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Table S1: Thermodynamic parameters obtained with di�erent �tting models for the di�erent
experimental conditions in Section 3.1.

I T Model Ntotal ∆H1 Kb1 · 103 ∆H2 Kb2 · 103 χ2∗

(mM) (◦C) (kJ/mol) (M−1) (kJ/mol) (M−1)

20 25
One Site

1 -23.0±0.2 17.3±0.4 - - 80
2 -11.0±0.1 21.1±0.8 - - 144

Sequential Binding 2 -20.1±0.6 21.8±1 -8±1 0.95±0.3 50

20
30

One Site 1 -24.9±0.3 12.9±0.4 - - 109
Sequential Binding 2 -20.7±0.7 17.4±0.9 -12±1 0.9±0.2 50

20
37

One Site 1 -29.4±0.6 10.3±0.2 - - 37
Sequential Binding 2 -26.8±0.6 11.5±0.5 -0.7±0.3 0.84±0.3 27

150 37
One Site 1 -12.6±0.2 5.6±0.1 - - 8

Sequential Binding 2 -12.7±0.3 5.5±0.2 5±3 0.14±0.05 8

χ2 is the error of the �t obtained by the implemented ITC Data analysis software by MicroCal.

Figure S1: Binding model analysis of PhAA adsorption to native HSA. Logarithmic plots
as shown before to discriminate the quality of two binding models SSIS (solid line) and SBS
(dotted line). Three representative binding cases are shown for I=20 mM at (a) 30◦C and
(b) 37◦C and for (c) I=150 mM and 37◦C.
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Figure S2: PhAA adsorption to native HSA. Absolute heats |Q| are shown for ionic strength
I=150 mM at di�erent temperatures and respective �ts are shown.

Figure S3: E�ect of HSA urea modi�cation on PhAA adsorption. Isotherms for adsorption of
PhAA upon urea modi�ed HSA for (a) I=20mM and (b) I=150mM at di�erent temperature
is shown.
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Figure S4: Interaction of IDS with native HSA. (a) Titration peaks and integrated heats for
I=20 mM at 37◦C. (b) Dilution corrected isotherms with according �ts at 37◦C and 20 mM
and 150 mM. (c) Temperature series of adsorption for I=20 mM.

S4



Figure S5: Adsorption of IDS to native and modi�ed HSA. Temperature series and according
�ts using the TSIS model are shown for (a) native HSA with I=20mM and urea modi�ed
HSA with (b) I=20 mM and (c) 150 mM. (d) Quality of di�erent �t models and parameters
are demonstrated by comparing three models SSIS (dotted line), SBS (dashed line) and
TSIS (solid line) for IDS interaction to modi�ed HSA with I=150 mM and 37◦C. Beneath
the graph is depicted the residual errors for TSIS �ts with di�erent �xed N2 values.
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Figure S6: Ionic strength dependence of the second binding process and low a�nity site.
Adsorption of of PhAA (brown) and IDS (green) to native (full symbols) and modi�ed HSA
(empty symbols) are shown. Spheres and rectangles represent 25◦C and 37◦C.
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