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

 תאריך _______________13-11-13________

שם תכשיר באנגלית ומספר הרישום ______KAMRAB 138- 88-31771-00__
שם בעל הרישום ___ Kamada Ltd _________________________________
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	Qalitative and Quantitative composition 
	Human rabies immunoglobulin (for intramuscular or subcutaneous use only).

	Human rabies immunoglobulin 

)מופיע בפירוט בסעיף Method of (administration

	Indication
	Human rabies immunoglobulin must always be used in combination with a rabies vaccine as part of the post-exposure prophylaxis of rabies infection in patients exposed to animals suspected of being rabid, provided the patient was not previously vaccinated with rabies vaccine.

Rabies virus is usually transmitted by the bite of a rabid animal but can occasionally penetrate abraded skin contaminated with the saliva of infected animals. Progress of the virus after exposure is believed to follow a neural pathway and the time between exposure and clinical rabies is a function of the proximity of the bite (or abrasion) to the central nervous system and the dose of virus injected. The incubation is usually 2-6 weeks but can be longer. After severe bites about the face and neck and arms, it may be as short as 10 days. After initiation of the vaccine series it takes approximately one week for development of immunity to rabies; therefore, the value of immediate passive immunization with rabies antibodies in the form of rabies immune globulin (human) cannot be overemphasized.
בוטל תת סעיף          
 Rationale of Treatment, Table A1.  
	  Human rabies immunoglobulin must always be used in combination with a rabies vaccine as part of the post-exposure prophylaxis of rabies infection in patients exposed to animals suspected of being rabid, provided the patient was not previously vaccinated with rabies vaccine 

Local or state public health officials should be consulted if questions arise about the need for rabies prophylaxis.


	Posology, dosage  & administration
	Posology:

If initiation of treatment is delayed for any reason, KamRAB should still be given, regardless of the interval between exposure and treatment, up to the eighth day after the first dose of vaccine was given. 

Method of Administration
Local treatment of wounds:
 If soap or an antiviral agent is not available, the wound should be thoroughly and extensively washed with water. Most severe bite wounds are best treated by daily dressing followed by secondary suturing where necessary. If suturing after wound cleansing cannot be avoided, the wound should first be infiltrated with passive rabies immunization products and suturing delayed for several hours. This will allow diffusion of the antibody to occur through the tissues before suturing is performed.  
תתי סעיפים:
  Specific treatment, Posp exposure treatment guide, Post-exposure prophylaxis of previously vaccinated people, Post-Exposure prophylaxis of HIV-infected people and HIV/AIDS patients
	Posology: 
במקום, מופיעה  הפסקה הבאה באותו תת סעיף במיקום שונה: 
preferably at the time of the first vaccine dose. It may also be given through the seventh day after the first dose of vaccine is given.
Method of Administration
Local treatment of wounds:
נמחקו תתי הסעיפים: 
Specific treatment   Post-exposure treatment guide, Post exposure prophylaxis of previously vaccinated people, Post-Exposure prophylaxis of HIV-infected people and HIV/AIDS patients  (מפורטים בסוף הטבלה), 
למעט הפיסקה: 

 If intramuscularly administration is contra-indicated (bleeding disorders) the injection can be administered subcutaneously. However, it should be noted that there are no clinical efficacy data to support administration by the subcutaneous route.
שמופיעה בסעיף- Method of Administration .


	Special Warnings and Special Precautions for Use
	Injection should be made intramuscularly and care should be taken to draw back on the plunger of the syringe before injection in order to be certain that the needle is not in a blood vessel. 
The attending physician who wishes to administer KamRAB to such patients must weigh the benefits of immunization against the risk of hypersensitivity reactions. 


	Recommendations Regarding Thrombosis
· Care should be used when immune globulin products are given to individuals determined to be at increased risk of thrombosis.
· Patients at increased risk of thrombosis include those with acquired or hereditary hypercoagulable states, prolonged immobilization, in-dwelling vascular catheters, advanced age, estrogen use, a history of venous or arterial thrombosis, cardiovascular risk factors (including history of atherosclerosis and/or impaired cardiac output), and hyperviscosity (including cryoglobulins, fasting chylomicronemia and/or high triglyceride levels, and monoclonal gammopathies).
· Individuals at increased risk of thrombosis should be monitored for thrombotic complications.
· Consideration should also be given to measurement of baseline blood viscosity in individuals at risk for hyperviscosity.

Recommendations Regarding Hemolysis
· Heightened awareness of the potential for hemolysis is recommended in individuals receiving immune globulin products, particularly those who are determined to be at increased risk.

· Patients at increased risk for hemolysis following treatment with immune globulins include those with non-O blood group types, those who have underlying associated inflammatory conditions, and those receiving high cumulative doses of immune globulins over the course of several days.

· Patients receiving immune globulin products should be monitored for hemolysis, particularly those at increased risk.

