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Executive Summary:  

Golimumab is a Tumor Necrosis Factor (TNF) α- Inhibitor that is indicated for the following indications:

· Treatment of moderately to severely active Rheumatoid Arthritis (RA), in combination with methotrexate (MTX)

· Treatment of active Psoriatic Arthritis, alone or in combination with MTX

· Treatment of active Ankylosing Spondylitis

The drug is administered as a subcutaneous injection dosed on a monthly-basis.

Efficacy:

Three Phase III trials were designed to evaluate golimumab in RA:

· The GO-BEFORE trial evaluated the use of golimumab in combination with MTX or placebo in MTX-naïve patients with active RA.  Data is available in abstract form, but indicates that the primary endpoint of ACR50 response at week 24 was better with the combination of golimumab + MTX compared to either MTX or golimumab alone.

· The GO-FORWARD trial evaluated the use of golimumab in those patients already on a stable MTX dose.  The primary endpoints of ACR20 response at week 14 and improvement of HAQ-DI score at week 24 were both significantly better with the addition of golimumab.

· The GO-AFTER trial evaluated the use of golimumab in those who had already received therapy with at least one TNFα-inhibitor for active disease.  Significantly more patients achieved the primary endpoint of ACR20 response at week 14 in the golimumab arms.

Safety:

· A Black Box Warning exists to highlight the risk of serious infections related to golimumab.  These infections include tuberculosis (TB), bacterial sepsis, invasive fungal and other opportunistic infections.

· The manufacturer recommends that patients be tested for latent tuberculosis prior to starting therapy with golimumab.

· Other safety considerations include the risk of Hepatitis B Virus reactivation and the development of malignancies.

· Elevated hepatic transaminases have been reported with some cases of acute liver failure.

· Noted concerns, although not specific to golimumab, but general to the class of TNFα-inhibitors, include potential worsening or new onset CHF, and exacerbation of or new onset CNS demyelinating disorders.

Introduction
The purposes of this monograph are to (1) evaluate the available evidence of safety, tolerability, efficacy, cost, and other pharmaceutical issues that would be relevant to evaluating golimumab (Simponi™) for possible addition to the VA National Formulary; (2) define its role in therapy; and (3) identify parameters for its rational use in the VA.
Pharmacology/Pharmacokinetics

Golimumab is a monoclonal antibody specific for human tumor necrosis factor alpha (TNFα).  It is a human IgG1κ antibody that binds to both soluble and transmembrane bioactive forms of TNF.  Binding prevents the biologic activity of TNFα.  In vitro, golimumab was shown to modulate biological effects of TNF, such as expression of adhesion molecules responsible for leukocyte infiltration (E-selectin, ICAM-1, and VCAM-1) and secretion of proinflammatory  cytokines (IL-6, IL-8, G-CSF and GM-CSF).
Table 1: Pharmacokinetics of Golimumab
	C max

T max

Mean systemic clearance

Mean Vd
Median t ½ 

Absolute bioavailability

Trough levels ss *

	2.5 µg/mL

2 – 6 days

4.9 – 6.7 ml/day/kg
58 – 126 ml/kg

~ 14 days

~ 53%
0.4 – 0.6 µg/mL in patients with active RA

0.5 µg/mL in patients with active PsA

0.8 µg/mL in patients with active AS

	
	

	
	
	
	

	* When golimumab 50mg given SQ every 4 weeks with steady-state levels reached by week #12.
	


FDA Approved Indication(s) and Off-label Uses

Golimumab is FDA-approved for the treatment of
(1) Moderately to severe, active RA, in combination with methotrexate (MTX).

(2) Active psoriatic arthritis, alone or in combination with MTX.

(3) Active ankylosing spondylitis.
(4)  Potential off label uses: chronic uveitis, refractory psoriasis, Behcet’s disease, refractory inflammatory eye conditions, Crohn’s disease and other forms of vasculitis. 
Current VA National Formulary Alternatives for Rheumatoid Arthritis:
Adalimumab (Humira):
Non-formulary with criteria

Anakinra (Kineret):
Non-formulary with criteria
Etanercept (Enbrel):
Non-formulary with criteria

Infliximab (Remicade):
Non-formulary with criteria

Abatacept (Orencia):
Non-formulary with criteria

Rituximab (Rituxan):
Non-formulary with criteria

Dosage and Administration for Rheumatoid Arthritis
The recommended dosing for golimumab for the treatment of rheumatoid arthritis is 50mg via subcutaneous injection given once a month in combination with methotrexate.  
Corticosteroids, non-biologic DMARDs and NSAID therapy may continue during golimumab therapy.  

