 16,  ירוחם.
טופס זה מיועד לפרוט ההחמרות בלבד !
	
	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
Agispor Cream, Gel, Solution, Ointment (Agispor Onychoset)
	טקסט נוכחי
Agispor Shampoo
	טקסט נוכחי
Keratospor
	טקסט חדש

	Indication
	Cream, solution. gel: Skin mycoses caused by dermatophytes, yeasts, moulds, and other fungi, e.g. Malassezia furfur, and Corynebacterium minutissimum infections: tinea pedum, tinea manuum, tinea corporis, tinea inguinalis, pityriasis versicolor, superficial candidosis, and erythrasma.

Nail ointment: For nail stripping and antifungal treatment of fungal infections of the fonger nails and toe nails.


	Agispor shampoo is indicated for the antimycotic treatment of the scalp skin, i.e. pityriasis versicolor and seborrhoeic dermatitis of the scalp caused by yeast Pityrosporum.
	Nail-removing treatment of fungal infections of the fingernails and toenails with simultaneous

antimycotic action and conditions of excess of keratin.
	AGISPOR cream, solution and gel:
Broad spectrum antimycotic agent.
AGISPOR shampoo:
Pityriorisis versicolor and sebarrrhoeic dermatitis of the scalp caused by pityrosporum.
AGISPOR ONYCHOSET and KERATOSPOR nail ointment:
For nail stripping and antifungal treatment of fungal infections of the finger nails and toe nails.

  

	contraindications
	Known hypersensitivity to bifonazole or any other ingredient in the drug product.


	Known hypersensitivity to the preparation.
	Hypersensitivity to bifonazole.
Known allergy to wool wax.
	Hypersensitivity to the active substance(s) or to any of the excipients listed in section 6.1


	Posology, dosage  & administration
	Bifonazole cream, solution, gel:

Cream, solution. or gel is used once a day, preferably in the evening before retiring. 

It should be applied thinly to the affected skin area and rubbed in.

To achieve a lasting cure, treatment with bifonazole cream. solution, and gel. must be carried out reliably and over an adequate period. The usual periods of treatment are:

Foot mycoses, athlete’s foot 
(Tinea pedum, tinea pedum interdigitalis)

3 weeks

Mycoses of the trunk, hands, and skin folds

(Tinea corporis, tinea manuum, tinea inguinalis)

2-3 weeks

Pityriasis versicolor, erythrasma



2 weeks

Superficial candidosis of the skin


2-4 weeks

Cream: A strip of cream (1 cm long) is generally sufficient to treat an area of about the size of the palm of the hand.

Solution: A few drops (about 3 drops) is generally sufficient to treat an area of about the size of the palm of the hand. When using the pump spray, 1 or 2 depressions of the spray head is sufficient.

Gel: A. strip of gel (1/2 cm long) is generally sufficient to treat an area of about the size of the palm of the hand.

Bifonazole nail ointment :

Unless otherwise prescribed, the nail ointment is applied to the infected nail once a day in a quantity sufficient to cover the entire nail surface with a thin layer.

The treatment with bifonazole nail ointment should be carried out carefully each day and should be continued until no more softened, fungally infected nail substance can be scraped off. This usually takes 7-14 days, depending on the extension of the infection and the thickness of the nail.

After detachment of the nail, consequent antimycotic treatment of the nail bed should be carried out with Bifonazole cream once daily for about 4 weeks.

The treated fingernail or toenail is covered with a plaster, and this dressing is left in place for 24 h. The dressing should be changed daily, the finger or toe (or the hand or foot) being bathed for about 10 min in warm water after removal of the plaster. After bathing in water, the softened infected nail substance is removed with the scraper. The treated nails are then dried, further Bifonazole nail ointment is applied as described above, and the nails are once again covered with the ready-to-use plaster.

It is not necessary to cover the skin surrounding the nail. However, if in exceptional cases irritation occurs. the edges of skin surrounding the nail should be covered with a suitable product, such as zinc paste, before fixing the plaster.

After detachment of the nail, i.e. before the start of the antimycotic follow-up treatment, the treating doctor should check that onycholysis has been completed, and, if necessary, give the nail bed a final clean.

Bifonazole nail ointment acts only on nail substance infected with a fungus; healthy areas remain unaffected.

Use in children:

No in-depth studies have been performed in children. From a survey of the clinical data reported there is no indication that harmful effects should be anticipated in children. However, in babies, bifonazole should only be used under medical supervision.
	Directions for use
Patients should be instructed to shake the bottle well and apply Agispor shampoo to the hair or affected areas of the skin, leave in contact for 3-5 minutes before rinsing thoroughly and then repeat the process.
Use Agispor shampoo 3 times per week for a total period of 6 consecutive weeks.
	Unless otherwise prescribed sufficient Keratospor ointment to cover the entire nail should be

applied once a day. It is not necessary to cover the skin surrounding the nail. If, in exceptional

cases, occlusion is necessary because irritation has occurred, the edges of the skin

surrounding the nail should be covered with e.g. zinc paste.

