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Abstract 

Members of the large multigene family of acyl-CoA binding domain containing proteins 

(ACBDs) share a conserved motif required for binding of Coenzyme A esterified fatty acids of 

various chain length. These proteins are present in the three kingdoms of life, and despite their 

predicted roles in cellular lipid metabolism, knowledge about the precise functions of many 

ACBD proteins remains scarce. Interestingly, several ACBD proteins are now suggested to 

function at organelle contact sites, and are recognized as host interaction proteins for different 

pathogens including viruses and bacteria. Here, we present a thorough phylogenetic analysis 

of the ACBD family and discuss their structure and evolution. We summarize recent findings 

on the various functions of animal and fungal ACBDs with particular focus on peroxisomes, 

the role of ACBD proteins at organelle membranes, and their increasing recognition as targets 

for pathogens. 
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Highlights 

 Acyl-CoA binding domain-containing proteins (ACBDs) can be found among 

eukaryotes and prokaryotes. 

 Additional protein interaction domains are a characteristic of most extended ACBDs. 

 A set of a small ACBD and an ACBD with a C-terminal ankyrin-repeat motif is found 

in all eukaryote branches. 

 Fungi and metazoans contain genes for ACBD5/ATG37 but the proteins do not 

appear to possess conserved functions 
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 Several extended metazoan ACBDs are hijacked by viruses in order to facilitate 

effective viral replication. 
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Introduction 

Acyl-CoA binding domain containing proteins (ACBDs) comprise a large multigene family of 

diverse proteins that are defined by the presence of a conserved 80 residues-long acyl-CoA 

binding motif (ACB) [1,2]. Activated fatty acids play important roles as lipid metabolites, but 

also in the regulation of lipid metabolism and in cellular signaling [1,3], and ACBD proteins 

fulfill important functions in controlling their concentration. In mammals, seven ACBD 

proteins (ACBD1-7) have been specified so far (see section 1. for ACBD8), often with 

different transcript variants [1]. Those include small, soluble proteins (ACBD1, ACBD7), but 

also large, multifunctional enzymes (ACBD2), membrane proteins (ACBD4, ACBD5), and 

proteins with a GOLD (Golgi dynamics)-domain (ACBD3) or ankyrin repeats (ACBD6). 

Homologous ACBD proteins are found in animals, plants and fungi, but also in bacteria and 

archea (see section 1.). Despite their predicted roles in cellular lipid metabolism, the functions 

of many of the ACBD proteins still remain unclear. Interestingly, several of the ACBD proteins 

have recently been linked to peroxisome function [4–10]. Peroxisomes are ubiquitous 

membrane-bound organelles with key roles in lipid metabolism, including the breakdown and 

detoxification of fatty acids (via fatty acid α- and β-oxidation), and the synthesis of ether-

phospholipids (e.g. plasmalogens enriched in myelin sheaths), bile acids and polyunsaturated 

fatty acids (PUFAs) such as docosahexaenoic acid in humans. Defects in peroxisome 

biogenesis and metabolic function cause severe disorders with developmental and neurological 

defects [11–13]. Peroxisomal lipid metabolism requires cooperation and interaction with other 

organelles such as the endoplasmic reticulum (ER), mitochondria or lipid droplets [14]. Those 

peroxisome-organelle interactions are mediated by membrane contact sites (MCSs), which 

involve membrane-bound tether proteins to bring organelles in close apposition [15–17]. 

ACBD2, ACBD4, ACBD5 are now suggested to function as peroxisome-organelle tethers thus 

contributing to the formation of lipid hubs which facilitate lipid metabolism at the organelle 

interface [17]. ACBD3 was reported to function at Golgi-ER contact sites [18]. Importantly, 

organelle-associated ACBDs are now increasingly recognized as targets for different pathogens 

including viruses, Salmonella and Chlamydia [19–22]. These recent discoveries underline that 

ACBD proteins may have evolved to fulfill functions other than acyl-CoA buffering. Based on 

a comprehensive phylogenetic analysis, we will discuss the evolution of the structurally diverse 

ACBD proteins and will summarize their functions. We will also focus on the functions of 

ACBD proteins in peroxisome metabolism and at membrane contact sites. 

 

 



5 
 

1. Structure and evolution of the ACBD family 

 

1.1 Structure and function of the ACB core domain 

The ACB domain is a phylogenetically very ancient protein structure, which is found in all 

eukaryote branches. ACBDs which only carry the ACB domain are small proteins (≈10-15kDa) 

and are distributed among metazoans, fungi and plants, but are also found in eubacteria and 

archaea (see below). Thus, in general they appear to be the origin of all further extended forms 

of the protein family. In animals, these ACBD forms are represented by the acyl-CoA binding 

protein ACBD1 (ACBP, DBI), which preferentially binds long-chain acyl-CoAs [23,24]. 

