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18.8: Tertiary Protein Structure

Objective 1
Objective 2

Tertiary structure refers to the unique three-dimensional shape of the protein as a whole, which results from the folding and
bending of the protein backbone. The tertiary structure is intimately tied to the proper biochemical functioning of the protein.
Figure  shows a depiction of the three-dimensional structure of insulin.

Figure : A Ribbon Model of the Three-Dimensional Structure of Insulin. The spiral regions represent sections of the
polypeptide chain that have an α-helical structure, while the broad arrows represent β-pleated sheet structures.

Four major types of attractive interactions determine the shape and stability of the tertiary structure of proteins. You studied several
of them previously.

1. Ionic bonding. Ionic bonds result from electrostatic attractions between positively and negatively charged side chains of amino
acids. For example, the mutual attraction between an aspartic acid carboxylate ion and a lysine ammonium ion helps to maintain
a particular folded area of a protein (part (a) of Figure ).

2. Hydrogen bonding. Hydrogen bonding forms between a highly electronegative oxygen atom or a nitrogen atom and a hydrogen
atom attached to another oxygen atom or a nitrogen atom, such as those found in polar amino acid side chains. Hydrogen
bonding (as well as ionic attractions) is extremely important in both the intra- and intermolecular interactions of proteins (part
(b) of Figure ).

3. Disulfide linkages. Two cysteine amino acid units may be brought close together as the protein molecule folds. Subsequent
oxidation and linkage of the sulfur atoms in the highly reactive sulfhydryl (SH) groups leads to the formation of cystine (part (c)
of Figure ). Intrachain disulfide linkages are found in many proteins, including insulin (yellow bars in Figure ) and
have a strong stabilizing effect on the tertiary structure.

4. Dispersion forces. Dispersion forces arise when a normally nonpolar atom becomes momentarily polar due to an uneven
distribution of electrons, leading to an instantaneous dipole that induces a shift of electrons in a neighboring nonpolar atom.
Dispersion forces are weak but can be important when other types of interactions are either missing or minimal (part (d) of
Figure ). This is the case with fibroin, the major protein in silk, in which a high proportion of amino acids in the protein
have nonpolar side chains. The term hydrophobic interaction is often misused as a synonym for dispersion forces. Hydrophobic
interactions arise because water molecules engage in hydrogen bonding with other water molecules (or groups in proteins
capable of hydrogen bonding). Because nonpolar groups cannot engage in hydrogen bonding, the protein folds in such a way
that these groups are buried in the interior part of the protein structure, minimizing their contact with water.
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Figure : Tertiary Protein Structure
Interactions. Four interactions stabilize the tertiary structure of a protein: (a) ionic bonding, (b) hydrogen bonding, (c) disulfide
linkages, and (d) dispersion forces.
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