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Moreover, EH domains are also found in mammalian plasma membrane receptors, such as the γ-aminobutyric acid receptor
subunits GABA~B~R1 and GABA~B~R2, which form ion-conducting transmembrane complexes with heterodimers of either
β1, β2 or γ2 proteins . In this regard, we were particularly interested to learn that homologs of the mammalian β subunits (with
four EH domains) and γ subunits (with three EH domains) can be found in *D. discoideum*. Here, the β2 and γ2 homologs,
Ddγ2 and Ddβ2, have been shown to be ubiquitously expressed in *D. discoideum* by Northern blot and RT-PCR analyses ,
and evidence for their specific expression in secretory vesicles has also been shown in a proteome analysis of whole cells. In

addition, a specific γ2 transcript has been detected in the phagosome during the developmental formation of the terminal
lysosome . Subsequent analysis of the Dictyostelium gene encoding the β2 subunit (dd_2359.0) revealed that it has nine EH
domains, and a BLAST search revealed that it is more closely related to a mouse γ2-like protein (75% identical) than to a
γ2-like protein from *A. thaliana* (67% identical). However, based on similarities in sequence, domain structure, and the

conserved location of the second EH domain, we have renamed this protein Ddβ2 (Dictyostelium β2). The conservation of the
β2-like proteins in different species is suggestive of an important function. To understand the possible biological role of this

protein, we examined the subcellular localization of Ddβ2. From studies of the EHD2 protein in mammalian cells, it is known
that EHD2 has an overall vesicular localization, with the domain responsible for the interaction with the E3 RING complex

located in the endosomal membrane, and the EH domain in the cytosolic face of the membrane. In the absence of the E3 RING,
EHD2 is present in a cytosolic vesicular fraction, and in the presence of the E3 ubiquitin ligase, EHD2 becomes associated with
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