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	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	
	Ulcerative Colitis

Simponi is indicated for treatment of moderately to severely active ulcerative colitis in adult patients

who have had an inadequate response to conventional therapy including corticosteroids and

6-mercaptopurine (6-MP) or azathioprine (AZA), or who are intolerant to or have medical

contraindications for such therapies.



	contraindications
	
	

	Posology, dosage  & administration
	Rheumatoid arthritis

Simponi 50 mg given once a month, on the same date each month.

Simponi should be given concomitantly with MTX.

Psoriatic arthritis

Simponi 50 mg given once a month, on the same date each month.

Ankylosing spondylitis

Simponi 50 mg given once a month, on the same date each month.

Available data suggest that clinical response is usually achieved within 12 to 14 weeks of treatment (after 3-4 doses). Continued therapy should be reconsidered in patients who show no evidence of therapeutic benefit within this time period. 

In patients  weighing more than 100 kg who do not achieve an adequate clinical response after 3 or 4 doses, increasing the dose of golimumab to 100 mg once a month may be considered, taking into account the increased risk of certain serious adverse drug reactions with the 100 mg dose compared with the 50 mg dose (see section 4.8). Continued therapy should be reconsidered in patients who show no evidence of therapeutic benefit after receiving 3 to 4 additional doses of 100 mg.


	Rheumatoid arthritis

Simponi 50 mg given once a month, on the same date each month.

Simponi should be given concomitantly with MTX.

Psoriatic arthritis

Simponi 50 mg given once a month, on the same date each month.

Ankylosing spondylitis

Simponi 50 mg given once a month, on the same date each month.

Available data suggest that clinical response is usually achieved within 12 to 14 weeks of treatment (after 3-4 doses). Continued therapy should be reconsidered in patients who show no evidence of therapeutic benefit within this time period. 

Patients with bodyweight greater than 100 kg
In patients with RA, PsA or AS with a body weighing more than 100 kg who do not achieve an adequate clinical response after 3 or 4 doses, increasing the dose of golimumab to 100 mg once a month may be considered, taking into account the increased risk of certain serious adverse drug reactions with the 100 mg dose compared with the 50 mg dose (see section 4.8). Continued therapy should be reconsidered in patients who show no evidence of therapeutic benefit after receiving 3 to 4 additional doses of 100 mg.

Ulcerative colitis
Patients with body weight less than 80 kg

Simponi given as an initial dose of 200 mg, followed by 100 mg at week 2, then 50 mg every 4 weeks,thereafter (see section 5.1).

Patients with body weight greater than or equal to 80 kg

Simponi given as an initial dose of 200 mg, followed by 100 mg at week 2, then 100 mg every

4 weeks, thereafter (see section 5.1).

During maintenance treatment, corticosteroids may be tapered in accordance with clinical practice

guidelines.

Available data suggest that clinical response is usually achieved within 12-14 weeks of treatment

(after 4 doses). Continued therapy should be reconsidered in patients who show no evidence of

therapeutic benefit within this time period.



	Special Warnings and Special Precautions for Use
	Malignancies and lymphoproliferative disorders

The potential role of TNF‑blocking therapy in the development of malignancies is not known. Based on the current knowledge, a possible risk for the development of lymphomas, leukaemia or other malignancies in patients treated with a TNF-antagonist cannot be excluded. Caution should be exercised when considering TNF‑blocking therapy for patients with a history of malignancy or when considering continuing treatment in patients who develop malignancy.
Paediatric malignancy

Malignancies, some fatal, have been reported among children, adolescents and young adults (up to 22 years of age) treated with TNF-blocking agents (initiation of therapy ≤ 18 years of age) in the post marketing setting. Approximately half the cases were lymphomas. The other cases represented a variety of different malignancies and included rare malignancies usually associated with immunosuppression. A risk for the development of malignancies in children and adolescents treated with TNF-blockers cannot be excluded.
Lymphoma and leukaemia

In the controlled portions of clinical trials of all the TNF‑blocking agents including Simponi, more cases of lymphoma have been observed among patients receiving anti‑TNF treatment compared with control patients. During the Simponi Phase IIb and Phase III clinical trials, the incidence of lymphoma in Simponi‑treated patients was higher than expected in the general population. In the post-marketing setting, cases of leukaemia have been reported in patients treated with a TNF-antagonist. There is an increased background risk for lymphoma and leukaemia in rheumatoid arthritis patients with long-standing, highly active, inflammatory disease, which complicates risk estimation.
Rare post-marketing cases of hepatosplenic T-cell lymphoma (HSTCL) have been reported in patients treated with other TNF-blocking agents (see section 4.8). This rare type of T-cell lymphoma has a very aggressive disease course and is usually fatal. Nearly all of the reported TNF-blocker cases have occurred in patients with Crohn's disease with some occurring in ulcerative colitis patients. The majority were in adolescent and young adult males. Almost all these patients had received treatment with azathioprine (AZA) or 6-mercaptopurine (6–MP) concomitantly with a TNF-blocker at or prior to diagnosis. 
The potential risk with the combination of AZA or 6-MP and Simponi should be carefully considered. A risk for the development for hepatosplenic T-cell lymphoma in patients treated with TNF-blockers cannot be excluded.

