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    Abstract



Background The incidence of lymphoma is increased in patients with rheumatoid arthritis. There is controversy; however, regarding whether disease activity influences the incidence of lymphoma in this disease. Likewise, the effect of TNFi on the incidence of lymphomas in RA is unclear. We examined the effect of disease activity and the use of TNFi on the incidence of lymphomas in the CORRONA Registry.





Methods 
Patients: All RA CORRONA patients were included who: 1) were on a TNFi or non-biologic DMARD (nbDMARD) at time of enrollment, (2) had available clinical disease activity index (CDAI) at the time of enrollment and (3) had at least one follow-up visit. If a patient switched among treatment groups (nbDMARD to TNFi), then time within each drug group was accounted for in the analyses.


Outcomes: The incidence of MD reported lymphomas was the primary outcome.


Analysis: Average CDAI was calculated as the area under the curve (AUC) during the period of follow-up. Additional variables examined included: age, gender, education, smoking, BMI, disease duration, RF/CCP status, erosions, other nbDMARD use (among TNFi group), prednisone, comorbid conditions and family history of cancer/lymphoma.

In addition to descriptive statistics, lymphoma incidence rate per 100 person years was calculated. The Kaplan-Meier method estimated time to first lymphoma and the proportion of lymphoma events after drug initiation. As sensitivity analysis we used modified DAS28 for the CDAI.





Results As of 3/4/13, 19,608 RA patients met the study inclusion criteria: 7729 (37.8%) used TNFi and 11879 (58.1%) used nbDMARD start of follow-up period. TNFi users had more severe disease at baseline (erosions: 52.3% versus 41%; p<0.001). TNFi patients were slightly younger (56 versus 59 years, p<0.001) but had longer disease duration (11.0 versus 8.1 years, p<0.001), and prednisone use was slightly less (27% versus 31%, p<0.001).

MD reported lymphomas were rare (67 lymphomas/60145 patient years=0.11/100 person years), resulting in very wide confidence intervals by disease activity (Table 1). Compared to nbDMARD the rate of incident lymphomas in TNFi users was 1.08 (0.93-1.25) using CDAI or mDAS (p=NS for both).

View this table:	View inline
	View popup



Table 1. Incident rate of lymphoma per 100 person years (95% CI) by average disease activity








Conclusions In the CORRONA database of 19608 RA patients neither disease activity nor use of TNFi affected the incidence of lymphomas over 3.1 years.
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