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OPTIMIZING MANAGEMENT WITH ANTI!TNF  
LEVELS AND ANTIBODIES
Shomron Ben-Horin, MD

An important part of optimizing the management of patients treated with a tumour necrosis factor-! (TNF-!) 
inhibitor is measuring drug levels and anti-drug antibodies, collectively designated therapeutic drug monitoring 
(TDM). Emerging evidence suggests that when disease is controlled on a TNF-! inhibitor maintenance regimen,  
TDM allows safe reduction of TNF-! inhibitor dosing in patients with supratherapeutic drug levels while identifying 
patients with subtherapeutic drug levels, who may bene"t from dose escalation, resulting in better control of 
in#ammation and reduced clinical #ares. However, consideration of alternative interpretations, including transient 
antibodies and drug-independent remission, is also pertinent. For primary nonresponse to TNF-! inhibitor induction, 
most in#iximab-treated patients will probably not bene"t from TDM-guided interventions. An exception may be 
acute severe colitis, where the in#ammatory burden and drug loss in feces may reduce drug levels, potentially 
making dose intensi"cation warranted. In contrast, a growing body of evidence incriminates low drug levels as an 
important cause of some adalimumab induction failures and suggests a possible bene"t of individually intensi"ed 
induction dosing. For patients with secondary loss of response, TDM o$ers a noninvasive test which, when coupled 
with C-reactive protein levels and/or fecal calprotectin tests, is often useful for diagnosing the underlying etiology  
of a clinical #are. For instance, nil drug levels and the presence of antibodies should raise suspicion of nonadherence, 
which may be the culprit behind clinical deterioration in up to 20% of patients. TDM can also guide management 
decisions for loss of response. For example, therapeutic drug levels may indicate the futility of TNF-! inhibitor 
optimization and the need for an out-of-class switch. TDM also allows the clinician to determine whether dose 
intensi"cation or switching TNF-! inhibitors is appropriate in patients with low drug levels, depending on antibody levels. 
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