Malignancies other than lymphoma

In the controlled portions of the Simponi Phase IIb and Phase III clinical trials in RA, PsA, and AS, the incidence of non‑lymphoma malignancies (excluding non‑melanoma skin cancer) was similar between the Simponi and the control groups.

Concurrent Administration with other Biological Therapeutics
There is insufficient information regarding the concomitant use of Simponi with other biological therapeutics used to treat the same conditions as Simponi. The concomitant use of Simponi with these biologics is not recommended because of the possibility of an increased risk of infection..
Switching between biological Therapeutics

When switching from one biologic to another, patients should continue to be monitored.

since overlapping biological activity may further increase the risk of infection

Special populations 

Elderly patients (≥ 65 years)

In the Phase III studies in RA, PsA, and AS , no overall differences in adverse events (AEs), serious adverse events (SAEs) , and serious infections in patients age 65 or older (n=155) who received Simponi were observed compared with younger patients. However, caution should be exercised when treating the elderly and particular attention paid with respect to occurrence of infections.


	Malignancies and lymphoproliferative disorders

The potential role of TNF‑blocking therapy in the development of malignancies is not known. Based on the current knowledge, a possible risk for the development of lymphomas, leukaemia or other malignancies in patients treated with a TNF-antagonist cannot be excluded. Caution should be exercised when considering TNF‑blocking therapy for patients with a history of malignancy or when considering continuing treatment in patients who develop malignancy.
Paediatric malignancy

Malignancies, some fatal, have been reported among children, adolescents and young adults (up to 22 years of age) treated with TNF-blocking agents (initiation of therapy ≤ 18 years of age) in the post marketing setting. Approximately half the cases were lymphomas. The other cases represented a variety of different malignancies and included rare malignancies usually associated with immunosuppression. A risk for the development of malignancies in children and adolescents treated with TNF-blockers cannot be excluded.
Lymphoma and leukaemia

In the controlled portions of clinical trials of all the TNF‑blocking agents including Simponi, more cases of lymphoma have been observed among patients receiving anti‑TNF treatment compared with control patients. During the Simponi Phase IIb and Phase III clinical trials in RA, PsA and AS, the incidence of lymphoma in Simponi‑treated patients was higher than expected in the general population. In the post-marketing setting, cases of leukaemia have been reported in patients treated with a TNF-antagonist. There is an increased background risk for lymphoma and leukaemia in rheumatoid arthritis patients with long-standing, highly active, inflammatory disease, which complicates risk estimation.
Rare post-marketing cases of hepatosplenic T-cell lymphoma (HSTCL) have been reported in patients treated with other TNF-blocking agents (see section 4.8). This rare type of T-cell lymphoma has a very aggressive disease course and is usually fatal. Nearly all of the reported TNF-blocker cases have occurred in patients with Crohn's disease with some occurring in ulcerative colitis patients. The majority were in adolescent and young adult males. Almost all these patients had received treatment with azathioprine (AZA) or 6-mercaptopurine (6–MP) concomitantly with a TNF-blocker at or prior to diagnosis. The majority of cases have occurred in adolescent and

young adult males with nearly all on comcomitant treatment with azathioprine (AZA) or

6-mercaptopurine (6–MP) for inflammatory bowel disease. The potential risk with the combination of AZA or 6-MP and Simponi should be carefully considered. A risk for the development for hepatosplenic T-cell lymphoma in patients treated with TNF-blockers cannot be excluded.

Malignancies other than lymphoma

In the controlled portions of the Simponi Phase IIb and Phase III clinical trials in RA, PsA, and AS and UC, the incidence of non‑lymphoma malignancies (excluding non‑melanoma skin cancer) was similar between the Simponi and the control groups.

Concurrent Administration with other Biological Therapeutics
There is insufficient information regarding the concomitant use of Simponi with other biological therapeutics used to treat the same conditions as Simponi. The concomitant use of Simponi with these biologics is not recommended because of the possibility of an increased risk of infection, and other potential pharmacological interactions.
Switching between biological Therapeutics

When switching from one biologic to another, patients should continue to be monitored.

since overlapping biological activity may further increase the risk of infection
Care should be taken and patients should continue to be monitored when switching from one biologic

to another, since overlapping biological activity may further increase the risk for adverse events,

including infection.

Special populations 

Older people  Elderly patients (≥ 65 years)

In the Phase III studies in RA, PsA, and AS and UC, no overall differences in adverse events (AEs), serious adverse events (SAEs) , and serious infections in patients age 65 or older (n=155) who received Simponi were observed compared with younger patients. However, caution should be exercised when treating the elderly and particular attention paid with respect to occurrence of infections.



	Interaction with Other Medicaments and Other Forms of Interaction
	
	

	Fertility,   pregnancy and Lactation
	
	

	Adverse events
	Upper respiratory tract infection was the most common adverse drug reaction (ADR) reported in the controlled Phase III RA, PsA, and AS studies through week 16, occurring in 7.2% of golimumab-treated patients as compared with 5.8% of control patients. The most serious ADRs that have been reported for Simponi include serious infections (including sepsis, pneumonia, TB, invasive fungal and opportunistic infections), demyelinating disorders, lymphoma, HBV reactivation, CHF, autoimmune processes (lupus-like syndrome) and haematologic reactions (see section 4.4).
Description of selected adverse drug reactions

Infections 
Upper respiratory tract infection was the most common adverse reaction reported in the combined Phase III RA, PsA, and AS studies through week 16, occurring in 7.2% of golimumab-treated patients (incidence per 100 subject-years: 26.3; 95% CI: 22.1, 31.2) as compared with 5.8% of control patients (incidence per 100 subject-years: 22.9; 95% CI: 16.6, 30.7.  In controlled and uncontrolled portions of the studies with a median follow-up of approximately 3 years, the incidence per 100 subject-years of upper respiratory tract infections was 17.4 events; 95% CI: 16.4, 18.6 for golimumab treated patients.