Structurally, the ACB domain consists of a bundle of four α-helices. They form a bowl-like 

structure which has a largely non-polar cavity, lined by polar amino acids [25,26]. In its 

monomeric form, the acyl-chain is located in a bent conformation inside the cavity and is 

covered by the CoA group shielding it from the surrounding solvent [25]. When two ACBD1 

are assembled into a dimer, the 3’-phosphate-AMP moiety of acyl-CoA is bound in the binding 

pocket of one ACBD1 molecule and the acyl chain is bound in the pocket of the other ACBD1 

molecule [27]. According to the domain structures available at the Protein Data Bank [28], the 

ACB domain structures from small and extended ACBD proteins are conserved to a large 

extent. However, the individual ACBDs show particular variations in helix conformational 

assembly suggesting distinctly modified binding pockets which might result in differences in 

substrate specificities [29].  

Functionally, the small soluble forms may act as acyl-CoA transporters and reservoirs, 

guaranteeing efficient provision and targeting of acyl-CoA to lipid metabolizing subcellular 

compartments. For example, earlier theoretical calculations on the cytosolic free and protein-

bound concentrations of long-chain fatty acid (LCFA)-CoA imply that the predominant 

proportion of LCFA-CoA is bound to proteins with acyl-CoA binding capacity and potentially 

mainly to ACBD1 [30]. In this regard, ACBD1 may: i) stabilize LCFA-CoA preventing auto- 

or enzymatic hydrolysis [31,32], ii) prevent LCFA-CoAs from partitioning into cellular lipid 

bilayers, iii) extract membrane-inserted LCFA-CoAs for delivery to cellular sites of lipid 

metabolism, iv) hand over LCFA-CoAs to respective metabolizing enzymes or v) control 

stimulatory/inhibitory effects of LCFA-CoAs on lipid metabolizing proteins or lipid-binding 

receptors [30,33,34]. While these all seem logical roles, direct evidence in complex biological 

systems is lacking. After their formation by acyl-CoA synthetases [35], acyl-CoAs are either 

used for the generation of triglycerides and membrane lipids (e.g. phospholipids), for fatty acid 

elongation (e.g. to generate PUFAs), or degraded via mitochondrial or peroxisomal β-oxidation 
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and are thus distributed between a set of pools in the cell, including membranes, lipid droplets, 

and other lipid binding proteins. As evidenced by previous and our own phylogenetic 

reconstructions [36], during the evolution of eukaryotes, these small ACBDs evolved by 

genomic and structural variation to include different C-terminal or N-terminal extensions. 

These extended ACBD proteins acquired diverse functions and subcellular locations (Table 1, 

2). It can be speculated that such extensions might have been driven by a need to link the ACB 

domains to specific cellular locations (membranes, proteins, organelles) and locally control 

acyl-CoA concentration as required by metabolic pathways or regulate the function of proteins 

present at those locations.  

 

1.2 Small ACBD containing proteins 

In order to recapitulate the structural and functional evolution from the small ACBDs to the 

extended ACBD proteins we performed a phylogenetic analysis of 449 complete, ACBD-

containing sequences from 116 animal, plant and fungal species extracted from GenBank and 

the JGI Genome Portal (Fig. 1, Fig. S1). According to our analysis, most species possess at 

least one small (non-membrane anchored/soluble) ACBD with a mass of approximately 10 

kDa, and a tendency to accumulate several small forms in the genome can be observed 

throughout all organismal classes (Fig. 1). The origin of the small forms in plants, where the 

small ACBDs are termed ACBP class I, and in fungi could not be clearly resolved. They may 

have arisen polyphyletically by species-specific gene duplications or domain loss from 

extended forms. However, vertebrates developed two small, more closely related forms, 

ACBD1 and ACBD7, from a single invertebrate precursor. A third group of mammalian, small 

ACBD sequences form an individual branch on the cladogram (Fig. 1, Fig. S1). This third 

small ACBD form (in the following termed ACBD8) was originally identified as testis-specific 

endozepine-like peptide (ELP) in mice [37]. In humans the protein was not found to be 

expressed but still exists as pseudogene in the genome [38]. As the limited number of vertebrate 

species used in our initial phylogenetic analysis did not allow us to discriminate whether these 

three small ACBD variants descended from a single ancestor, we refined our analysis for the 

small forms. To this end, we restricted cladogram reconstruction to 246 sequences from 77 

metazoan species using the nearest neighbor ACBD2 cluster from our initial analysis as an 

outgroup (Fig. S2). According to the phylogenetic tree, there is evidence that the ancestor 

ACBD was duplicated into ACBD1 and ACBD7 during early vertebrate evolution, followed 

by a second gene duplication into ACBD8. Interestingly, proteins related to ACBD8 exist in 

the more primitive reptilian groups of crocodiles and turtles, suggesting that this event occurred 
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already at an earlier stage of amniotic evolution. Like in humans, predicted potential full-length 

ACBD8 protein sequences could not be retrieved from insectivoras, monotremata (mammalia), 

squamata (reptilia) and birds arguing for multiple evolutionary losses of a protein with a 

specialized or tissue-confined function. 