· Clinical symptoms and signs of hemolysis include fever, chills and dark urine. If these occur, appropriate laboratory testing should be obtained.

	  pregnancy and Lactation
	Anti-Rabies IgG (Human) should be given to a pregnant woman only if clearly needed and when the potential benefit outweigh the potential hazards to the fetus. 
	Anti-Rabies IgG (Human) should be given to a pregnant woman only if clearly needed. 

	Undesirable effects
	Local or mild systemic adverse reactions to the globulin after intramuscular injection are uncommon (Janeway C.A., et al., 1966 and Kjellman H, 1980) and may be treated symptomatically.
	There are no robust data on the frequency of undesirable effects from clinical trials. The following undesirable effects have been reported:

	Pharmacological properties
	Rabies Immune Globulin provides passive protection when given immediately to individuals exposed to rabies virus (Baltazard M., et al.; 1955 and Habel K., et al.; 1955). When a globulin dose of 20 I.U / kg of Rabies antibody was given simultaneously with the first dose of vaccine of duck embryo origin (Cabasso V.J., et al.; 1971 and Loofbourow J.C., et al.1971) adequate levels of passive rabies antibody were detected 24 hours after injection in all individuals. There was minimal or no interference with the immune response to the initial and subsequent doses of vaccine, including booster doses. More recently studies of Human Rabies Immune Globulin (Helmick C.G., et al, 1982) given with the first of five doses of Pasteur Merieux Serums et Vaccine S. A. HDCV (Human diploid cells vaccine) (ACIP, 1999) confirmed that passive immunization with 20 I.U / kg of Human Rabies Immune Globulin did not interfere with active immunization by HDCV. 
	


סעיף Therapeutic Indications

Rationale of Treatment

Individually evaluate each possible rabies exposure. Consult local or state public health officials if questions arise about the need for prophylaxis. Consider the following factors before specific treatment is initiated:

1. Species of biting animal: Carnivorous animals (especially skunks, foxes, coyotes, raccoons, dogs, bobcats and cats) and bats are more likely to be infected with rabies than other animals. Unless the animal is tested and shown not rabid, initiate post-exposure prophylaxis upon bite or non-bite exposure to these animals. If treatment has been initiated and subsequent testing shows the exposing animal not rabid, treatment can be discontinued. Since the likelihood that a domestic dog or cat is infected with rabies varies from region to region, the need for post-exposure prophylaxis also varies. In these cases, consult state or local health departments before a decision is made to initiate post-exposure anti-rabies prophylaxis.

2. Circumstances of biting incident: An unprovoked attack is more likely than a provoked attack to indicate that the animal is rabid. Bites inflicted on a person attempting to feed or handle an apparently healthy animal should generally be regarded as provoked.

3. Type of exposure: Rabies is transmitted by introducing the virus in infectious saliva into open cuts or wounds in skin. The likelihood that rabies infection will result from exposure to a rabid animal varies with the nature and extent of the exposure. Two categories of exposure should be considered: Bite – Any penetration of the skin by teeth. Non-bite – Scratches, abrasions, open wounds of mucous membranes contaminated with saliva or other potentially infectious material such as brain tissue from a rabid animal. There have been two instances of airborne rabies acquired in the laboratory and probable airborne rabies acquired in one 
bat-infested cave (Frio Cave, Texas). Casual contact with a rabid animal such as petting the animal (without a bite or non-bite exposure as described above) does not constitute an exposure and is not an indication for prophylaxis. The only documented cases of rabies due to human-to-human transmission occurred in patients who received corneas transplanted from persons who died of rabies undiagnosed at the time of death. Each exposure to possible rabies infection must be individually evaluated. Public health officials should be consulted if questions arise about the need for rabies prophylaxis.

4. Vaccination status of biting animal: A properly immunized animal has only a minimal chance of developing rabies and transmitting the virus.

Table A1 should serve as a guide for post-exposure prophylaxis.

Table A1   Type of contact, exposure and recommended post-exposure prophylaxis
	Category
	Type of contact with a suspect or confirmed rabid domestic or wild  (a) animal, or animal unavailable for testing
	Type of exposure
	Recommended Post-Exposure Prophylaxis

	I
	Touching or feeding of animals

Licks on intact skin
	None
	None, if reliable case history is available

	II
	Nibbling of uncovered skin

Minor scratches or abrasions without bleeding
	Minor
	Administer vaccine immediately (b) 
Stop treatment if animal remains healthy throughout an observation period of 10 days (c) or if animal is proven to be negative for rabies by a reliable laboratory using appropriate diagnostic techniques 

	III
	Single or multiple transdermal bites or scratches, licks on broken skin

Contamination of mucous membrane with saliva (i.e. licks)

Exposure to bats (d)
	Severe
	Administer rabies immunoglobulin and vaccine immediately. Stop treatment if animal remains healthy throughout an observation period of 10 days or if animal is found to be negative for rabies by a reliable laboratory using appropriate diagnostic techniques


(a)  Exposure to rodents, rabbits and hares seldom, if never, requires specific anti-rabies post-exposure prophylaxis.