In controlled Phase III trials through week 16 in RA, PsA, and AS, infections were observed in 28.3% of golimumab-treated patients (incidence per 100 subject-years: 128.0; 95% CI: 118.3, 138.2) compared with 24.7% of control patients (incidence per 100 subject-years: 116.6; 95% CI: 101.8, 132.9  ).  In controlled and uncontrolled portions of the studies with a median follow-up of approximately 3 years, the incidence per 100 subject-years of infections was 96.0 events; 95% CI: 93.5, 98.6 for golimumab treated patients.

In controlled Phase III trials through week 16 in patients with RA, PsA, and AS, serious infections were observed in 1.4% of golimumab‑treated patients and 1.3% of control-treated patients. Through Week 16, the incidence of serious infections per 100 subject-years of follow-up was 7.4; 95% CI: 4.6, 11.1 for the golimumab 100 mg group, 3.3; 95% CI: 1.3, 6.9 for the golimumab 50 mg group and 4.2; 95% CI: 1.8 , 8.2 for the placebo group. Serious infections observed in golimumab‑treated patients included tuberculosis, bacterial infections including sepsis and pneumonia, invasive fungal infections and other opportunistic infections. Some of these infections have been fatal. In the controlled and uncontrolled portions of the Phase II and Phase III trials in RA, PsA, and AS with a median follow-up of approximately 3 years, there was a greater incidence of serious infections, including opportunistic infections and TB in patients receiving  golimumab 100 mgcompared with patients receiving  golimumab 50 mg . The incidence per 100 subject-years of all serious infections was 5.1; 95% CI: 4.4, 5.9, in patients receiving golimumab 100 mg and 3.0; 95% CI: 2.4, 3.8, in patients receiving golimumab 50 mg.

Malignancies

Lymphoma

The incidence of lymphoma in Simponi treated patients with RA, PsA and AS during the controlled portions of phase IIb and III clinical trials and through approximately 3 years of follow up was higher than expected in the general population. In the controlled and uncontrolled portions of these trials through a median follow-up of approximately 3 years, a greater incidence of lymphoma was observed in patients receiving golimumab 100 mg compared with patients receiving golimumab 50 mg. Lymphoma was diagnosed in 7 subjects (1 in the golimumab 50 mg treatment groups and 6 in the golimumab 100 mg treatment groups) with an incidence (95%, CI) per 100 subject-years of follow up of 0.04 (0.00, 0.24) and 0.18 (0.06, 0.38) events for golimumab 50 mg and 100 mg respectively and 0.00 (0.00, 0.84) events for the placebo. The majority of lymphomas occurred in study GO-AFTER, which enrolled patients previously exposed to anti-TNF agents who had longer disease duration and more refractory disease. See section 4.4.

Malignancies other than lymphoma
In the controlled portions of the Simponi Phase IIb and Phase III clinical trials in RA, PsA, and AS,  the incidence of non‑lymphoma malignancies (excluding non‑melanoma skin cancer) was similar between the Simponi and the control groups.

Through approximately 3 years of follow-up, the incidence of non-lymphoma malignancies was similar to the general population.

Through approximately 3 years of follow-up, of the Phase IIb and Phase III studies in rheumatologic indications, nonmelanoma skin cancer was diagnosed in 33 subjects (5 in placebo, 10 in golimumab 50 mg and 18 in golimumab 100 mg treatment groups) with an incidence (95% CI) per 100 subject-years of follow up of  0.49 (0.33, 0.71) for combined golimumab and 1.40 (0.46, 3.28) for placebo.

Through approximately 3 years of follow-up, of the Phase IIb and Phase III studies in rheumatologic indications, malignancies besides nonmelanoma skin cancer and lymphoma were diagnosed in 34 subjects (2 in placebo, 18 in golimumab 50 mg and 14 in golimumab 100 mg treatment groups) with an incidence (95%CI) per 100 subject-years of follow up of 0.56 (0.38, 0.79) for combined golimumab and 0.56 (0.07, 2.02) for placebo. See section 4.4.

Cases reported in clinical studies in asthma

In an exploratory clinical study, patients with severe persistent asthma received a golimumab loading dose (150% of the assigned treatment dose) subcutaneously at week 0 followed by golimumab 200 mg, golimumab 100 mg or golimumab 50 mg every 4 weeks subcutaneously through week 52. Eight malignancies in the combined golimumab treatment group (n=230) and none in the placebo treatment group (n=79). Lymphoma was reported in 1 patient, non-melanoma skin cancer in 2 patients, and other malignancies in 5 patients. There was no specific clustering of any type of malignancy.