Unexpectedly, a significant number of small ACBD-like sequences were detected among 

prokaryotes during the searches (distributed in 108 bacterial genera). Thus, to unravel if the 

small ACBDs might have appeared already before the origin of eukaryotes, Blast-searches 

among all major prokaryote branches were performed. Indeed, numerous ACBD-like 

sequences with significant similarities could be retrieved (see Fig. S3 for sequence comparison) 

and were used for a phylogenetic reconstruction. As no extended forms were found among 

prokaryotes, the small forms from eukaryotes were routed with the prokaryotic sequences using 

the animal ACBD2 cluster as outgroup. Remarkably, the ACBDs from the major prokaryotic 

organism groups of archaea, β-, γ-, δ-proteobacteria and bacteroidetes clustered into individual 

distinct branches in parallel to the eukaryotic clades, while the rare sequences found in α-

proteobacteria did not align in a single branch but distributed as orphan sequences among the 

branches of the tree (Fig. S4). To further evaluate if the prokaryotic sequences could 

theoretically assemble into an ACBD structure, Phyre2 was used to predict potential tertiary 

protein conformations of selected prokaryotic and eukaryotic ACBD sequences [39]. As 

depicted in Fig. 2, all sequence models can theoretically form the 4 helix bundle structure 

typical for ACB domains. Remarkably, hydrophilic and hydrophobic patches on the protein 

surface like the hydrophobic acyl chain binding cleft between A2 and A3 or Phe5 and Tyr73 

for adenine binding [36] are also structurally conserved in all 3D predictions. As the possibility 

of numerous horizontal gene transfers in prokaryotes does not allow a simple cladistics 

reconstruction of bacterial protein evolution, it is not possible to speculate on the phylogeny of 

ACBDs in bacteria [40]. The occurrence of structurally homoform ACBD sequences in many 

prokaryote groups suggests that a common ancestor of the small ACBDs may have already 

arisen before appearance of the first eukaryotes. However, it cannot be excluded that multiple 

individual lateral gene transfers may have distributed the small ACBD sequences among the 

different prokaryote groups. 

With respect to their intracellular localization, the small ACBDs appear to reside in the cytosol 

but might associate temporarily with specific subcellular structures or may even be secreted 

[1,2]. Thus, their intracellular location may reflect the function of the small ACBDs as 

intracellular lipid carriers or modulators but direct proof under in vivo conditions is currently 

lacking. 
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1.3 Extended ACBD containing proteins 

Based on the structure and motifs of the different accessory sequences in the extended ACBDs 

and the phylogenetic reconstruction, animal ACBD proteins can be classified into three 

additional principal protein groups: the tail-anchored ACBD proteins with a C-terminal α-

helical membrane anchor, the enzyme-coupled ACBDs and the extended, soluble forms with 

C-terminal interaction domains (Fig. 1, Fig. 3). In the heterogeneous group of extended, 

soluble ACBD forms, ankyrin-repeat motifs, which are positioned downstream of the ACB 

domain, are frequently found and also appear in the choanoflagellate Monosiga, the 

amoebozoan Dictyostelium and in planta but also among fungi in Basidiomycota and some of 

the early branching groups like e.g. Mucoromycotina. Unfortunately, the low sequence 

similarity and restricted availability of genomes in the more primitive plant, fungal, and animal 

classes prevented a full resolution of the evolutionary radiation of these extended ACBD 

subfamilies (Fig S1). Nevertheless, based on the structural conservation among all different 

phyla it can be assumed that the ankyrin-repeat containing ACBDs, which in animals are 

represented by ACBD6, may have already developed in the last eukaryotic common ancestor 

(LECA).  

Plant ACBPs have been grouped into the ACBP classes I-IV, which consist of the ACBP class 

I (10 kDa form) and the larger, extended forms from class II-IV [41]. For easier discrimination, 

we will hence term metazoan and fungal ACB-domain containing proteins according to the 