Patients may self-inject golimumab.  The prefilled syringe or autoinjector should be allowed to sit at room temperature for 30 minutes prior to injection.   Prior to injection, drug should be visualized for particles and discoloration.  Golimumab should appear clear to slightly opalescent and colorless to light yellow.  Leftover drug remaining in the injector should be discarded.  Of note, the needle cover on the prefilled syringe and the autoinjector contains dry natural rubber (a derivative of latex) and should not be handled by persons sensitive to latex.
Golimumab is available as a single-dose autoinjector containing a prefilled glass syringe (27 gauge ½ inch) providing 50mg/0.5ml solution.  It is also available as a single-dose prefilled glass syringe containing the same concentration of drug.

Efficacy 

Efficacy Measures in Rheumatoid Arthritis
The primary measurement used to define efficacy in rheumatoid arthritis is the American College of Rheumatology (ACR) 20% improvement criteria.  The ACR20 is defined as the following:

1.  At least 20% improvement in tender joint count
2.  At least 20% improvement in swollen joint count

3.  At least 20% improvement in 3 of 5 ACR-core set measures:

· Patient global assessment

· Physician global assessment

· Patient pain assessment

· Patient self-assessed disability (disability index of the Health Assessment Questionaire [HAQ-DI])

· Acute phase reactant 
Other measures used to define efficacy of golimumab include ACR50 (50% improvement in ACR criteria).

Adverse Events (Safety Data)

Table 2.  Adverse Drug Reactions Reported > 1% of Patients in the Phase III Trials of RA, PsA and AS through Week 16*

	
	Placebo ± DMARDs
	Golimumab ± DMARDs

	Patients treated
	639
	1659

	Adverse reaction

     URI

     Nasopharyngitis

     ALT increased

     Injection site erythema

     Hypertension

     AST increased

     Bronchitis

     Dizziness

     Sinusitis

     Influenza

     Pharyngitis

     Rhinitis

     Pyrexia

     Oral herpes

     Paresthesia
     
	37 (6%)

31 (5%)

18 (3%)

6 (1%)

9 (1%)

10 (2%)

9 (1%)

7 (1%)

7 (1%)

7 (1%)

8 (1%)

4 (<1%)

4 (<1%)

2 (<1%)

2 (<1%)


	120 (7%)

91 (6%)

58 (4%)

56 (3%)

48 (3%)

44 (3%)

31 (2%)

32 (2%)

27 (2%)

25 (2%)

22 (1%)

20 (1%)

20 (1%)

16 (1%)
16 (1%)


*Patients may have taken concomitant MTX, sulfasalazine, hydroxychloroquine, prednisone (< 10mg prednisone/day or equivalent) and/or NSAIDs during the trials.
Sentinel Events (Deaths and Other Serious Adverse Events)
There have been reports of fatal infections in patients receiving drugs known as TNF-blockers, including golimumab.  In the Phase III trials, serious infections were observed in 1.4% of golimumab-treated patients vs. 1.3% of those receiving placebo. 
One death was reported in the trial by Smolen, et al.  This death was thought to be secondary to pancreatic cancer.  One death was reported in the trial by Keystone, et al.  This death was due to sepsis.  The patient was hospitalized on study day 56, and subsequently died on study day 69.

Common Adverse Events
The most common adverse events reported in the Phase III trials through week 16 for all indications were upper respiratory tract infection (7%) and nasopharyngitis (6%).  The most common adverse events leading to discontinuation of golimumab in the Phase III trials through week 16 were sepsis (0.2%), ALT increase (0.2%) and AST increase (0.2%).  The most serious adverse events reported were serious infections and malignancies.  
Infections:  Golimumab carries a Black Box Warning about the risk of serious infections.  The warning states that serious infections leading to hospitalization or death including tuberculosis (TB), bacterial sepsis, invasive fungal and other opportunistic infections have occurred in patients receiving golimumab.  Therapy with golimumab should be discontinued if a patient develops sepsis or a serious infection.  It also recommends baseline testing for latent TB and if positive, recommends treating TB prior to giving golimumab.  Lastly, the warning recommends that all patients be monitored for active TB during treatment, even if baseline latent TB test was negative.

