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	4.2 Posology and method of administration

	
	Posology

The posology depends on the indication, the administration regimen and the possible combination with other immunosuppressive agents. The following dosage recommendations may be used as reference. Treatment can be discontinued without gradual tapering of the dose.
 - Immunosuppression in transplantation

•          Prophylaxis of acute graft rejection:
1 to 1.5 mg/kg/day for 2 to 9 days after transplantation of a kidney, pancreas or liver 
and for 2 to 5 after heart transplantation, corresponding to a cumulative dose of 2 to 7.5 mg/kg in heart transplantation and 2 to 13.5 mg/kg for other organs.

•
Treatment of acute graft rejection:

1.5 mg/kg/day for 3 to 14 days, corresponding to a cumulative dose of 4.5 to 21 mg/kg.


- Treatment of acute graft versus host disease

The dosage must be defined depending on individual basis. It is usually between 2 and 5 mg/kg/day for 5 days. 

- Treatment of aplastic anaemia

2.5 to 3.5 mg/kg/day for 5 consecutive days, corresponding to a cumulative dose of 12.5 to 17.5mg/kg.
The indication for aplastic anaemia has not been established by controlled trials carried out with this medicinal product.

Dose adjustments

Thrombocytopenia and/or leukopenia (particularly lymphocytopenia and neutropenia) have been identified; these conditions are reversible after dose adjustments. When thrombocytopenia and/or leukopenia are not part of the underlying condition or are not associated with the condition for which Thymoglobuline is being administered, the following dose reductions are suggested:

•
a reduction in dosage must be envisaged if the platelet count is between 50, 000 and 75, 000 cells/mm3 or if the number of white blood cells is between 2,000 and 3,000 cells/mm3;

•
Stopping Thymoglobuline treatment must be considered if persistent and severe thrombocytopenia (< 50,000 cells/mm3) or development of  leukopenia (< 2,000 cells/mm3).develops

Posology 
The dosage regimen depends on the indication. The following dosage recommendations may be used as a reference: 

- Immunosuppression in transplantation: 

. Prophylaxis of graft rejection: 

1.25 to 2.5 mg/kg/day for 1 to 3 weeks after transplantation of a kidney, pancreas or liver and for 3 to 10 days after heart transplantation. 

Treatment can be discontinued without gradual tapering of the dose. 

. treatment of graft rejection: 

2.5 to 5 mg/kg/day until resolution of the clinical and biological signs. 

- Aplastic anemia: 

2.5 to 5 mg/kg/day for 5 consecutive days. 

The use of this product in the treatment of aplastic anemia has not been established by controlled clinical trials. 

Method of administration

Rabbit anti-human thymocyte immunoglobulin is usually administered within the context of a therapeutic regimen combining several immunosuppressive agents.

Administer the dose of intravenous corticosteroids and antihistamines required prior to the infusion of rabbit anti-human thymocyte immunoglobulin.

The reconstituted solution is clear or slightly opalescent.

Rabbit anti-human thymocyte immunoglobulin is infused after dilution in an isotonic solution of 0.9% sodium chloride or of 5% glucose

Infuse slowly into a large vein 

Thymoglobulin should be infused over a minimum of 6 hours for the first infusion and over at least. Adapt the infusion rate so that the total duration of the infusion is 4 hours at least on subsequent days of therapy. 
For reconstitution and dilution, see "Instructions for use and handling". Section 6.6


	4.4 Special warnings and special precautions for use 
	
	טקסט חדש שהוסף מסומן בצהוב, טקסט שהוסר מסומן באדום עם קו מחיקה .שינוי נוסח מסומנים בירוק.   למידע מלא עבור סעיף זה יש לבדוק את העלון לרופא.
Malignancy


The use of immunosuppressive agents, including Thymoglobuline, may increase the incidence of malignancies, in particular lymphoma  or and post-transplant lymphoproliferative disorders disease (PTLD) (which may be virally mediated). These events have sometimes been associated with fatal outcomes (see section 4.8).


	4.8 Undesirable effects


	
	טקסט חדש שהוסף מסומן בצהוב, טקסט שהוסר מסומן באדום עם קו מחיקה . שינוי נוסח מסומנים בירוק.  למידע מלא עבור סעיף זה יש לבדוק את העלון לרופא.

Infusion-Associated Reactions and Immune System Disorders

IARs are likely to may occur after following the administration of Thymoglobuline, and may occur as soon as following the first or second  infusion during a single cycle course of treatment with Thymoglobuline. The clinical manifestations of IARs may include some of the following signs and symptoms: fever, chills/rigors, dyspnoea, nausea/vomiting, diarrhoea, hypotension or hypertension, malaise, rash, urticaria, and/or headache. IARs due to with Thymoglobuline are usually mild and transient and are managed with reduction in infusion rates and/or with medications (see section 4.4). Transient reversible elevations in transaminases without any clinical signs or symptoms have also been reported during Thymoglobulin administration. Serious, and in very rare instances cases fatal anaphylactic reactions have been reported(see section 4.4). The fatalities occurred in patients who did not receive adrenaline during the event.

IARs consistent with CRS have been reported(see section 4.4).. Severe and potentially life‑threatening CRS is rarely reported. Post-marketing reports of severe CRS have been associated with cardio-respiratory dysfunction (including hypotension, acute respiratory distress syndrome [ARDS], pulmonary oedema, myocardial infarction, tachycardia, and/or death).

During post-marketing surveillance, reactions such as fever, rash, urticaria, arthralgia, and/or myalgia, indicating possible serum sickness, have been reported. Serum sickness tends to occur 5 to 15 days after onset of Thymoglobuline therapy. Symptoms are usually self-limited or resolve rapidly with corticosteroid treatment.

Local adverse reactions such as pain at the infusion site and peripheral thrombophlebitis have also been reported.

Adverse Events Due to Immunosuppression

Infections, reactivation of infection, febrile neutropenia, and sepsis have been reported after Thymoglobuline administration in combination with multiple immunosuppressive agents(see section 4.4). In rare instances cases these infections have been fatal. Malignancies, including but not limited to lymphoproliferative disorders PTLD and other lymphomas (which may be virally mediated) as well as solid tumours have been reportedThese events have sometimes been associated with fatal outcome(see section 4.4 “Precautions”).. These adverse events were always associated with a combination of multiple immunosuppressive agents.

For safety with respect to transmissible agents see section 4.4.



טקסט חדש מסומן בצהוב, 


טקסט שהוסר מסומן באדום עם קו מחיקה, 


שינוי נוסח מסומנים בירוק