ACBD nomenclature and the plant forms as ACBP class I-IV. In plants, ankyrin-repeat 

containing ACBD proteins are classified as the ACBP class II [2], which clusters in proximity 

to the ACBD6 group in the phylogenetic reconstruction (Fig. 1). Compared to the animal and 

fungal ankyrin-repeat containing ACBD6 proteins, the plant ACBP IIs are larger proteins with 

an additional N-terminal extension bearing a transmembrane helix (TMD) which may also act 

as a signal sequence for subcellular targeting [41] (Fig. 3). The plant ACBP class III is closely 

related to class II, also exhibiting an N-terminal TMD and an ACB domain, however, it lacks 

the C-terminal ankyrin-repeat motifs (Fig. 3). Thus, if the fusion of the ankyrin and ACB 

domains did not occur by convergent evolution in metazoans, plants and fungi, plant ACBP 

class III may have evolved from class II by secondary loss of this motif. The important 

structural difference of the additional TMD in plants is further demonstrated by the different 

subcellular localization of ankyrin-repeat containing ACBDs in animals and plants. While 

under normal conditions ACBD6 is a soluble protein locating to the cytosol and nucleus [19], 

plant ACBP class II and class III proteins are membrane-anchored and were found at the ER, 
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Golgi and plasma membrane [2]. Functionally, ankyrin-repeats are typical protein structures 

facilitating protein interactions, however, they were also recently found to mediate lipid 

binding at subcellular membranes [42]. Thus, ankyrin-repeats of ACBP II/ACBD6 proteins 

might mediate temporary contacts with intracellular membranes, either directly or via 

interaction with a transmembrane protein.  

In addition to the ACBPs with C-terminal ankyrin-repeats, C-terminal Kelch motifs and GOLD 

(Golgi dynamics) domains can be found in plants and metazoans including choanoflagellates, 

respectively (ACBP IV, ACBD3) (Fig. 3). Both groups may have independently evolved; 

according to sequence similarities and routing in the ACBD3 branch of the cladogram, 

however, they may share a common extended ACBD ancestor protein (Fig. 1, Fig. S1). 

ACBD3 is structurally related to ACBD6, but instead of ankyrin-repeats the protein possesses 

a β-strand-rich GOLD domain in its C-terminal region, which can facilitate interactions with 

other proteins and may be used to stabilize peripheral membrane proteins at intracellular 

membranes [43] (Fig. 3). In addition, ACBD3 exhibits a highly conserved coiled-coil region 

located in the middle of the sequence, which might act as another protein interaction domain. 

Unlike ACBD6, ACBD3 can only be found in animals and choanoflagellates and thus appears 

to have evolved comparatively late. ACBD3 localizes to the ER/Golgi intermediate 

compartment facilitating important functions in vesicle trafficking, as well as at mitochondria 

[46]. Since GOLD domains can be found in several lipid binding or lipid transport proteins 

such as the tocopherol associated proteins, the FYVE finger domain containing proteins or the 

oxysterol-binding proteins [43,44], GOLD domain containing proteins such as ACBD3 might 

regularly assist in lipid/vesicle transfer at intracellular membranes. Kelch repeats of the plant 

ACBP class IV, which form a β-propeller protein domain fold, are also typical structures 

mediating protein interactions [45]. Like ACBD3, the plant class IV ACBPs possess additional 

conserved coiled-coil motifs. However, as those are located at the very most C-terminal part of 

the proteins after the Kelch repeats, this seems to be a convergent evolution event combining 

two protein interaction domains (Fig. 3). Most Kelch repeat containing ACBPs seem to localize 

to the cytosol, where they might temporarily associate with various intracellular membrane 

structures; but ACBP6 of the Asian rice Oryza sativa was recently found to reside at 

peroxisomes where it may cooperate in peroxisomal fatty acid β-oxidation [46]. 

In addition to the ACBD3/6 branch, our phylogenetic reconstruction shows two further clusters 

of extended ACBDs, which are restricted to fungi and metazoans (ACBD4/5) or only 

metazoans (ACBD2). ACBD5, which in fungi was termed Atg37 [47], consists of an N-

terminal ACB domain, a C-terminal TMD and three structures suited for mediating protein 
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interactions: a FFAT (two phenylalanines (FF) in an acidic tract) and two coiled coil motifs in 

the intermediate part of the protein (Fig. 3). ACBD4 is a structurally and phylogenetically 

closely related protein with the same domain arrangement (Fig. 3). However, ACBD4s are 

significantly more compact proteins which appear to have evolved from ACBD5 by a later 

gene duplication, which only occurred in vertebrates (Fig. 1). Using a FFAT motif prediction 

tool (with a cut-off FFAT score ≤2.5) [48], we checked for the presence of predicted FFAT 

motifs in ACBD4/5/Atg37 proteins used in our phylogenetic analysis and identified a FFAT 

motif in almost all (89%) of the animal ACBD4/5 proteins. By contrast, the motif was not 

found in the majority of fungal species analysed but interestingly did appear in several cases 

(12.5%) (Table S1). To investigate this further, we extended our analysis to include 161 fungal 

species where we could identify a clear ACBD5 orthologue (Atg37) and also performed 

randomised sequence comparisons, applying a simple statistical analysis (as used in [49]) to 

control for false positives. Here, we observed an enrichment of FFAT motifs in the 

Ascomycota, which was most notable amongst the Dothideomycetes class (Table S1). 