Liver enzyme elevations: Severe hepatic reactions, including acute liver failure, have been reported in patients receiving TNF-blockers.  In Phase III trials, ALT elevations > 5x ULN occurred in 0.2% of patients in the control arm vs. 0.7% of patients treated with golimumab.  Although the relationship to golimumab is not clear as the patients were also taking concomitant drugs that may cause liver enzyme elevations alone (MTX, NSAIDs).

Immunogenicity: Antibodies to golimumab were detected in 57 (4%) of patients in the Phase III trials through week 24. Those receiving concomitant MTX had a lower proportion of antibodies than those receiving golimumab alone.  Conclusions regarding antibody development and efficacy of golimumab cannot be made at this time.  At week 14, there was no association between golimumab therapy and the development of autoantibodies (anti-dsDNA antibodies).

Injection site reactions:  The majority of reactions noted were considered to be mild and manifest as injection site erythema.  Golimumab-treated patients reported injection site reactions in 6% of the study population as compared to 3% of the control arms.  No patients developed anaphylactic-like reactions.

Psoriasis:  New-onset and exacerbation of psoriatic conditions have been reported in Phase III clinical trials.  Some of these cases required hospitalization.  Most cases improved upon discontinuation of golimumab.  Discontinuation of golimumab should be considered in severe cases or in situations that appear to worsen despite the use of topical treatments.
Precautions/Contraindications

Precautions

The major warnings surrounding use of golimumab include the risk of serious infections, development of malignancies, congestive heart failure, demyelinating disorders and the use of vaccines.  The effects are not specific to golimumab alone, but to the class of TNF-blockers.  
Serious Infections: As stated in the Black Box Warning, serious and sometimes fatal infections have been noted in patients receiving TNF-blockers.  Infections have been due to bacterial, mycobacterial, invasive fungal, viral, protozoal or other opportunistic pathogens.  In some of these cases, patients were taking concomitant immunosuppressives.  Concurrent administration of golimumab with abatacept or anakinra is not advised as the combination has been linked to a greater incidence of serious infections.  Golimumab should not be initiated in patients with an active infection (localized or systemic).  
Reactivation or new cases of tuberculosis have been noted in patients receiving TNF-blockers.  Patients should be tested for latent TB infection prior to initiating golimumab therapy.  Those with a positive result, or negative result with TB risk factors, should be treated with anti-tuberculosis therapy prior to golimumab.
TNF-blockers have been associated with reactivation of hepatitis B virus in those who are carriers of the antigen.  There have been reports of HBV reactivation during therapy, with some fatalities.  Risks and benefits of golimumab therapy should be discussed prior to initiating therapy in those who are carriers of HBV.  Should HBV reactivation occur during therapy, golimumab should be discontinued.

Malignancies:  Use of TNF-blocker therapy, including golimumab,  has been associated with an increased risk of malignancy development.  The risks and benefits of golimumab should be considered in those with known malignancies or those who develop a malignancy while receiving therapy.
Congestive Heart Failure:  Cases of worsening or new onset congestive heart failure (CHF) have been noted with TNF-blockers.  Golimumab has not been studied in those with CHF.  Caution should be used in those patients with close monitoring.  Discontinuation of therapy should be considered in those with worsening CHF symptoms.
Demyelinating Disorders:  TNF-blockers have been associated with new onset or worsening of CNS demyelinating disorders, such as Multiple Sclerosis (MS).  Although golimumab has not been studied in patients with MS, caution should be used when considering use in patients with CNS demyelinating disorders.

Hematologic Cytopenias:  There have been post-marketing reports of pancytopenia in patients receiving TNF-blockers.  Caution should be used when using golimumab in patients with significant cytopenias.
Vaccinations:  Live vaccinations should not be given during golimumab therapy.  It is unclear if administration of live vaccines will increase risk of infection or transmission of infection.  Vaccines, not considered to be live, can be given while on golimumab therapy.
Contraindications

Golimumab is contraindicated in patients with prior hypersensitivity to golimumab or any component of its formulation.
Look-alike / Sound-alike (LA / SA) Error Risk Potential

The following drug names may cause LASA confusion:

LA/SA for generic name <golimumab>:  <adalimumab >

LA/SA for trade name <Simponi>: none 
Drug Interactions

Drug-Drug Interactions

Methotrexate: For the treatment of RA, golimumab should be used in combination with MTX. Golimumab may be given without MTX for the treatment of psoriatic arthritis or ankylosing spondylitis.
Biologic Products for RA, PsA, AS: There is an increased risk of serious infections with combination use of anakinra or abatacept with TNF-blockers, therefore their use is not recommended.  A higher rate of infection was noted in RA patients treated with rituximab subsequent to treatment with a TNF-blocker.  Currently, there is not enough data to provide recommendations regarding golimumab and other biologic products to treat RA, PsA and AS.