(b)  If an apparently healthy dog or cat in or from a law-risk area is placed under observation, the situation may warrant delaying initiation of treatment.

(c)  This observation period applies only to dogs and cats. Except in the case of threatened or endangered species, other domestic and wild animals suspected as rabid should be humanely killed and their tissues examined for the presence of rabies antigen using appropriate laboratory techniques.

(d)  Post-exposure prophylaxis should be considered when contact between a human and a bat has occurred unless the exposed person can rule out a bite or scratch, or exposure to a mucous membrane.

סעיף:  Local treatment of the wounds
Specific treatment: Post-exposure anti-rabies treatment should always include both passive [preferably rabies immune globulin (human)] and active rabies vaccine immunization with one exception: persons who have been previously immunized with rabies vaccine and have a documented adequate rabies antibody titer should receive only vaccine. Passive immunization with KamRAB, in cases when bite site can be detected and it is anatomically possible, should be administered by infiltration of as much of the dose in the area around the wound. The remainder of the dose should be given intramuscularly into the upper arm deltoid region or in small children into the anteriolateral thigh. Administration should be opposite the site of the rabies vaccine. Passive immunization into the gluteal region; where absorbance is unpredictable, should be avoided
Animal bite wounds inflicted can be severe and multiple, especially in small children. In such cases, the calculated dose of the passive rabies immunization product may not be sufficient to infiltrate all wounds. In these circumstances, it is advisable to dilute the passive immunization product in normal saline to a sufficient volume to be able to inject all wounds (WHO, 2004).
When the bite site is unknown, or in cases where bite site does not enable infiltration (lips, fingers, knee, etc.) the full dose should be given by intramuscular route. The combination of globulin and vaccine is recommended for both bite and non-bite exposures (as described under Rationale for Treatment), regardless of the interval between exposure and treatment. The sooner treatment is begun after exposure, the better.
Post-exposure treatment guide: The following recommendations are only a guide. They should be applied in conjunction with knowledge of the animal species involved, circumstances of the bite or the exposure, vaccination status of the animal. Public health officials should be consulted if questions arise about the need for rabies prophylaxis. [See Table A2].


Table A2  Post-exposure treatment guide
	Animal Species
	Condition of Animal at time of Attack
	Treatment of Exposed Person  (a) All Bites and Wounds Should Immediately be Cleaned Thoroughly with Soap and Water

	Domestic dog and cat
	Healthy and available for 10 days of observation
	None unless animal develops rabies (b) 

	
	Rabid or suspected rabid
	KamRAB and rabies vaccine 

	
	Unknown
	Consultation with public health officials. If treatment is indicated, give KamRAB and rabies vaccine (c) 

	Wildskunk, bat, fox, coyote, raccoon, bobcat and other carnivores, 
	Regard as rabid unless proven negative by laboratory tests (d) 
	KamRAB and rabies vaccine (c) 

	Other livestock, rodents, rabbits and hares
	Consider individually.  
provoked bites of squirrels, hamsters, guinea pigs, gerbils, chipmunks, rats, mice and other rodents or rabbits and hares almost never call for anti-rabies prophylaxis. Local or state health officials should be consulted about questions that arise about the need for rabies prophylaxis.


(a)  If anti-rabies treatment is indicated, both KamRAB and rabies vaccine should be given as soon as possible, REGARDLESS of the interval after exposure, except persons who have been previously immunized with rabies vaccine and have a confirmed adequate rabies antibody titer, who should receive only vaccine.

(b) Begin treatment with KamRAB and rabies vaccine at first sign of rabies in biting domestic animals during the usual holding period of 10 days. The symptomatic animal should be euthanized immediately and tested.

(c) Discontinue vaccine if fluorescent antibody tests of the animal are negative.

(d) The animal should be euthanized and tested as soon as possible. Holding for observation is not recommended.  

Post-exposure prophylaxis of previously vaccinated people

Individuals who are not immunocompromised and who have been previously vaccinated with a potent and effective rabies vaccine and have adequate documentation should receive a two booster series consisting of one intramuscular or intradermal dose on days 0 and 3. The administration of passive immunization is not required.

Local wound treatment should be completed as noted above. People, who have received pre-exposure or post-exposure vaccination using a vaccine of unproven potency, should receive a full post-exposure vaccination series including passive immunization.

Post-Exposure prophylaxis of HIV-infected people and HIV/AIDS patients:

Several studies of patients with HIV/AIDS have reported that those with very low CD4 counts will mount a significantly lower or no detectable neutralizing antibody response to rabies. In such patients and those in whom the presence of immunological memory is no longer assured as a result of other causes, proper and thorough wound treatment as described above and antisepsis accompanied by local infiltration of a passive immunization product are of utmost importance.

Immunocompromised patients with category II exposure (see Table A1) should receive rabies immunoglobulin in addition to a full post-exposure vaccination series. An infectious disease specialist with expert knowledge of rabies prevention should be consulted.