Although this is not a completely comprehensive analysis and predictions of FFAT motifs can 

be problematic due to the variability of the motif [49], our analysis does suggest that not all 

ACBD5 class proteins contain a strong FFAT motif. The reason for the presence of a FFAT 

motif in certain fungal species and not others is not clear.  

Atg37, ACBD4 as well as ACBD5 localize at peroxisomes, where they might perform 

complementary functions (see section 5.). However, ACBD4 isoforms lacking the TMD and 

protein interaction domains also exist [9] (Fig. 3). The FFAT motif is responsible for the 

function of ACBD4 and ACBD5 as ER tethering factors for peroxisomes by allowing 

interaction with ER VAP proteins (see section 5.). Since most fungal Atg37 proteins lack a 

FFAT motif, it is possible that Atg37 does not perform this function in the majority of fungi or 

it is replaced by a different interaction or tethering system [50].  

ACBD2/ECI2 is probably the most uniquely extended ACBD protein, as its ACBD domain is 

fused to a lipid metabolizing enzymatic Δ3,Δ2-enoyl-CoA isomerase domain (Fig. 3). ACBD2, 

which also localizes to peroxisomes, is a relatively late evolutionary invention and is only 

found in metazoans. Enzymatic activity measurements with recombinant wild type and mutant 

forms lacking the ACB domain showed that the ACB domain is not absolutely essential for the 

isomerase reaction but that the ACB domain may have a role in effectively channeling acyl-

CoAs to the isomerase domain [51]. At this time it cannot be excluded that the ACB domain 

may have an independent function not related to the enzymatic part of the protein (see section 

3.). 
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Overall, the combination of protein interaction domains with ACB domains might reflect a 

property of extended ACBD proteins in channeling lipid substrate to proteins involved in lipid 

metabolism or membrane transport (Table 1). As mentioned earlier, the role of ACBDs in lipid 

metabolism and transport is poorly defined in biological systems, but controlling/modifying 

the activity of other proteins or tethering membranes together may be an additional important 

function. We speculate that the protein interaction motifs and TMDs have been evolved to link 

the ACB domain-containing proteins to specific subcellular membranes, where they are 

exploited for organelle-specific functions, e.g. in acquiring lipids required for metabolic 

pathways or membrane lipid transport (Table 1, 2; Fig. 4). The increasing complexity of 

subcellular compartments during evolution appears to have led to a comparable evolution in 

ACBD proteins. While animals and fungi appear to share a principle ACBD inventory 

(ACBD1-, ACBD6-, ACBD5-like forms), plants likely accomplished a rather independent 

evolutionary radiation into structurally distinct forms, which may fulfill comparable but also 

distinct cellular functions. 

This increasing functional complexity is reflected by the gain of diverse protein interaction 

domains in the extended ACBDs and the acquisition of functions, which could potentially be 

regulated by the acyl-CoA bound to the ACB [47,52] (or vice versa) or act independently (Fig. 

3). Protein extension can also potentially change the cellular location of the ACBD protein (e.g. 

ACBD4/5; see section 5.), regulate the function of binding partners via protein-protein 

interaction (e.g. ACBD3; see section 4.), or add a new activity (e.g. ACBD2; see section 3.). 

In the following sections of this review, we will discuss the current knowledge of the various 

functions of animal and fungal ACBDs. More information on the structure, localization and 

function of the plant ACBPs can be found in several recent reviews and will thus not be 

discussed in detail [2,53–56].  

 

2. ACBD1 and ACBD7 proteins 

ACBD1, originally known as acyl-CoA binding protein (ACBP) or diazepam-binding inhibitor 

(DBI), is the smallest member of the ACBD family, as it consists mainly of a soluble ACB 

domain (Fig. 3). This single-domain protein has been reported to bind saturated and unsaturated 

C14-C22 acyl-CoA esters with very high affinity and specificity [23,57,58], and has been 

associated with several lipid-related processes including the regulation of acyl-CoA transport 

to different acyl-CoA-utilizing enzymes [1] (Table 1, 2). ACBD1 is ubiquitously expressed 

[1,59], showing the highest expression in tissues with a significant fatty acid turnover such as 
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liver, testis and adipose tissue [60,61]. Additionally, ACBD1 is highly expressed in the brain, 

including the hypothalamus, where it was initially identified as neuropeptide and named DBI 

[62,63].  