Live Vaccines:  Live vaccines should not be given during golimumab therapy.

Drug-Lab Interactions

None known.
Acquisition Costs
Table 3. Cost of TNFα-Inhibitors Used in First-line Setting of RA
	Drug
	Dose
	Route
	Schedule
	Cost/Dose ($)
	Cost/Year/patient ($)

	Golimumab (Simponi™)
	50 mg/0.5ml 
	SC
	Q 4 weeks
	1052.08
	13,677.04

	Adalimumab*
(Humira®)
	40mg/0.8ml
	SC
	Every other week

Q week
	363.03
	  9438.78
18,877.56

	Certolizumab

(Cimzia®)
	200mg/ml 
	SC
	400mg x 1, then 
200mg QOWeek

400mg Q 4 weeks
	726.06
363.03
	  726.06
9438.78

9438.78

	Etanercept

(Enbrel®)
	25mg

50mg
	SC
	Twice/week

Q week
	90.10
180.19
	9370.40
9369.88

	Infliximab#
(Remicade®)
	3mg/kg

10mg/kg
	IV
	Q 8 weeks

Q 8 weeks
	831.62 - 1663.24
2494.86 – 3326.48
	7484.58 – 14,969.16
22,453.74 – 29,938.32


# Cost includes infusions given weeks 0, 2, 6, 14, 22, 30, 38, 46, 54
* Price is FSS, not BPA 
Table 4. Cost of Pharmacotherapeutic Options in TNFα-Inhibitor Failures

	Drug
	Dose
	Route
	Schedule
	Cost/Dose ($)
	Cost/Yr/patient ($)

	Golimumab (Simponi™)
	50 mg/0.5ml 
	SC
	Q 4 weeks
	1052.08
	13,677.04

	Rituximab (Rituxan®)
	1000 mg
	IV
	Days 1 and 14
	3783.00
	7566.00

	Abatacept (Orencia®)
	500mg (< 60kg) 750mg (60-100kg) 1000mg  (> 100kg)
	IV
	Weeks 0, 2, 4, then q 4 wks
	678.16   1017.24 1356.32
	8816.08    13,224.12 17,632.16


Pharmacoeconomic Analysis
There are no published pharmacoeconomic data on golimumab to date.  The manufacturer has created a budget impact model to estimate the pharmaceutical budget and financial impact of formulary adoption of golimumab.  Their model estimates annual and per member per month (PMPM) and per treated member per month (PTMPM) costs. Wholesale Acquisition Cost was used for their pricing data.  Comparator drugs included other TNFα-inhibitors, adalimumab and etanercept.  The conclusion states that due to characteristics of less-frequent dosing and higher efficacy, golimumab offers another first-line alternative for the treatment of RA with minimal impact on budget.
Conclusions
Golimumab is another addition to the class known as TNFα-inhibitors.  The advantages of golimumab include (1) subcutaneous administration (2) requires one injection per dose (3) less-frequent dosing (monthly) (4) activity after failure to prior TNFα-inhibitor therapy in the first-line setting and (5) design of autoinjector may allow greater ease of self-administration.
From a safety perspective, golimumab has an adverse effect profile consistent with the class of TNFα-inhibitors.  Primary safety concerns surround the risk of infection for which a Black Box Warning exists.  The most common adverse effects noted in the Phase III trials included upper respiratory tract infections and nasopharyngitis.  Severe hepatic reactions, noted by elevated transaminases, have been reported.  In the Phase III study population, ALT > 5x ULN occurred in 0.7% of golimumab-treated patients.  A causal relationship cannot be confirmed though, as these patients were taking other therapies known to elevate liver transaminases (e.g. methotrexate).  Another safety issue to consider is the latex derivative contained in the needle cover on the prefilled syringe and the autoinjector, which should not be handled by persons sensitive to latex.
Three well-designed Phase III clinical trials each met their primary endpoints.  The GO-BEFORE trial evaluated the combination of golimumab and methotrexate in RA patients who were methotrexate-naïve.  Although this data is only available in abstract form at the time of this writing, their primary endpoint of ACR50 was achieved at week 24.  The GO-FORWARD study evaluated the addition of golimumab to RA patients already on stable doses of MTX.  Their primary endpoints included (1) ACR20 response at week 14 and (2) improvement in HAQ-DI score at week 24.  The combination of golimumab and MTX was significantly better than either MTX or golimumab alone.  The GO-AFTER study compared golimumab to placebo in RA patients treated with at least one prior anti-TNFα agent.  The primary endpoint was ACR20 response at 14 weeks.  Results indicated that golimumab reduced signs and symptoms of RA in patients who were previously treated with at least one TNFα-inhibitor.

