
INTRODUCTION

(protein folding of the drug or ADA), may prevent the acid or MgCl2 access to the bonds between the 

thereby releasing the ADA from drug complexes. This improves drug tolerance and makes the free ADA 

METHOD

at a neutral pH, is non-denaturing, and should cause minimal changes to serum proteins’ secondary and 

Acid (or another acceptable acid), is then added to the samples containing MgCl2 at appropriate volumes 

ionic strength reduces the solubility of some serum proteins, thereby causing a salt precipitate.  This salt 

place between the drug and the ADAs more completely, freeing more ADAs to be determined in 

drug capture step such as an ACE method or bead binding method to remove the newly unbound drug 
from the system.

plate samples containing either BSA, serum, plasma, sucrose, ovalbumin, 1x PBS, glucose, fibrogen, 

RESULTS

described above.  No change occurred in the wavelength 

no increase in signal for any of the wavelengths tested and 

Base line values for the samples used were below 0.3 OD units at 490 nm.  540 and 656 nm shared lower 
but similar signal values to 490 nm.

 

immediately drop back to base line values.

expected based on the HISDA paper by Jordan et. al 1; however, we did not have a significant increase in 
drug tolerance using MgCl2 alone. It is of note that the HISDA method uses 4 M MgCl2.  In our laboratory 

MRD at 1:5:  Signal to noise 

1X PBS only for those steps.

CONCLUSIONS

improves the drug tolerance, allowing the remaining free ADAs to be added to a variety of assay types for 

non-specific binding was decreased.
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Figure 1: 1XPBS used to 
dilute the samples, no 

samples tested.  No 

wells.

Figure 2: Sample 

MgCL2 treatment, 
followed by 400mM 
Glycine.  Full 

prior to the end of the 

pellets went back into 

values of samples tested 
fell at or below values 
seen for the no 

was re-suspended.

assay.  MRD at 1:5:  Data 
represented as signal to 
noise

Table 2: No MRD prior to 

Data represented as 
signal to noise

using the method as 
described in the method 

drug tolerance at 
100ng/mL ADA to 
1000µg/mL.

Table 3:  Monoclonal 
Drug Tolerance Summary

Table 4:  Polyclonal Drug 
Tolerance various 

Polyclonal Drug Tolerance 

Table 5: Polyclonal Drug 
Tolerance Summary

Figure 4: Drug tolerance 

indicated in Table 4.  
Signal to noise values of 
1.1 or greater are 
considered drug tolerant.