Expression of ACBD1 can be activated by lipogenic as well as lipo-oxidative transcription 

factors, including sterol regulatory element-binding proteins (SREBPs), peroxisome 

proliferator-activated receptor α (PPARα) and PPARγ [64,65]. ACBD1 was suggested to 

function in a transcriptional feedback loop, since SREBPs and PPARγ were downregulated in 

ACBD1 overexpressing transgenic rats [66]. Additionally, ACBD1 could negatively affect 

PPAR activation, possibly by regulating the availability of PPAR-ligands, such as fatty acids, 

by its partly nuclear localization [67]. On the other hand, ACBD1 can enhance hepatocyte 

nuclear factor 4α (HNF-4α) transactivation suggesting an influence on the expression of HNF-

4α target genes, including genes involved in lipid transport and metabolism [68]. It has been 

shown that ACBD1 and HNF-4α co-localise within the nucleus and in the perinuclear region 

in rat hepatoma and COS-7 cells, and interact directly in vitro. This all emphasises the 

important function of ACBD1 in the regulation of lipid metabolism. Studies indicate the 

involvement of ACBD1 in acyl-CoA transport and pool formation, modulating acyl-CoA-

regulated enzymes, fatty acid synthesis and degradation, steroid and bile acid synthesis, and 

complex lipid synthesis (reviewed in [1,36,69]). Although ACBD1 function and peroxisome 

metabolism have not been linked directly, peroxisomes also contribute to several of these lipid-

related processes [11,70].  

ACBD1’s regulation by and participation in both lipogenic and lipo-oxidative pathways may 

reflect its function as an acyl-CoA carrier, protecting acyl-CoA esters from hydrolysis [71], 

and transporting acyl-CoA esters to compartments for lipid synthesis as well as degradation. 

Although ACBD1 is primarily a cytosolic protein, the protein also localises to specific 

compartments, including the ER, Golgi apparatus, mitochondria and nucleus [1,36] (Table 1, 

2; Fig. 4). In this respect, ligand-binding may be required for the interaction with distinct 

subcellular compartments as shown for the localization to the ER/Golgi [72]. ACBD1 is 

involved in the degradation of fatty acids by transporting and donating acyl-CoA esters to 

mitochondria, likely by binding to the outer mitochondrial membrane protein carnitine 

palmitoyltransferase I (CPTI), the rate limiting enzyme in mitochondrial β-oxidation of long-

chain fatty acids (LCFAs, C12-C20) [73–75]. Interestingly, ACBD1 has been reported to bind 

with high affinity to acyl-CoA esters with a chain length of 22 carbons [23], representing very 

long-chain fatty acids (VLCFAs, ≥C22). VLCFAs are not a substrate for CPTI and can only be 

oxidized in peroxisomes, not in mitochondria [11]. This leads to the possibility that ACBD1 
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may transport C22 acyl-CoA esters to peroxisomes for β-oxidation. A peroxisomal localisation 

of ACBD1 has not been reported, but interestingly in a genome-wide analysis in mouse 

ACBD1 mRNA was found to be localised to peroxisomes [76], which might suggest an 

alternative mechanism to control targeting of the protein, as has been suggested for several 

peroxisomal proteins in Saccharomyces cerevisiae [77]. Interestingly, an interaction between 

peroxisomal acyl-coenzyme A oxidase 1 (ACOX1) and ACBD1 has been found in a high-

throughput yeast-two-hybrid screening of Drosophila melanogaster [78]. ACBD1 has also 

been associated with ACOX1 in a genome-wide transcript profiling study in which ACOX1 

gene expression was downregulated following ACBD1 knockdown in a human liver cancer 

cell line [79]. Thus, ACBD1 delivers LCFAs to mitochondria for degradation; whether ACBD1 

also localises to peroxisomes to deliver VLCFAs for degradation remains to be elucidated. 

Furthermore, ACBD1 may regulate the synthesis of VLCFAs. Depletion of the ACBD1 

orthologue in S. cerevisiae resulted in increased levels of C18:0 acyl-CoA esters and 

simultaneously in a strong reduction in C26:0 levels [80]. The study indicates that the transport 

of LCFAs to the chain elongation complex at the ER-membrane is impaired, so that these 

shorter-chain fatty acids cannot be elongated to VLCFAs. There is some evidence to suggest 

that ACBD1 may also play a role in the synthesis of VLCFAs in mammals. Increased C18:0-

CoA levels have been reported in the brain of ACBD1 deficient mice [63]. Since the oxidation 

of C18:0 was not altered and the expression of genes coding for de novo fatty acid synthesis 

enzymes, including ACC1 and FAS, were downregulated in ACBD1 depleted astrocytes, the 

increased levels of C18:0 may be the result of decreased LCFA elongation [63]. Another study 

found a decrease in the VLCFA content in the stratum corneum of ACBD1 deficient mice, 

although the elongation activity in the whole epidermis was not altered [81]. A role of ACBD1 

in the elongation of LCFAs has also been suggested in the synthesis of VLCFA ceramides. 

