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	Special warnings and precautions for use


	4.4
Special warnings and precautions for use

Allergic reactions

Allergic reactions have been reported uncommonly with abatacept administration in clinical trials, where patients were not required to be pretreated to prevent allergic reactions (see section 4.8). Anaphylactic reactions have been reported rarely. Special

caution should be exercised in patients with a history of allergic reactions to abatacept or to any of the excipients. If any serious allergic or anaphylactic reaction occurs, ORENCIA

therapy should be discontinued immediately and appropriate therapy initiated.

	4.4
Special warnings and precautions for use

Allergic reactions

Allergic reactions have been reported uncommonly with abatacept administration in clinical trials, where patients were not required to be pretreated to prevent allergic reactions (see section 4.8). Anaphylaxis or anaphylactoid reactions can occur after the first infusion and can be life-threatening. In postmarketing experience, a case of fatal anaphylaxis following the first infusion of ORENCIA has been reported. Anaphylactic reactions have been reported rarely. Special

caution should be exercised in patients with a history of allergic reactions to abatacept or to any of the excipients. If any serious allergic or anaphylactic reaction occurs, ORENCIA therapy should be discontinued immediately and appropriate therapy initiated , and the use of ORENCIA should be permanently discontinued.

	
	Infections

No increase of tuberculosis was observed in the pivotal placebo-controlled studies; Nevertheless, patients should be screened for latent tuberculosis prior to initiating ORENCIA. The available medical guidelines should also be taken into account.


	Infections

No increase of tuberculosis was observed in the pivotal placebo-controlled studies;however, all ORENCIA patients were screened for tuberculosis The safety of ORENCIA in individuals with latent tuberculosis is unknown. There have been reports of tuberculosis in patients receiving ORENCIA (see section 4.8). Patients should be screened for latent tuberculosis prior to initiating ORENCIA. The available medical guidelines should also be taken into account.



	
	Malignancies

In the placebo‑controlled clinical trials, the frequencies of malignancies in abatacept‑ and placebo‑treated patients were 1.4% and 1.1%, respectively (see section 4.8). Patients with known malignancies were not included in these clinical trials. In carcinogenicity studies in mice, an increase in lymphomas and mammary tumours were noted. The clinical significance of this observation is unknown (see section 5.3). The potential role of Orencia in the development of malignancies, including lymphoma, in humans is unknown.
	Malignancies

In the placebo‑controlled clinical trials, the frequencies of malignancies in abatacept‑ and placebo‑treated patients were 1.4% and 1.1%, respectively (see section 4.8). Patients with known malignancies were not included in these clinical trials. In carcinogenicity studies in mice, an increase in lymphomas and mammary tumours were noted. The clinical significance of this observation is unknown (see section 5.3). The potential role of abatacept in the development of malignancies, including lymphoma, in humans is unknown. . There have been reports of non-melanoma skin cancers in patients receiving ORENCIA (see section 4.8). Periodic skin examination is recommended for all patients, particularly for those with risk factors for skin cancer.


	
	Live vaccines should not be given concurrently with ORENCIA or within 3 months of its discontinuation. Medicinal products that affect the immune system, including ORENCIA, may blunt the effectiveness of some immunisations.



	Vaccinations

Patients treated with ORENCIA may receive concurrent vaccinations, except for live vaccines.  Live vaccines should not be given concurrently with ORENCIA or within 3 months of its discontinuation. Medicinal products that affect the immune system, including ORENCIA, may blunt the effectiveness of some immunisation (see section 4.5).


	Interaction with other medicinal products and other forms of interaction


	4.5
Interaction with other medicinal products and other forms of interaction

See section 4.4 regarding combination with other medicinal products that affect the

immune system and with vaccinations.


	4.5
Interaction with other medicinal products and other forms of interaction

Combination with other medicinal products that affect the immune system and with vaccinations
Co‑administration of ORENCIA with biologic immunosuppressive or immunomodulatory agents could potentiate the effects of ORENCIA on the immune system. There is insufficient evidence to assess the safety and efficacy of ORENCIA in combination with anakinra or rituximab (see section 4.4).


	
	
	Vaccinations

Exploratory studies to assess the effect of abatacept on the antibody response to vaccination in healthy subjects as well as the antibody response to influenza and pneumococcal vaccines in rheumatoid arthritis patients suggested that abatacept may blunt the effectiveness of the immune response, but did not significantly inhibit the ability to develop a clinically significant or positive immune response.