During the placebo-controlled portion of the study, the incidence (95% CI) of all malignancies per 100 subject-years of follow-up was 3.19 (1.38, 6.28) in the golimumab group. In this study, the incidence (95% CI) per 100 subject-years of follow-up in golimumab-treated subjects was 0.40 (0.01, 2.20) for lymphoma, 0.79 (0.10, 2.86) for non-melanoma skin cancers, and 1.99 (0.64, 4.63) for other malignancies. For placebo subjects, the incidence (95% CI) per 100 subject-years of follow-up of these malignancies was 0.00 (0.00, 2.94). The significance of this finding is unknown.

Neurological events
In the controlled and uncontrolled portions of the Phase II RA and the Phase III RA, PsA, and AS trials with a median follow-up of approximately 3 years, a greater incidence of demyelination was observed in patients receiving golimumab 100 mg compared with patients receiving golimumab 50 mg. See section 4.4.

Liver enzyme elevations 

In controlled Phase III trials through week 16, mild ALT elevations (> 1 and < 3 x upper limit of normal (ULN)) occurred in similar proportions of golimumab and control patients in the RA and PsA studies (22.1% to 27.4% of patients); in the AS study, more golimumab‑treated patients (25.6%) than control patients (3.9 %) had mild ALT elevations. Through approximately 3 years of follow-up the incidence of mild ALT elevations was similar in golimumab-treated and control patients in RA and PsA studies. In the AS population, the incidence of mild ALT elevations was higher in golimumab-treated patients than in control patients.

In the RA and AS studies through week 16, ALT elevations ( 5 x ULN were uncommon and seen in more golimumab‑treated patients (0.4% to 0.9%) than control patients (0.0%). This trend was not observed in the PsA population. Through approximately 3 years of follow-up, the incidence of ALT elevations (5 x ULN was similar in both golimumab-treated and control patients in the Phase III RA, PsA and AS studies. In general these elevations were asymptomatic and the abnormalities decreased or resolved with either continuation or discontinuation of golimumab or modification of concomitant medications. 

Within the Phase II and Phase III programme in RA, PsA and AS, one patient with pre-existing liver abnormalities and confounding medication treated with golimumab developed non-infectious fatal hepatitis with jaundice. The role of golimumab as a contributing or aggravation factor cannot be excluded.
Injection site reactions 

In controlled Phase III trials through week 16 in RA, PsA and AS, 5.8% of golimumab‑treated patients had injection site reactions compared with 2.2% in control patients. The presence of antibodies to golimumab may increase the risk of injection site reactions. The majority of the injection site reactions were mild and moderate and the most frequent manifestation was injection site erythema. Injection site reactions generally did not necessitate discontinuation of the medicinal product.

In controlled phase IIb and III trials in RA, PsA, AS and severe persistent asthma, no patients treated with golimumab developed anaphylactic reactions deemed to be related to golimumab. 
Autoimmune antibodies

In Phase III trials in RA, PsA, and AS through 1 year of follow up, 4.0% of golimumab-treated patients and 2.6% of control patients were newly ANA-positive (at titres of 1:160 or greater). The frequency of anti-dsDNA antibodies at 1 year of follow up in patients anti-dsDNA negative at baseline was uncommon.


	Upper respiratory tract infection was the most common adverse drug reaction (ADR) reported in the controlled Phase III RA, PsA, and AS studies through week 16, occurring in 7.2% of golimumab-treated patients as compared with 5.8% of control patients. The most serious ADRs that have been reported for Simponi include serious infections (including sepsis, pneumonia, TB, invasive fungal and opportunistic infections), demyelinating disorders, lymphoma, HBV reactivation, CHF, autoimmune processes (lupus-like syndrome) and haematologic reactions (see section 4.4).
In the controlled period of the pivotal trials in RA, PsA, AS and UC, upper respiratory tract infection

was the most common adverse drug reaction (ADR) reported in 12.6% of golimumab-treated patients

compared with 10.7% of control patients. The most serious ADRs that have been reported for

golimumab include serious infections (including sepsis, pneumonia, TB, invasive fungal and opportunistic infections), demyelinating disorders, lymphoma, HBV reactivation, CHF, autoimmune

processes (lupus-like syndrome) and haematologic reactions (see section 4.4). 

Gastrointestinal disorders: Common: Nausea
Description of selected adverse drug reactions

Infections 
Upper respiratory tract infection was the most common adverse reaction reported in the combined Phase III RA, PsA, and AS studies through week 16, occurring in 7.2% of golimumab-treated patients (incidence per 100 subject-years: 26.3; 95% CI: 22.1, 31.2) as compared with 5.8% of control patients (incidence per 100 subject-years: 22.9; 95% CI: 16.6, 30.7.  In controlled and uncontrolled portions of the studies with a median follow-up of approximately 3 years, the incidence per 100 subject-years of upper respiratory tract infections was 17.4 events; 95% CI: 16.4, 18.6 for golimumab treated patients.

In controlled Phase III trials through week 16 in RA, PsA, and AS, infections were observed in 28.3% of golimumab-treated patients (incidence per 100 subject-years: 128.0; 95% CI: 118.3, 138.2) compared with 24.7% of control patients (incidence per 100 subject-years: 116.6; 95% CI: 101.8, 132.9  ).  In controlled and uncontrolled portions of the studies with a median follow-up of approximately 3 years, the incidence per 100 subject-years of infections was 96.0 events; 95% CI: 93.5, 98.6 for golimumab treated patients.