Both ceramide synthase 2 (CerS2) and CerS3 are activated by ligand-bound ACBD1 [82]. As 

both ceramide synthases utilize VLCFAs, it is likely that ACBD1 channels C22-C26-CoAs to 

CerS2 and CerS3. Gel shift assays show that ACBD1 has the ability to bind C24- and C26-

CoA, however, exact affinities have yet to be determined. As CerS2 interacts with both ACBD1 

[82] and VLCFA elongase ELOVL1 [83], the proteins may form a complex coordinating 

synthesis of VLCFA esters and ceramides. If ACBD1 does play a role in the synthesis of 

VLCFAs, it may indirectly affect the peroxisomal VLCFA β-oxidation. In addition, 

C24:0/C26:0-CoA has to be channelled from the ER to the peroxisomal membrane, but the 

proteins responsible for this remain unknown (see also section 5.). Therefore, ACBD1 might 
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be a candidate. Overall, ACBD1 plays important roles in the transport and donation of fatty 

acids for both degradation and synthesis. 

 

Besides its function as acyl-CoA carrier, ACBD1 was identified as a secreted brain 

neuropeptide, modulating the gamma-aminobutyric acid (GABA) type-A receptor, the main 

inhibitory neurotransmitter receptor located in brain synapses, and named diazepam-binding 

inhibitor (DBI), as it can inhibit the binding of the anxiolytic drug diazepam to the GABA 

receptor [84]. This could not be reproduced by others and a direct interaction between ACBD1 

and the GABA receptor has never been shown [23,85], but multiple studies support modulation 

of GABA transmission by ACBD1; ACBD1 and its proteolytic peptide fragments, including 

octadecaneuropeptide (ODN) produced by astroglial cells, regulate neuronal activities by 

stimulating neurosteroid biosynthesis [86] and neurogenesis [87] via GABA receptor 

modulation. ACBD1 can also act as a neuroprotective factor by activation of a metabotropic 

receptor [88]. Moreover, ACBD1 functions not only as synaptic neuropeptide (endozepine), 

but also influences brain physiology via its endogenous expression by regulating LCFA 

metabolism in astroglial cells [63]. Breitling (2004) [89] hypothesized that ACBD1 may 

contribute to the pathogenesis of peroxisomal disorders by dysregulating the GABAergic 

system, causing severe neurological defects. The author suggests that peroxisomal dysfunction 

leads to the accumulation of lipid metabolites e.g. acyl-CoA, causing downregulation of 

ACBD1 and hence in its function as a diazepam-binding inhibitor an over-activation in GABA 

signalling in neurons. However, the paper does not show a direct link between ACBD1 and 

peroxisomal disorders. The possible role of ACBD1 in the pathogenesis of peroxisomal 

disorders relies largely on the identification of ACBD1 in a microarray database search in 

which proteins were screened for three relative general criteria: its involvement in lipid 

metabolism, brain or neuronal function, and signalling or transcription [89], though the study 

proposes a different perspective on a possible ACBD1-peroxisome connection.  

Studies on rodent behaviour associate ACBD1 with social interest [90] and learning [91,92], 

and there are also links between ACBD1 and anxiety, since intracerebroventricular 

administration of ODN induces anxiogenic effects in rodents [93]. Additionally, ACBD1 

polymorphisms have been associated with anxiety disorders with panic attacks in humans [94]. 

However, anxiety-like behaviour was not affected in ACBD1 knock-out mice [95] as well as 

transgenic mice overexpressing ACBD1 [91]. It was recently reported that astroglial ACBD1 

deficiency promoted diet-induced obesity in mice [96]. This could be prevented by viral rescue 

of ACBD1 in astrocytes in the nucleus arcuatus (ARC), a hypothalamic nucleus that regulates 
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energy homeostasis. In line with this, it was very recently reported that short-term starvation 

of cultured cells or mice caused the autophagy-dependent secretion of ACBD1 [97]. In mice, 

injection of ACBD1 protein inhibited autophagy, induced lipogenesis, reduced glycemia, and 

stimulated appetite as well as weight gain. In contrast, ACBD1 neutralization enhanced 

autophagy, stimulated fatty acid oxidation, inhibited appetite, reduced weight gain in the 

context of a high-fat diet or leptin deficiency, and accelerated weight loss [97]. The ACBD1 

orthologues in S. cerevisiae and Caenorhabditis elegans have also been associated with food 

intake, indicating a conserved role for ACBD1 in appetite [98]. In humans, ACBD1 levels were 

observed to be abnormally low in persons with anorexia nervosa but excessively high in obese 

patients. Neutralization of ACBD1 might therefore constitute a strategy for treating obesity, 

whereas its administration may be beneficial in patients with anorexia [97]. Interestingly, 

ACBD1 paralog ACBD7 was also recently reported to influence feeding behaviour in mice 

[99]. ACBD7 and its processing product nonadecaneuropeptide (NDN) are produced by 

GABAergic and pro-opiomelanocortin (POMC) neuronal cells in the ARC. 