Abatacept was evaluated in an open-label study in rheumatoid arthritis patients administered the 23-valent pneumococcal vaccine. After pneumococcal vaccination, 62 of 112 abatacept-treated patients were able to mount an adequate immune response of at least a 2-fold increase in antibody titers to pneumococcal polysaccharide vaccine.

Abatacept was also evaluated in an open-label study in rheumatoid arthritis patients administered the seasonal influenza trivalent virus vaccine. After influenza vaccination, 73 of 119 abatacept-treated patients without protective antibody levels at baseline were able to mount an adequate immune response of at least a 4-fold increase in antibody titers to trivalent influenza vaccine.


	Effects on ability to drive and use machines


	No studies on the effects on the ability to drive and use machines have been performed.
	Based on its mechanism of action, abatacept is expected to have no or negligible influence No studies on the effects on the ability to drive and use machines. However, dizziness and reduced visual acuity have been reported as common and uncommon adverse reactions respectively from patients treated with ORENCIA, therefore if a patient experiences such symptoms, driving and use of machinery should be avoided have been performed.



	Adverse events
	4.8
Undesirable effects

Undesirable effects in adults

Abatacept has been studied in patients with active rheumatoid arthritis in placebo‑controlled clinical trials (1,955 patients with abatacept, 989 with placebo). The trials had either a double‑blind, placebo‑controlled period of 6 months (258 patients with abatacept, 133 with placebo) or 1 year (1,697 patients with abatacept, 856 with placebo). Most patients in these trials were taking methotrexate (81.9% with abatacept, 83.3% with placebo). Other concomitant medications included: NSAIDs (83.9% with abatacept, 85.1% with placebo); systemic corticosteroids (74.7% with abatacept, 75.8% with placebo); non‑biological DMARD therapy, most commonly chloroquine/hydroxychloroquine, leflunomide and/or sulfasalazine (26.9% with abatacept, 32.1% with placebo); TNF-antagonists, mainly etanercept (9.4% with abatacept, 12.3% with placebo); and anakinra (1.1% with abatacept, 1.6% with placebo).

In placebo‑controlled clinical trials with abatacept, adverse drug reactions (ADRs) were reported in 52.2% of abatacept‑treated patients and 46.1% of placebo‑treated patients. The most frequently reported adverse drug reactions (≥ 5%) among abatacept‑treated patients were headache and nausea. The proportion of patients who discontinued treatment due to ADRs was 3.4% for abatacept‑treated patients and 2.2% for placebo‑treated patients.

Listed in Table 2 are adverse drug reactions based on experience in controlled clinical trials in adults that occurred with greater frequency (difference > 0.2%) in abatacept‑treated patients than in placebo‑treated patients. The list is presented by system organ class and frequency, using the following categories: very common (≥ 1/10); common (≥ 1/100 to < 1/10); uncommon (≥ 1/1,000 to < 1/100); rare (≥ 1/10,000 to < 1/1,000); very rare (< 1/10,000). Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Table 2:



Undesirable Effects in Placebo‑Controlled Trials

Investigations
Common
Blood pressure increased, liver function test abnormal (including transaminases increased)
Uncommon
Blood pressure decreased, weight increased
Cardiac disorders
Uncommon
Tachycardia, bradycardia, palpitations
Blood and lymphatic system disorders
Uncommon
Thrombocytopenia, leukopenia
Nervous system disorders
Very Common
Headache 
Common
Dizziness
Uncommon
Paraesthesia
Eye disorders
Uncommon
Conjunctivitis, visual acuity reduced
Ear and labyrinth disorders
Uncommon
Vertigo
Respiratory, thoracic and mediastinal disorders
Common
Cough
Gastrointestinal disorders
Common
Abdominal pain, diarrhoea, nausea, dyspepsia
Uncommon
Gastritis, mouth ulceration, aphthous stomatitis
Skin and subcutaneous tissue disorders
Common
Rash (including dermatitis)
Uncommon
Increased tendency to bruise, alopecia, dry skin
Musculoskeletal and connective tissue disorders
Uncommon
Arthralgia, pain in extremity
Infections and infestations
Common
Lower respiratory tract infection (including bronchitis), urinary tract infection, herpes simplex, upper respiratory tract infection (including tracheitis, nasopharyngitis), rhinitis
Uncommon
Tooth infection, infected skin ulcer, onychomycosis
Neoplasms benign, malignant and unspecified (incl. cysts and polyps)