In controlled Phase III trials through week 16 in patients with RA, PsA, and AS, serious infections were observed in 1.4% of golimumab‑treated patients and 1.3% of control-treated patients. Through Week 16, the incidence of serious infections per 100 subject-years of follow-up was 7.4; 95% CI: 4.6, 11.1 for the golimumab 100 mg group, 3.3; 95% CI: 1.3, 6.9 for the golimumab 50 mg group and 4.2; 95% CI: 1.8 , 8.2 for the placebo group. Serious infections observed in golimumab‑treated patients included tuberculosis, bacterial infections including sepsis and pneumonia, invasive fungal infections and other opportunistic infections. Some of these infections have been fatal. In the controlled and uncontrolled portions of the Phase II and Phase III trials in RA, PsA, and AS with a median follow-up of approximately 3 years, there was a greater incidence of serious infections, including opportunistic infections and TB in patients receiving  golimumab 100 mgcompared with patients receiving  golimumab 50 mg . The incidence per 100 subject-years of all serious infections was 5.1; 95% CI: 4.4, 5.9, in patients receiving golimumab 100 mg and 3.0; 95% CI: 2.4, 3.8, in patients receiving golimumab 50 mg.

Malignancies

Lymphoma

The incidence of lymphoma in Simponi treated patients with RA, PsA and AS during the controlled portions of phase IIb and III clinical trials and through approximately 3 years of follow up was higher than expected in the general population. In the controlled and uncontrolled portions of these trials through a median follow-up of approximately 3 years, a greater incidence of lymphoma was observed in patients receiving golimumab 100 mg compared with patients receiving golimumab 50 mg. Lymphoma was diagnosed in 7 subjects (1 in the golimumab 50 mg treatment groups and 6 in the golimumab 100 mg treatment groups) with an incidence (95%, CI) per 100 subject-years of follow up of 0.04 (0.00, 0.24) and 0.18 (0.06, 0.38) events for golimumab 50 mg and 100 mg respectively and 0.00 (0.00, 0.84) events for the placebo. The majority of lymphomas occurred in study GO-AFTER, which enrolled patients previously exposed to anti-TNF agents who had longer disease duration and more refractory disease. See section 4.4.

Malignancies other than lymphoma
In the controlled portions of the Simponi Phase IIb and Phase III clinical trials in RA, PsA, and AS,  the incidence of non‑lymphoma malignancies (excluding non‑melanoma skin cancer) was similar between the Simponi and the control groups.

Through approximately 3 years of follow-up, the incidence of non-lymphoma malignancies was similar to the general population.

Through approximately 3 years of follow-up, of the Phase IIb and Phase III studies in rheumatologic indications, nonmelanoma skin cancer was diagnosed in 33 subjects (5 in placebo, 10 in golimumab 50 mg and 18 in golimumab 100 mg treatment groups) with an incidence (95% CI) per 100 subject-years of follow up of  0.49 (0.33, 0.71) for combined golimumab and 1.40 (0.46, 3.28) for placebo.

Through approximately 3 years of follow-up, of the Phase IIb and Phase III studies in rheumatologic indications, malignancies besides nonmelanoma skin cancer and lymphoma were diagnosed in 34 subjects (2 in placebo, 18 in golimumab 50 mg and 14 in golimumab 100 mg treatment groups) with an incidence (95%CI) per 100 subject-years of follow up of 0.56 (0.38, 0.79) for combined golimumab and 0.56 (0.07, 2.02) for placebo. See section 4.4.

Cases reported in clinical studies in asthma

In an exploratory clinical study, patients with severe persistent asthma received a golimumab loading dose (150% of the assigned treatment dose) subcutaneously at week 0 followed by golimumab 200 mg, golimumab 100 mg or golimumab 50 mg every 4 weeks subcutaneously through week 52. Eight malignancies in the combined golimumab treatment group (n=230) and none in the placebo treatment group (n=79). Lymphoma was reported in 1 patient, non-melanoma skin cancer in 2 patients, and other malignancies in 5 patients. There was no specific clustering of any type of malignancy.

During the placebo-controlled portion of the study, the incidence (95% CI) of all malignancies per 100 subject-years of follow-up was 3.19 (1.38, 6.28) in the golimumab group. In this study, the incidence (95% CI) per 100 subject-years of follow-up in golimumab-treated subjects was 0.40 (0.01, 2.20) for lymphoma, 0.79 (0.10, 2.86) for non-melanoma skin cancers, and 1.99 (0.64, 4.63) for other malignancies. For placebo subjects, the incidence (95% CI) per 100 subject-years of follow-up of these malignancies was 0.00 (0.00, 2.94). The significance of this finding is unknown.

Neurological events
In the controlled and uncontrolled portions of the Phase II RA and the Phase III RA, PsA, and AS trials with a median follow-up of approximately 3 years, a greater incidence of demyelination was observed in patients receiving golimumab 100 mg compared with patients receiving golimumab 50 mg. See section 4.4.

