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Adalimumab Anti-adalimumab antibodies (AAA) monitoring
Biologics targeting the tumor necrosis factor alpha (TNF-a) have revolutionized treatments Problems caused by:34
INn a wide variety of autoimmune diseases, such as rnreumatoid arthrifis and juvenile « Proper secondary reagent to discriminate AAA and ADL
idiopathic arthritis. Adalimumab (ADL) is the most widely used drug in this field, but, despite * Drug-antibody complexes and complexity of the mairix (serum)
being a fully human antibody, anti-adalimumab antibodies (AAA) are reported at a rate « Heterogenicity of the assays and |lack of a gold standard

up of 8% after 8 weeks and 24% after 60 weeks of treatment.! Their presence is correlated to
an inadequate response 1o initial freatment (primary failure), the loss of response over time

(secondary failure), and the development of potentially therapy-limiting adverse events.? Aim of the study
The purpose of this work is fo overcome the problems of AAA monitoring, proposing a novel

method able o detect and quantify AAA as well as the free drug ADL
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CADL Mean SD Accuracy Precision C AAA Mean SD Accuracy Precision
n CV (%) n CV (%)
(ng/mL) (ng/mL) (ng/mL) (%) (%) (ng/mL) (ng/mL) (ng/mL) (%) (%)
Incident light beam outgoing light beam
100 3 103.5 3.2 3.3 103.5 96.8 100 3 102.0 7.8 8.0 102.0 92.2
Intraday Intraday
800 3  832.1 3.8 32.0 104.0 96.2 800 3  805.0 1.0 8.2 100.6 99.0
100 7 99.0 1.6 1.6 99.0 98.4 100 11 99.2 4.7 4.7 99.2 95.3
Interday Interday
800 7 800.3 0.1 0.8 100.0 99.9 : 800 11 791.2 0.8 6.3 98.9 99.2
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“g/mL treated patients Hg/mL
. 40 T Y
:"' 30 & 50 - -
E E
S 20 5% " 2
ADL ELISA vs SPR Correlation E’ = o o AAA ELISA vs SPR Correlation
r= 0.6285 (p=0.0052) = " 3 E r=0.6790 (p=0.00%8)
25 - . o 20- 200- ,
. * 0 .
. 0 | i < 10+ : : 8 " " "
- 20 . . ADL-treated controls ADL -treated  controls - 150 . s
E patients 0 patients E_ e
%15— ADL AAA E‘IIID- 'l'--_________.-
< 40 ADL and AAA coupled titres < T e
- - =0+ __,.f"_lf- &
L - hid | r...-' I L]
, Conclusions 0| &N | | | |
0 10 20 30 40 « Methods developed 0 10 20 (] 40
aFR conc (ug/ml ) « Samples presenting AAA titres revealed lower traces of ADL SFR conc (ug/mlL)
- | " - « ADL overall agreement with ELISA: 77% - | " -
omparison with commercially . . : omparison with commercially
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