Uncommon
Basal cell carcinoma
Vascular disorders
Common
Hypertension, flushing
Uncommon
Hypotension, hot flush
General disorders and 
Common

Fatigue, asthenia
administration site conditions
Uncommon
Influenza like illness
Reproductive system and breast disorders
Uncommon
Amenorrhea
Psychiatric disorders
Uncommon
Depression, anxiety
ADRs reported in abatacept‑treated patients which did not occur with an excess incidence (i.e. the difference was not > 0.2%) over placebo but were considered to be medically relevant include the following events:

Common: herpes zoster;

Uncommon: pneumonia, hypersensitivity, pyelonephritis, bronchospasm, urticaria, psoriasis, cystitis, migraine, throat tightness, dry eye;
Rare: sepsis, bacteraemia.

Additional information

Infections

In the placebo‑controlled clinical trials, infections at least possibly related to treatment were reported in 23.2% of abatacept‑treated patients and 19.5% of placebo‑treated patients.

Serious infections at least possibly related to treatment were reported in 1.8% of abatacept‑treated patients and 1.0% of placebo‑treated patients. Serious infections reported in at least one patient treated with abatacept (0.05% of patients) included the following: pneumonia; bronchitis; cellulitis; acute pyelonephritis; urinary tract infection; diverticulitis, intestinal abscess; localised infection; skin abscess; musculoskeletal infections; sepsis; empyema; hepatitis E; and tuberculosis (see section 4.4).

In double blind and open-label clinical trials in 4,149 patients treated with abatacept during 11,658 patient-years, the incidence rate of serious infections was 2.87 per 100 patient -years, and the annualized incidence rate remained stable.

Malignancies

In placebo‑controlled clinical trials, malignancies were reported in 27 of 1,955 abatacept‑treated patients observed during 1,687 patient‑years, and in 11 of 989 placebo‑treated patients observed during 794 patient‑years.

In double blind and open-label clinical trials in 4,149 patients treated with abatacept during 11,658 patient-years (of which over 1,000 were treated with abatacept for over 5 years), the incidence rate of malignancy was 1.43 per 100 patient-years, and the annualized incidence rate remained stable. The incidence rates per 100 patient-years were 0.72 for non-melanomatous skin cancer, 0.59 for solid malignancies and 0.13 for hematologic malignancies. The most frequently reported organ cancer was lung cancer (0.17 per 100 patient-years), and the most common hematologic malignancy was lymphoma (0.06 per 100 patient-years). The incidence rate did not increase for malignancies overall, by major type (non-melanomatous skin cancer, solid tumors, and hematologic malignancies), or for individual tumor types in the double blind and open label period compared to the double-blind experience. The type and pattern of malignancies reported during the open‑label period of the trials were similar to those reported for the double‑blind experience.

Infusion‑related reactions

Acute infusion‑related events (adverse reactions occurring within 1 hour of the start of the infusion) in Studies II, III, and IV (see section 5.1) were more common in the abatacept‑treated patients than the placebo‑treated patients (9.8% for abatacept, 6.7% for placebo). The most frequently reported events with abatacept (1‑2%) were dizziness, headache, and hypertension.

Discontinuation due to an acute infusion‑related reaction occurred in 0.4% of patients receiving abatacept and in 0.2% of placebo‑treated patients.

The incidence rate of autoimmune disorders remained stable during open-label experience (1.63 per 100 patient -years) compared to the double blind experience (2.07 per 100 patient -years).The most frequently reported autoimmune-related disorders during the open-label experience were psoriasis, vasculitis, and Sjogren's syndrome.

Undesirable effects in paediatric patients with polyarticular juvenile idiopathic arthritis

Very common: headache, nausea;

Common: diarrhoea, cough, upper respiratory tract infection, pyrexia, nasopharyngitis, upper abdominal pain.

ORENCIA has been studied in 190 paediatric patients, 6 to 17 years of age, with polyarticular JIA (see section 5.1). Adverse reactions (adverse events occurring at a prevalence of at least 5% in the 4 month, lead-in, open-label period of the study) were similar in type to those seen in adults (Table 2) with the exception that pyrexia was reported in paediatric patients.