Golimumab has not been directly compared to other TNFα-inhibitors, therefore it cannot be stated that one agent is superior to another.  Golimumab’s place in therapy is in those with moderate to severe RA, in combination with methotrexate.  It also has a potential role as an option in those who have received prior anti-TNFα therapy.  Again, no head-to-head trials have been performed comparing golimumab to other therapies in those who failed or were intolerant to an anti-TNFα agent.  Options include other anti-TNFα agents, such as golimumab, or those with a different mechanism of action, such as rituximab and abatacept.  
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Appendix:  Clinical Trials
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	Study Goals
	Co-primary endpoints were (1) proportion of patients achieving ACR20 response at week 14 and (2) improvement from baseline in HAQ-DI score at week 24

	Methods
	Study Design 

Phase III, multicenter, randomized, double-blind, placebo-controlled trial
Subjects were randomly assigned in a 3:3:2:2 ratio to receive:

(group 1) placebo injections + MTX

(group 2) golimumab 100mg + placebo capsules

(group 3) golimumab 50mg + MTX

(group 4) golimumab 100mg + MTX
Data Analysis

A sample size of 120 patients in groups 1, 2 and 80 patients in groups 3, 4 was needed to achieve greater than 85% power (two-sided χ2 test, α = 0.05)
Statistical tests: two-sided χ2 test was used to analyze ACR20 data; two-sided ANOVA on the van der Waerden normal scores was used to analyze HAQ-DI data

	Criteria
	Inclusion criteria

Age > 18 years; diagnosis of RA (per revised 1987 ACR criteria) at least 3 months prior to screening; on stable MTX dose (15-25 mg/week) during 4 weeks prior to screening; active RA; met TB screening criteria; if using NSAIDs or other analgesics, dose must be stabilized for at least 2 weeks prior to first dose of study drug;  if using corticosteroids, a stablized dose of < 10mg/day for at least 2 weeks prior to first dose of study drug must be achieved
Exclusion criteria

Known hypersensitivity to human immune globulins or other component of golimumab; prior use of TNF agent, rituximab, natalizumab or cytotoxic drugs; use of anakinra, DMARDs other than MTX, corticosteroids given via IV, IM or intra-articular methods within 4 weeks of first dose of study drug

	Results
	Assessment

Group 1

(placebo + MTX)

Group 2

(golimumab 100mg + placebo)

Group 3

(golimumab 50mg + MTX)
Group 4
(golimumab 100mg + MTX)

Group 3+4 
Patients
133
133
89
89
178
ACR20 at week 14 
P value

44 (33.1%)
59 (44.4%)
0.059

49 (55.1%)
0.001

50 (56.2%)
<0.001

99 (55.6%)
<0.001

Improvement in HAQ-DI at week 24
P value

-0.13 (-0.38 to 0.13)
-0.13 (-0.63 to 0.25)

0.240

-0.38 (-0.75 to -0.13)
<0.001

-0.50 (-0.75 to -0.13)
<0.001

-0.44 (-0.75 to -0.13)

<0.001



	Conclusions
	The combination of golimumab with methotrexate was superior to either golimumab or methotrexate alone in improving the signs and symptoms of RA as well as physical function.

	Critique
	Strengths

Completed in a randomized, double-blind, placebo-controlled fashion

Power calculations included and complete

Limitations

Study population primarily women (~80% in each arm), which is not uncommon with this disease state; mean age 51 years; disease duration ~5.9 years; study funded by Centocor; multiple authors have received research grants, consulting fees, are employees of Centocor, own stock and/or stock options in Johnson&Johnson or own stock in Schering-Plough Research 
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	Study Goals
	Primary endpoint was achievement of > 20% improvement in ACR criteria at 14 weeks

	Methods
	Study Design 

Phase III, multicenter, randomized, double-blind, placebo-controlled trial

Subjects were randomly assigned in a 1:1:1 ratio to receive:

(group 1) placebo injections SC every 4 weeks
(group 2) golimumab 50mg SC every 4 weeks
(group 3) golimumab 100mg SC every 4 weeks

Data Analysis

A sample size of 140 patients per treatment group to provide 90% power at the 5% level of significance.