Fingernails and toenails treated in this way are then covered with the plaster, the dressing

being left in place for 24 h. The dressing should be changed daily, the finger (or hand or foot)

being bathed for about 10 min. in warm water after removal of the plaster. After bathing in

water, the softened infected nail substance is removed with the scraper. The treated nails are

then dried, further Keratospor ointment is applied as described above, and the nails once

again covered with the ready-to-use plaster.

In conditions of excess keratin - apply a thin layer once daily for about 2 - 4 weeks.
Duration of use

The treatment should be carried out carefully each day and should be continued until no more

softened, fungally infected, nail substance can be scraped off. This usually takes 7 - 14 days,

depending on the severity of the infection and the thickness of the nail. Keratospor ointment

acts only on nail substance infected with a fungus; healthy areas remain unaffected.

After detachment of the nail, i.e. before the start of the anyimycotic follow-up treatment, the

treating doctor should check that onycholysis has been completed, and, if necessary, give the

nail bed a final clean.

After detachment of the nail, systematic antimycotic treatment of the nail bed with Agispor

cream, gel or solution should be carried out for about 4 weeks.

In conditions of excess keratin - apply a thin layer once daily for about 2 - 4 weeks.

Note

Lasting therapeutic success depends largely on careful removal of the diseased nail area and

subsequent systematic treatment with Agispor cream or other Agispor formulations.

Avoid contact with the eyes.
	AGISPOR cream, solution and gel:

Posology:

To achieve a lasting cure, treatment with AGISPOR cream, solution and gel must be carried out reliably and over an adequate period. The usual periods of treatment are summarized in the table below:

Indication 
Foot mycoses (Tinea pedis, tinea pedum interdigitalis) 
Duration of treatment: 3 weeks
Mycoses of the trunk, hands and skin folds (Tinea corporis, tinea manuum, tinea inguinalis) 
Duration of treatment: 2-3 weeks
Pityriasis versicolor 
Duration of treatment: 2 weeks
Erythrasma 
Duration of treatment: 2 weeks
Superficial candidiasis of the skin
Duration of treatment: 2-4 weeks
Method of administration:

Cream, solution or gel is used once a day, preferably in the evening, before retiring. It should be applied thinly to the affected skin area and rubbed in.

Cream: A small amount of cream is generally sufficient to treat an area of about the size of the palm of hand.

Solution: A few drops (about 3 drops) is generally sufficient to treat an area of about the size of the palm of the hand.

Gel: A strip of gel (1/2 cm long) is generally sufficient to treat an area of about the size of the palm of the hand.

AGISPOR shampoo:
Posology:

Indication

Duration of treatment

Seborrhoeic dermatitis of the scalp

4 weeks
Method of administration:

Patients should be instructed to shake the bottle well and apply Agispor shampoo to the hair or affected areas of the skin.

The recommended dose is one scalp wash three times a week, with two applications of the shampoo each time. The shampoo should be left on the scalp for 5 minutes before rinsing. Sufficient shampoo should be used to ensure a good lathering of the scalp.
AGISPOR ONYCHOSET and KERATOSPOR nail ointments:
Posology:

The nail ointment is applied in a thin layer to the infected nail once a day in a quantity sufficient to cover the entire nail surface.

The treatment with AGISPOR ONYCHOSET / KERATOSPOR nail ointment should be carried out carefully each day and should be continued until no more of the softened, fungally infected nail substance can be scraped off. This usually takes 7-14 days, depending on the extent of the infection and the thickness of the nail.

After detachment of the nail, consequent antimycotic treatment of the nail bed should be carried out with AGISPOR cream once daily for about 4 weeks.

Method of administration:

After application of the nail ointment the treated fingernail or toenail is covered with a plaster, and this dressing is left in place for 24 hours. The dressing should be changed daily; the finger or toe (or the hand or foot) should be bathed for about 10 minutes in warm water after removal of the plaster. After bathing in water, the softened infected nail substance is removed with the scraper. The treated nails are then dried, further AGISPOR ONYCHOSET / KERATOSPOR nail ointment is applied as described above, and the nails are once again covered with the ready-to-use plaster.

It is not necessary to cover the skin surrounding the nail. However, if in exceptional cases irritation occurs, the edges of skin surrounding the nail should be covered with a suitable product, such as zinc paste, before fixing the plaster. 

After detachment of the nail, i.e. before the start of the antimycotic follow-up treatment, the treating doctor should check that onycholysis has been completed, and, if necessary, give the nail bed a final cleaning.

Nail plates that are significantly dystrophic appear to respond better to avulsion with urea. 
Cream, solution, gel, shampoo and ointment:
Use in Children 
No in-depth studies have been performed in children. From a survey of the clinical data reported there is no indication that harmful effects should be anticipated in children.

However, in infants and toddlers, the medicinal product should only be used under medical supervision.



	Special Warnings and Special Precautions for Use
	Patients with a history of hypersensitivity reactions to other imidazole antifungal agents (e.g. econazole, clotrimazole, miconazole) must take bifonazole containing products with caution.
	Warnings
Avoid contact with the eyes.

Use in Pregnancy 

Problems in humans have not been documented. However, the possibility of systemic absorption of small amounts of bifonazole following topical use should be considered. Therefore, like many other drugs, use in pregnancy (especially during the first trimester) only when necessary.