	4.8
Undesirable effects

Adverse reactions in adults

Summary of the safety profile
Abatacept has been studied in patients with active rheumatoid arthritis in placebo‑controlled clinical trials (2,111  patients with abatacept, 1,099  with placebo).
In placebo‑controlled clinical trials with abatacept, adverse reactions (ARs) were reported in 51.8% of abatacept‑treated patients and 46.4% of placebo‑treated patients. The most frequently reported adverse reactions (≥ 5%) among abatacept‑treated patients were headache, nausea, and upper respiratory tract infections. The proportion of patients who discontinued treatment due to ARs was 3.3% for abatacept‑treated patients and 2.0% for placebo‑treated patients.

Listed in Table 2 are adverse reactions presented by system organ class and frequency, using the following categories: very common (≥ 1/10); common (≥ 1/100 to < 1/10); uncommon (≥ 1/1,000 to < 1/100); rare (≥ 1/10,000 to < 1/1,000); very rare (< 1/10,000). Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Table 2:



Adverse Reactions 

Infections and infestations 
Very Common
Upper respiratory tract infection (including tracheitis, nasopharyngitis)
Common
Lower respiratory tract infection (including bronchitis), urinary tract infection, herpes simplex,  rhinitis, pneumonia, influenza
Uncommon
Tooth infection, onychomycosis, herpes infections (including herpes simplex, oral herpes, and herpes zoster), sepsis, muskuloskeletal infections, skin abscess, pyelonephritis 
Rare
Tuberculosis, bacteraemia gastrointestinal infection
Neoplasms benign, malignant and unspecified (incl. cysts and polyps)
Uncommon
Basal cell and squamous cell carcinoma, skin papilloma
Rare
Lymphoma, lung neoplasm malignant
Blood and lymphatic system disorders
Common
Leukopenia
Uncommon
Thrombocytopenia
Immune system disorders

Uncommon

Hypersensitivity

Psychiatric disorders
Uncommon
Depression, anxiety, sleep disorder(including insomnia)
Nervous system disorders
Common
Headache, dizziness, paraesthesia


Uncommon
Migraine
Eye disorders

Common

Conjunctivitis


Uncommon
Dry eye , visual acuity reduced
Ear and labyrinth disorders
Uncommon
Vertigo
Cardiac disorders
Uncommon
Palpitations, tachycardia, bradycardia
Vascular disorders
Common
Hypertension, flushing, blood pressure increased
Uncommon
Hypotension, hot flush, vasculitis, blood pressure decreased
Respiratory, thoracic and mediastinal disorders
Common
Cough
Uncommon

Bronchospasm, wheezing, dyspnea

Rare

Throat tightness

Gastrointestinal disorders
Common
Abdominal pain, diarrhoea, nausea, dyspepsia, mouth ulceration, aphthous stomatitis, vomiting
Uncommon
Gastritis
Hepatobiliary disorders

Common

Liver function test abnormal (including transaminases increased)

Skin and subcutaneous tissue disorders
Common
Rash (including dermatitis), alopecia, pruritus
Uncommon
Increased tendency to bruise, dry skin, urticaria, psoriasis, erythema, hyperhidrosis
Musculoskeletal and connective tissue disorders
Common
Pain in extremity



Uncommon
Arthralgia














Reproductive system and breast disorders
Uncommon
Amenorrhea, menorrhagia
General disorders and administration site conditions
Common
Fatigue, asthenia 
Uncommon
Influenza like illness, weight increased
Description of selected adverse reactions
Infections

In the placebo‑controlled clinical trials, infections at least possibly related to treatment were reported in 23.1% of abatacept‑treated patients and 20.7% of placebo‑treated patients.

Serious infections at least possibly related to treatment were reported in 1.8% of abatacept‑treated patients and 1.1% of placebo‑treated patients. Serious infections reported in at least one patient treated with abatacept (0.05% of patients) included the following: pneumonia, cellulitis, localised infection, urinary tract infection, bronchitis, diverticulitis, pyelonephritis acute, sepsis, abscess, arthritis bacterial, bacteraemia, bronchopneumonia, bronchopulmonary aspergillosis, bursitis infective, cellulitis staphylococcal, empyema, gastrointestinal infection, hepatitis E, infected skin ulcer, peridiverticular abscess, pneumonia bacterial, pneumonia haemophilus, pneumonia influenzal, sinusitis, streptococcal sepsis, tuberculosis, urosepsis (see section 4.4).

In double blind and open-label clinical trials in 4,149 patients treated with abatacept during 11,584 patient-years, the incidence rate of serious infections was 2.87 per 100 patient -years, and the annualized incidence rate remained stable.