Liver enzyme elevations 

In controlled Phase III trials through week 16, mild ALT elevations (> 1 and < 3 x upper limit of normal (ULN)) occurred in similar proportions of golimumab and control patients in the RA and PsA studies (22.1% to 27.4% of patients); in the AS study, more golimumab‑treated patients (25.6%) than control patients (3.9 %) had mild ALT elevations. Through approximately 3 years of follow-up the incidence of mild ALT elevations was similar in golimumab-treated and control patients in RA and PsA studies. In the AS population, the incidence of mild ALT elevations was higher in golimumab-treated patients than in control patients.

In the RA and AS studies through week 16, ALT elevations ( 5 x ULN were uncommon and seen in more golimumab‑treated patients (0.4% to 0.9%) than control patients (0.0%). This trend was not observed in the PsA population. Through approximately 3 years of follow-up, the incidence of ALT elevations (5 x ULN was similar in both golimumab-treated and control patients in the Phase III RA, PsA and AS studies. In general these elevations were asymptomatic and the abnormalities decreased or resolved with either continuation or discontinuation of golimumab or modification of concomitant medications. 

Within the Phase II and Phase III programme in RA, PsA and AS, one patient with pre-existing liver abnormalities and confounding medication treated with golimumab developed non-infectious fatal hepatitis with jaundice. The role of golimumab as a contributing or aggravation factor cannot be excluded.
Injection site reactions 

In controlled Phase III trials through week 16 in RA, PsA and AS, 5.8% of golimumab‑treated patients had injection site reactions compared with 2.2% in control patients. The presence of antibodies to golimumab may increase the risk of injection site reactions. The majority of the injection site reactions were mild and moderate and the most frequent manifestation was injection site erythema. Injection site reactions generally did not necessitate discontinuation of the medicinal product.

In controlled phase IIb and III trials in RA, PsA, AS and severe persistent asthma, no patients treated with golimumab developed anaphylactic reactions deemed to be related to golimumab. 
Autoimmune antibodies

In Phase III trials in RA, PsA, and AS through 1 year of follow up, 4.0% of golimumab-treated patients and 2.6% of control patients were newly ANA-positive (at titres of 1:160 or greater). The frequency of anti-dsDNA antibodies at 1 year of follow up in patients anti-dsDNA negative at baseline was uncommon.
Infections

In the controlled period of pivotal trials, upper respiratory tract infection was the most common

adverse reaction reported in 12.6% of golimumab-treated patients (incidence per 100 subject-years:

60.9; 95% CI: 54.9, 67.3) compared with 10.7% of control patients (incidence per 100 subject-years:

53.2; 95% CI: 44.4, 63.2. In controlled and uncontrolled portions of the studies with a median

follow-up of approximately 2 years, the incidence per 100 subject-years of upper respiratory tract

infections was 41.6 events; 95% CI: 40.1, 43.2 for golimumab treated patients.

In the controlled period of pivotal trials, infections were observed in 22.8% of golimumab-treated

patients (incidence per 100 subject-years: 130.4; 95% CI: 121.6, 139.7) compared with 19.9% of

control patients (incidence per 100 subject-years: 123.0; 95% CI: 109.4, 137.8). In controlled and

uncontrolled portions of the trials with a median follow-up of approximately 2 years, the incidence per 100 subject-years of infections was 96.0 events; 95% CI: 93.7, 98.4 for golimumab treated patients.

In the controlled period of RA, PsA, and AS trials, serious infections were observed in 1.4% of

golimumab-treated patients and 1.3% of control-treated patients. The incidence of serious infections

per 100 subject-years of follow-up in the controlled period of RA, PsA and AS trials was 7.4; 95% CI:4.6, 11.1 for the golimumab 100 mg group, 3.3; 95% CI: 1.3, 6.9 for the golimumab 50 mg group and 4.2; 95% CI: 1.8 , 8.2 for the placebo group. In the controlled period of UC trials of golimumab

induction, serious infections were observed in 0.8% of golimumab-treated patients compared with

1.5% of control-treated patients. Serious infections observed in golimumab-treated patients included

tuberculosis, bacterial infections including sepsis and pneumonia, invasive fungal infections and other opportunistic infections. Some of these infections have been fatal. In the controlled and uncontrolled portions of the pivotal trials with a median follow-up of approximately 2 years, there was a greater incidence of serious infections, including opportunistic infections and TB in patients receiving golimumab 100 mgcompared with patients receiving golimumab 50 mg. The incidence per

100 subject-years of all serious infections was 4.9; 95% CI: 4.3, 5.7, in patients receiving golimumab

100 mg and 3.1; 95% CI: 2.5, 3.9, in patients receiving golimumab 50 mg.

Malignancies

Lymphoma

The incidence of lymphoma in golimumab-treated patients during the pivotal trials was higher than

expected in the general population. In the controlled and uncontrolled portions of these trials with a

median follow-up of approximately 2 years, a greater incidence of lymphoma was observed in patients receiving golimumab 100 mg compared with patients receiving golimumab 50 mg. Lymphoma was diagnosed in 7 subjects (1 in the golimumab 50 mg treatment groups and 6 in the golimumab 100 mg treatment groups) with an incidence (95%, CI) per 100 subject-years of follow-up of 0.04 (0.00, 0.23) and 0.15 (0.05, 0.32) events for golimumab 50 mg and 100 mg respectively and 0.00 (0.00, 0.69) events for the placebo. The majority of lymphomas occurred in study GO-AFTER, which enrolled patients previously exposed to anti-TNF agents who had longer disease duration and more refractory disease (see section 4.4).