	Criteria
	Inclusion criteria

Age > 18 years; diagnosis of RA at least 3 months prior to screening; treated with at least one TNF inhibitor (etanercept, adalimumab or infliximab) with at least one dose;  time elapse between last TNF dose and new study drug (> 8 weeks with adalimumab or etanercept; > 12 weeks with infliximab); concomitant DMARD treatment permitted if stable dose for 4 weeks prior to first dose of study drug;  oral corticosteroids permitted if dose < 10mg prednisone-equivalent/day and stable for 2 weeks prior to study; NSAIDs permitted if doses stable for 2 weeks prior to study
Exclusion criteria

Known hypersensitivity to human immune globulins or other component of golimumab; prior use of TNF agent, rituximab, natalizumab or cytotoxic drugs; use of anakinra, DMARDs other than MTX, corticosteroids given via IV, IM or intra-articular methods within 4 weeks of first dose of study drug

	Results
	Assessment

Group 1

(placebo )
Group 2

(golimumab 50mg )
Group 3

(golimumab 100mg) 
Group 2/3
Patients

155
153
153
306
ACR20 at week 14 

P value

28 (18%)

54 (35%)

0.0006
58 (38%)

0.0001

112 (37%)

<0.0001

ACR20 at week 24
P value

26 (17%)

52 (34%)

0.0005
67 (44%)

<0.0001

119 (39%)

<0.0001



	Conclusions
	Golimumab reduced the signs and symptoms of RA in patients with active disease who previously received treatment with one or more anti-TNF agent.

	Critique
	Strengths

Completed in a randomized, double-blind, placebo-controlled fashion

Power calculations included and complete

Limitations

Study population primarily women (~80% in each arm), which is not uncommon with this disease state; mean age 55 years; disease duration ~9.4 years; study funded by Centocor; multiple authors have received research grants, consulting fees, are employees of Centocor, own stock and/or stock options in Johnson&Johnson or own stock in Schering-Plough Research
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	Study Goals
	Primary endpoint was the proportion of patients achieving ACR50 response at week 24. 

	Methods
	Study Design 

Phase III, randomized, double-blind, placebo-controlled trial

Subjects were randomly assigned in a 3:3:2:2 ratio to receive:

(group 1) placebo injections q4wks + MTX 20mg/wk
(group 2) golimumab 100mg q4wks + placebo capsules/wk
(group 3) golimumab 50mg q4wks + MTX 20mg/wk
(group 4) golimumab 100mg q4wks + MTX 20mg/wk
Data Analysis

All randomized patients were included in ITT analysis.

	Criteria
	Inclusion criteria
No inclusion criteria specified other than patients were MTX-naïve with active RA
Exclusion criteria

None stated

	Results
	Assessment

Group 1

(placebo + MTX)

Group 2

(golimumab 100mg + placebo)

Group 3

(golimumab 50mg + MTX)

Group 4

(golimumab 100mg + MTX)

Group 3+4 

Patients

160
159
159
159
318
ACR50 at week 24 

P value

47 (29.4%)

52 (32.7%)

0.521
64 (40.3%)

0.042
58 (36.5%)

 0.177
122 (38.4%)

 0.053
ACR50 at week 24 (mITT)

P value

47 (29.4%)
52 (33.1%)
0.473

64 (40.5%)

0.038

58 (36.5%)
0.177

122 (38.5%)
0.049

ACR20

P value

79 (49.6%)

82 (51.6%)

0.677

98 (61.6%)

0.028

98 (61.6%)

0.028

196 (61.6%)

0.011



	Conclusions
	The combination of golimumab 50mg with methotrexate was superior to either golimumab or methotrexate alone in improving the signs and symptoms of RA when the analysis was modified to exclude those who discontinued the study before receiving drug.

	Critique
	Strengths

Completed in a randomized, double-blind, placebo-controlled fashion;

Intent-to-Treat Analysis used

Limitations

Available in abstract form only; information limited;
Primary endpoint was ACR50, not ACR20
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