Malignancies

In placebo‑controlled clinical trials, malignancies were reported in 29 of 2,111 abatacept‑treated patients observed during 1,829 patient‑years, and in 12 of 1,099  placebo‑treated patients observed during 849 patient‑years.

In double blind and open-label clinical trials in 4,149 patients treated with abatacept during 11,932 patient-years (of which over 1,000 were treated with abatacept for over 5 years), the incidence rate of malignancy was 1.42 per 100 patient-years, and the annualized incidence rate remained stable. The incidence rates per 100 patient-years were 0.73 for non-melanomatous skin cancer, 0.59 for solid malignancies and 0.13 for hematologic malignancies. The most frequently reported organ cancer was lung cancer (0.15 per 100 patient-years), and the most common hematologic malignancy was lymphoma (0.07 per 100 patient-years). The incidence rate did not increase for malignancies overall, by major type (non-melanomatous skin cancer, solid tumors, and hematologic malignancies), or for individual tumor types in the double blind and open label period compared to the double-blind experience. The type and pattern of malignancies reported during the open‑label period of the trials were similar to those reported for the double‑blind experience.

nfusion‑related reactions

Acute infusion‑related events (adverse reactions occurring within 1 hour of the start of the infusion) in Studies II, III, IV and V (see section 5.1) were more common in the abatacept‑treated patients than the placebo‑treated patients (9.4% for abatacept, 7.2% for placebo). The most frequently reported events with abatacept (1‑2%) were dizziness, headache, and hypertension.

Discontinuation due to an acute infusion‑related reaction occurred in 0.3% of patients receiving abatacept and in 0.2% of placebo‑treated patients.

The incidence rate of autoimmune disorders remained stable during open-label experience (1.95 per 100 patient -years) compared to the double blind experience (2.36 per 100 patient -years).The most frequently reported autoimmune-related disorders during the open-label experience were psoriasis, vasculitis, and Sjogren's syndrome.

Adverse reactions in paediatric patients with polyarticular juvenile idiopathic arthritis

ORENCIA has been studied in 190 paediatric patients, 6 to 17 years of age, with polyarticular JIA (see section 5.1). Adverse reactions occurring in the 4 month, lead-in, open-label period of the study were similar in type and frequency to those seen in adults (Table 2) with the following exceptions:

Common: upper respiratory tract infection (including sinusitis, nasopharyngitis and rhinitis), otitis (media and externa), haematuria, pyrexia.



	Drug Interactions
	4.5
Interaction with other medicinal products and other forms of interaction


	4.5
Interaction with other medicinal products and other forms of interaction

Co‑administration of ORENCIA with biologic immunosuppressive or immunomodulatory agents could potentiate the effects of ORENCIA on the immune system. There is insufficient evidence to assess the safety and efficacy of ORENCIA in combination with anakinra or rituximab (see section 4.4).
Vaccinations
Live vaccines should not be given concurrently with ORENCIA or within 3 months of its discontinuation. No data are available on the secondary transmission of infection from persons receiving live vaccines to patients receiving ORENCIA. Insufficient data are available on the effects of vaccinations in patients receiving ORENCIA. Medicinal products that affect the immune system, including ORENCIA, may blunt the effectiveness of some immunisations (see section 4.4).


	Others
	4.6
Pregnancy and lactation

There are no adequate data from use of abatacept in pregnant women. In pre-clinical embryo‑fetal development studies no undesirable effects were observed at doses up to 29‑fold a human 10 mg/kg dose based on AUC. In a pre‑ and postnatal development study in rats limited changes in immune function were observed at 11‑fold a human 10 mg/kg dose based on AUC (see section 5.3). ORENCIA should not be used in pregnant women unless clearly necessary. Women of child‑bearing potential should use effective contraception during treatment with ORENCIA and up to 14 weeks after the last dose of abatacept treatment.

	4.6
Fertility, pregnancy and lactation
Pregnancy and Women of childbearing potential 
There are no adequate data from use of abatacept in pregnant women. In pre-clinical embryo‑fetal development studies no undesirable effects were observed at doses up to 29‑fold a human 10 mg/kg dose based on AUC. In a pre‑ and postnatal development study in rats limited changes in immune function were observed at 11‑fold a human 10 mg/kg dose based on AUC (see section 5.3). ORENCIA should not be used in pregnant women unless clearly necessary. Women of child‑bearing potential should use effective contraception during treatment with ORENCIA and up to 14 weeks after the last dose of abatacept treatment.


	
	
	