Malignancies other than lymphoma

In the controlled periods of pivotal trials and through approximately 2 years of follow-up, the

incidence of non-lymphoma malignancies (excluding non-melanoma skin cancer) was similar between the golimumab and the control groups. Through approximately 2 years of follow-up, the incidence of non-lymphoma malignancies (excluding non-melanoma skin cancer) was similar to the general population.

In the controlled and uncontrolled periods of pivotal trials with a median follow-up of approximately

2 years, nonmelanoma skin cancer was diagnosed in 5 placebo-treated, 8 golimumab 50 mg-treated

and 17 golimumab 100 mg-treated subjects with an incidence (95% CI) per 100 subject-years of

follow-up of 0.39 (0.26, 0.58) for combined golimumab and 1.03 (0.33, 2.40) for placebo.

In the controlled and uncontrolled period of pivotal trials with a median follow-up of approximately

2 years, malignancies besides nonmelanoma skin cancer and lymphoma were diagnosed in 3 placebotreated,17 golimumab 50 mg-treated and 17 golimumab 100 mg-treated subjects with an incidence (95% CI) per 100 subject-years of follow-up of 0.53 (0.37, 0.73) for combined golimumab and 0.61 (0.13, 1.80) for placebo (see section 4.4).

Cases reported in clinical studies in asthma

In an exploratory clinical study, patients with severe persistent asthma received a golimumab loading

dose (150% of the assigned treatment dose) subcutaneously at week 0 followed by golimumab

200 mg, golimumab 100 mg or golimumab 50 mg every 4 weeks subcutaneously through week 52.

Eight malignancies in the combined golimumab treatment group (n = 230) and none in the placebo

treatment group (n = 79). Lymphoma was reported in 1 patient, non-melanoma skin cancer in

2 patients, and other malignancies in 5 patients. There was no specific clustering of any type of

malignancy.

During the placebo-controlled portion of the study, the incidence (95% CI) of all malignancies per

100 subject-years of follow-up was 3.19 (1.38, 6.28) in the golimumab group. In this study, the

incidence (95% CI) per 100 subject-years of follow-up in golimumab-treated subjects was 0.40 (0.01,

2.20) for lymphoma, 0.79 (0.10, 2.86) for non-melanoma skin cancers, and 1.99 (0.64, 4.63) for other

malignancies. For placebo subjects, the incidence (95% CI) per 100 subject-years of follow-up of

these malignancies was 0.00 (0.00, 2.94). The significance of this finding is unknown.

Neurological events

In the controlled and uncontrolled periods of the pivotal trials with a median follow-up of

approximately 2 years, a greater incidence of demyelination was observed in patients receiving

golimumab 100 mg compared with patients receiving golimumab 50 mg (see section 4.4).

Liver enzyme elevations

In the controlled period of RA and PsA pivotal trials, mild ALT elevations (> 1 and < 3 x upper limit

of normal (ULN)) occurred in similar proportions of golimumab and control patients in the RA and

PsA studies (22.1% to 27.4% of patients); in the AS study, more golimumab-treated patients (25.6%)

than control patients (3.9%) had mild ALT elevations. In the controlled and uncontrolled periods of

the RA and PsA pivotal trials, with a median follow-up of approximately 3 years, the incidence of

mild ALT elevations was similar in golimumab-treated and control patients in RA and PsA studies. In the AS population, the incidence of mild ALT elevations was higher in golimumab-treated patients

than in control patients. In the controlled period of the UC pivotal trials of golimumab induction , mild ALT elevations (> 1 and < 3 x ULN) occurred in similar proportions of golimumab-treated and control patients (8.0% to 6.9%, respectively). In controlled and uncontrolled periods of the UC pivotal trials with a mean follow-up of 1 year, the incidence of mild ALT elevations was 17.4% in patients receiving golimumab during the maintenance portion of the UC study.

In the controlled period of RA and AS pivotal trials, ALT elevations ≥ 5 x ULN were uncommon and

seen in more golimumab-treated patients (0.4% to 0.9%) than control patients (0.0%). This trend was

not observed in the PsA population. In the controlled and uncontrolled periods of RA, PsA and AS

pivotal trials, with a median follow-up of 3 years, the incidence of ALT elevations ≥ 5 x ULN was

similar in both golimumab-treated and control patients. In general these elevations were asymptomatic and the abnormalities decreased or resolved with either continuation or discontinuation of golimumab or modification of concomitant medications. In the controlled periods of the pivotal UC trials, of golimumab induction, ALT elevations ≥ 5 x ULN occurred in similar proportions of golimumabtreated patients compared to placebo-treated patients (0.3% to 1.0%, respectively). In the controlled and uncontrolled periods of the pivotal UC trials with a mean follow-up of 1 year, the incidence of ALT elevations ≥ 5 x ULN was 0.7% in patients receiving golimumab during the maintenance portion of the UC study.

Within the RA, PsA and AS pivotal trials, one patient with pre-existing liver abnormalities and

confounding medication treated with golimumab developed non-infectious fatal hepatitis with

jaundice. The role of golimumab as a contributing or aggravation factor cannot be excluded.

