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Figure 2. The HSA IIA Drug Binding Site. Top: Stereo view of HSA with the VDW radii
of 22 amino acids lining the Il1A binding site shown in green. Middle/ Bottom: Stereo
views of the IlA site with individual residues indicated.
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Figure 3. Warfarin and Phenylbutazone HSA Binding. These stereo-view overlays
show warfarin (red) and phenylbutazone (green) bound in the IlA site. In the top panel,
the solvent-accessible entrance is oriented down. The deepest part of the IIA site is
oriented up, containing the coumarin moiety of warfarin, and one phenyl group of
phenylbutazone. In the bottom panels, the entrance to the pocket is oriented up, and
the orientation of the second phenylbutazone phenyl ring is clearly distinct from the
warfarin phenyl group. The PDB ID#s for the HSA-warfarin and HSA-phenylbutazone
adducts are 2bxd, and 2bxc, respectively [24].



Table 1. Species-Dependence of Amino Acid Sequence Homology in Serum Albumins

Sequence Conservation vs. HSA (% Identity)

Comparison Within ~20A of ~ Directly Adjacent

Criteria Entire Protein® Site 11A° to Drug Site IA°
Rat” 73.4 73.8 68.2
Sheep? 75.0 82.2 72.7
Donkey? 76.7 85.0 81.8
Rabbit’ 74.3 77.7 63.6
Cow? 75.8 88.8 77.3
Pig? 75.7 86.0 90.9
Dog* 80.1 86.9 81.8
Mouse* 72.4 77.6 68.2
Cat? 81.9 89.7 81.8
Elephant? 73.7 80.3 86.4
Gerbil 73.9 74.8 72.7
Vole 75.8 75.7 72.7
Guinea Pig 72.2 81.3 63.6
Orangutan 100.0 100.0 100.0
Rhesus Monkey 93.5 95.3 86.4
Horse 76.3 84 .1 81.8

@Approx. 585 total residues
107 residues
©22 residues

?Evaluated to assess radiopharmaceutical binding in the present study using commercially
available protein.



Table 2. Amino Acid Sequences in Selected Mammal Serum Albumins®t

Residues are aligned and numbered consecutively according to the HSA sequence.
Unique non-human insertions are indicated in the leftmost column by (*). Notes on

gaps and insertions are included to the right of the sequences.

"For all species, the 22 amino acids corresponding to the residues that line the I1A drug
binding site of HSA are shaded.

"The UniProt serum albumin identifiers are as follows: human (P02768), rat (P02770),
mouse (P07724), cow (P02769), rabbit (P49065), sheep (P14639), dog (P49822), pig
(A2THZ2), donkey (Q5XLE4), elephant (Q6B3Z0), cat, (P49064), gerbil (035090), vole
(Q5EG49), guinea pig (QBWDN9), orangutan (Q5NVH5), monkey (Q28522), and horse
(P35747).
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