Use in Breastfeeding 

It is not known whether this drug is excreted in human milk. Therefore, risk-benefit must be considered when administering this drug to nursing mothers.

Use in Pediatrics 

No in-depth studies have been performed in children. From a survey of the clinical data reported there is no indication that harmful effects should be anticipated in children. However, in babies, bifonazole should only be used under medical supervision.

Precautions
If irritation or sensitivity develops, discontinue treatment and institute appropriate therapy.

	Precautions

If irritation or sensitivity develops, discontinue treatment and institute appropriate therapy.

Usage in pregnancy: In the first trimester of pregnancy use only when considered essential to

the patient’s welfare.
	Patients with a history of hypersensitivity reactions to other imidazole antifungal agents (e.g. econazole, clotrimazole, miconazole) must take bifonazole containing products with caution.

If symptoms continue/persist after treatment, seek medical advice.

Generally:

-  Keep medicine out of the reach of children.  Avoid contact with eyes.  

-  Do not swallow.   



	Interaction with Other Medicaments and Other Forms of Interaction
	No interaction studies have been performed.


	
	
	Limited data suggest that an interaction between topical bifonazole and warfarin may be possible, leading to increases in INR.  If bifonazole is used in a patient on warfarin therapy, they should be appropriately monitored. 


	Fertility,   pregnancy and Lactation
	Pregnancy

Preclinical safety data and pharmacokinetic data in humans give no indication that harmful effects on the mother and child should be anticipated when bifonazole is used during pregnancy. However, no clinical data are available.

In the first 3 months of pregnancy bifonazole should only be used  after risk:benefit evaluation by a doctor.

Lactation

It is unknown whether bifonazole is excreted in human breast milk. 

The excretion of bifonazole in milk has been studied in animals.  

Bifonazole should only be used in breast-feeding woman after risk:benefit ratio evaluation by a doctor.

During lactation period bifonazole should not be applied in the chest area.

Fertility

Preclinical studies gave no evidence that bifonazole can impair male or female fertility.

	
	
	Fertility

Preclinical studies gave no evidence that bifonazole can impair male or female fertility (see section 5.3).

For nail ointment only: 

Preclinical studies gave no evidence that urea would raise concerns for a sperm-damaging potential (see section 5.3). No information is available on possible effects on female fertility.   
Pregnancy

Preclinical safety data and pharmacokinetic data in humans give no indication that harmful effects on the mother and child should be anticipated when bifonazole is used during pregnancy (see section 5.3).

However, no clinical data are available. 

As a precautionary measure, it is preferable to avoid the use of bifonazole during the first trimester of pregnancy. 
For nail ointment only:

There are no data from the use of urea in pregnant women.  Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity (see section 5.3).   As a precautionary measure, if is preferable to avoid the use of urea (or the nail ointment) during the first trimester of pregnancy.     

Lactation

It is unknown whether bifonazole is excreted in human breast milk.

The excretion of bifonazole in milk has been studied in animals. 

 Available pharmacodynamic/toxicological data in animals have shown excretion of bifonazole/metabolites in milk (see section 5.3). Breast-feeding should be discontinued during treatment with bifonazole.
For nail ointment only:

It is unknown whether urea is excreted in human milk.  Breast-feeding should be discontinued during treatment with urea or the nail ointment.



	Adverse events
	Cream, solution, gel:

• General disorders and administration site conditions

Administration site pain, oedema peripheral (at administration site)

• Skin and subcutaneous tissue disorders

Dermatitis contact, dermatitis allergic, erythema, pruritus, rash, urticaria, blister,

skin exfoliation, eczema, dry skin, skin irritation, skin maceration, skin burning

sensation

These side effects are reversible after discontinuation of the treatment.
Nail ointment:

• Skin and subcutaneous tissue disorders

Dermatitis contact, skin maceration, desquamation, nail disorder, nail discoloration, erythema, skin irritation, pruritus, rash
These side effects are reversible after discontinuation of the treatment.


	Skin reactions such as slight reddening, burning and irritation may occur rarely especially in the presence of respective symptoms associated with the clinical picture or certain skin areas. Such reactions are usually transient.

	Burning, itching, general irritation of the skin, temporary redness and irritation of the nail

margins or the nail bed, may occur. In rare cases allergy to the plaster is possible, e.i. a

contact allergy caused by wool wax.
	The following adverse reactions have been identified during post-approval use of bifonazole. Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency.

• General disorders and administration site conditions

Administration site pain, oedema peripheral (at administration site)
• Skin and subcutaneous tissue disorders

Dermatitis contact, dermatitis allergic, erythema, pruritus, rash, urticaria, blister, skin exfoliation, eczema, dry skin, skin irritation, skin maceration, skin burning sensation 

These side effects are reversible after discontinuation of the treatment.

Nail ointment only

• Skin and subcutaneous tissue disorders

Dermatitis contact, skin maceration, desquamation, nail disorder, nail discoloration, erythema, skin irritation, application site pain, pain in extremity, pruritus, rash
These side effects are reversible after discontinuation of the treatment.



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.
שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה. יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.
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