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Intra-patient variability in adalimumab drug levels within and
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SUMMARY

Background
Whether therapeutic drug monitoring for adalimumab needs to be per-
formed at trough has not been defined.

Alm
To determine intra-patient adalimumab drug-level variation and to id-cnﬁf:,'
modulating patient and disease factors.

Methods

In this prospective observational study, adult patients with Crohn's disease
established on maintenance adalimumab had drug levds measured repeatedly
acoording to pre-defined schedules (visit 1: day 4-6, visit 2; day 7-9, trough:
day 13-14) across two consecutive fortmightly oycles. Disease activity was
assessed wsing Harvey—Bradshaw Index, C-reactive protein and faecal calpro-
tectin, For this analysis, trough levds =49 ppfml wene considered therapeutic,

Results

Mineteen patients underwent 111 evaluations. Mean intra-patent drug
leveds from paired visits between oycles did not differ (visitl cypdel: 481,
cyde 521 pg/ml, P = 0,24, visit? cyclel: 486, cyde?: 482, P =091 and
trough cydel: 395, cycle?: 3,95, P = 099), irrespective of disease activity.
Drug levels were stable over the first 9 days (wisit 1-2), but declined to
trough by a mean 106 and 0.89 pg/mL between wisit 1 or 2, respectively
(P = 0001), Models using nontemporal factors (smoking, syringe delivery
device) and levds at earlier wisits accounted for 66-B0% of the variance in
trough levels, On receiver-operating curve analysis, thresholds identified in
the first 9 days that predicted a therapeutic trough level were similar to the
trough threshold itself, with high sensitivity but modest specificty.

Conclusion

While therapeutic drug monitoring should be performed at trough, a drug
levd 249 pg/ml. obtained during the first 9 days predicts a therapeutic
trough drug level with reasonable confidence,