Injection site reactions

In the controlled periods of pivotal trials, 5.1% of golimumab-treated patients had injection site

reactions compared with 2.0% in control patients. The presence of antibodies to golimumab may

increase the risk of injection site reactions. The majority of the injection site reactions were mild and

moderate and the most frequent manifestation was injection site erythema. Injection site reactions

generally did not necessitate discontinuation of the medicinal product.

In controlled Phase IIb and III trials in RA, PsA, AS, severe persistent asthma, and Phase II/III trials in UC, no patients treated with golimumab developed anaphylactic reactions.

Autoimmune antibodies

In the controlled and uncontrolled periods of pivotal trials through 1 year of follow-up, 3.5% of

golimumab-treated patients and 2.3% of control patients were newly ANA-positive (at titres of 1:160

or greater). The frequency of anti-dsDNA antibodies at 1 year of follow-up in patients anti-dsDNA

negative at baseline was uncommon.




הודעה על החמרה  ( מידע בטיחות)  בעלון לצרכן 

(מעודכן 05.2013) 

 תאריך _17.03.14_

שם תכשיר באנגלית__   _SIMPONI
מספר רישום                147-32-33213-00
שם בעל הרישום _J-C HEALTH CARE LTD.
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות 

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	התוויות


	סימפוני שייכת לקבוצת תרופות הנקראות "חוסמי TNF" ומשמשת  במבוגרים לטיפול בדלקת מפרקים שגרונית ((Rheumatoid arthritis, בדלקת מפרקים ספחתית (Psoriatic Arthritis) ובדלקת חוליות מקשחת ((Ankylosing Spondylitis ..
סימפוני פועלת באמצעות חסימת חלבון שנקרא TNF-α המעורב בתהליכים דלקתיים בגוף. חסימתו גורמת להפחתת המצב הדלקתי בגוף.


	סימפוני שייכת לקבוצת תרופות הנקראות "חוסמי TNF" ומשמשת  במבוגרים לטיפול בדלקת מפרקים שגרונית ((Rheumatoid arthritis, בדלקת מפרקים ספחתית (Psoriatic Arthritis) ובדלקת חוליות מקשחת ((Ankylosing Spondylitis ובדלקת כיבית של המעי הגס.
סימפוני פועלת באמצעות חסימת חלבון שנקרא TNF-α המעורב בתהליכים דלקתיים בגוף. חסימתו גורמת להפחתת המצב הדלקתי בגוף.



	מתי אין להשתמש בתכשיר?
	
	

	אזהרות מיוחדות הנוגעות לשימוש בתרופה:
	
	

	אין להשתמש בתרופה מבלי להיוועץ ברופא לפני התחלת הטיפול:
	
	

	תגובות בין תרופותיות:
	
	

	הריון והנקה:
	
	

	מידע חשוב על חלק מהמרכיבים של התרופה


	
	

	כיצד תשתמש בתרופה:
	תמיד יש להשתמש לפי הוראות הרופא. עליך לבדוק עם הרופא  אם אינך בטוח.

· המינון המקובל הוא: 50 מ"ג (תכולת מזרק מוכן לשימוש/מזרק אוטומטי אחד) פעם בחודש, באותו התאריך בכל חודש.

· היוועץ ברופאך לפני הזרקת המנה הרביעית. הרופא יחליט האם עליך להמשיך בטיפול בסימפוני.

· אם אתה שוקל מעל 100 ק"ג, ייתכן והמנה תגדל ל 100 מ"ג (תכולת שני מזרקים מוכנים לשימוש/מזרקים אוטומטיים) פעם בחודש באותו תאריך בכל חודש. 

	תמיד יש להשתמש לפי הוראות הרופא. עליך לבדוק עם הרופא  אם אינך בטוח.

בדלקת מפרקים שגרונית, בדלקת מפרקים ספחתית ובדלקת חוליות מקשחת: 

· המינון המקובל הוא: 50 מ"ג (תכולת מזרק מוכן לשימוש/מזרק אוטומטי אחד) פעם בחודש, באותו התאריך בכל חודש.

· היוועץ ברופאך לפני הזרקת המנה הרביעית. הרופא יחליט האם עליך להמשיך בטיפול בסימפוני.

· אם אתה שוקל מעל 100 ק"ג, ייתכן והמנה תגדל ל 100 מ"ג (תכולת שני מזרקים מוכנים לשימוש/מזרקים אוטומטיים) פעם בחודש באותו תאריך בכל חודש. 
בדלקת כיבית של המעי הגס:

התחלת טיפול: מנה התחלתית של 200 מ"ג (תכולת 4 מזרקים מוכנים לשימוש/מזרקים אוטומטיים) ושבועיים לאחר מכן, 100 מ"ג (תכולת 2 מזרקים מוכנים לשימוש/מזרקים אוטומטיים).

מינון תחזוקה: 

בחולים השוקלים פחות מ-80 ק"ג: 50 מ"ג (תכולת מזרק מוכן לשימוש/מזרק אוטומטי) 4 שבועות לאחר הטיפול האחרון וכל 4 שבועות לאחר מכן.

בחולים השוקלים מעל ל-80 ק"ג: 100 מ"ג (תכולת 2 מזרקים מוכנים לשימוש/מזרקים אוטומטיים) 4 שבועות לאחר הטיפול האחרון וכל 4 שבועות לאחר מכן

	תופעות לוואי:
	
	

	איך לאחסן את התרופה
	
	