Intracerebroventricular administration of NDN inhibited food intake and enhanced energy 

expenditure in fasted mice. Both ACBD1 and ACBD7 seem to control feeding behaviour and 

energy expenditure via the melanocortin system [96,99] (Table 1). Peroxisomes have also been 

linked to this regulatory circuit; peroxisome proliferation-associated regulation of ROS levels 

in POMC neurons affected feeding behaviour in mice [100]. 

 

3. ACBD2/ECI2 protein 

ACBD2 (ECI2, PECI) is a peroxisomal Δ3,Δ2-enoyl-CoA isomerase, which represents a fusion 

of a larger C-terminal, enzymatic enoyl-CoA isomerase part to an N-terminal ACB domain, 

which is structurally similar to ACBD1 [51] (Fig. 3). The enzyme was first identified as an 

enoyl-CoA isomerase according to its sequence similarity to its yeast orthologue ECI1 and 

found to be localized to peroxisomes, in which it is imported into the organelle matrix, in 

human and mice [101,102] (Table 1, 2; Fig. 4). ACBD2’s ACB domain was identified 

according to its sequence similarity to ACBD1 [103]. A subsequent study on the rat enzyme 

further showed the bimodal distribution of ACBD2/ECI2 to peroxisomes as well as 

mitochondria [104], whilst its yeast homolog ECI2/DCI1 is solely peroxisomal [105,106]. 

Indeed, there are two cDNA isoforms in mammals; both exhibit a C-terminal peroxisomal 

targeting sequence 1 (PTS1), however, the longer form possesses an additional mitochondrial 

targeting sequence (MTS) at its N-terminus (aa 1-35). According to its enoyl-CoA isomerase 

domain, the protein is primarily required as an auxiliary enzyme for the β-oxidation of 
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unsaturated long- and VLCFAs, specifically to convert Δ3 into Δ2 enoyl-CoAs which can be 

further degraded by the straight-chain peroxisomal β-oxidation pathway [107] (Table 1). 

However, while the enzymatic function of the protein is well established, the role of its ACB 

domain remains unresolved. Supposedly, the ACB domain works as an acceptor for acyl-CoAs 

in the peroxisome matrix in order to efficiently exchange substrates or products with the 

protein’s enzymatic domain. In this regard, a recent study showed that a truncated version of 

ECI2 without the ACB domain was still functional but exhibited less enzymatic activity than 

the complete protein [51]. Interestingly, as described above, the ACB domain can only be found 

in animal species, whereas the homologous plant and fungal ECI2 proteins lack this N-terminal 

sequence extension. Moreover, in murine species a closely related peroxisomal protein, ECI3, 

has been described which also lacks the ACB domain found in ACBD2/ECI2 [108]. Thus, the 

ACB domain is not obligatory for ACBD2/ECI2’s enzymatic activity but may increase the 

effectivity of the enzymatic domain by channeling acyl-CoAs for their subsequent metabolism. 

Alternatively, the ACB domain of ACBD2 might fulfill an independent, hitherto undetected 

function for example as an intraorganellar acyl-CoA reservoir/transporter (Table 1). Recently, 

ACBD2/ECI2 was found to be significantly up-regulated in prostate cancer [109]. Further 

peroxisomal enzymes which are consistently induced in malignant prostate tumors are 

AMACR and ACOX3 [110,111], which both contribute to the catabolism of branched-chain 

fatty acids [112,113]. However, there seems to be no general up-regulation of peroxisomal lipid 

metabolism [111]. While ACBD2/ECI2’s role in the metabolism of unsaturated fatty acids does 

not explain such a concerted up-regulation with enzymes from the branched-chain fatty acid 

catabolism, these findings indicate that the protein’s ACB domain might contribute to other 

peroxisome pathways. 

A recent study reported that ACBD2/ECI2 might act as a tether between peroxisomes and 

mitochondria in mammalian cells [10] (Table 1, 2). As a mechanistic explanation the authors 

suggested that ACBD2/ECI2 interacts in parallel with the mitochondrial outer membrane 

import protein TOMM20 via its N-terminal MTS and with the cytosolic peroxisomal import 

receptor PEX5 via the C-terminal PTS1 sequence. Thereby, the protein would enter and block 

both import machineries and thus tether mitochondria and peroxisomes to each other [10]. 

Thus, in addition to ACBD4 and ACBD5 (see section 5.), ACBD2/ECI2 would be the third 

peroxisomal ACBD protein with an organelle tethering function, however, facilitating this 

function by a completely different and unique mechanism (see section 5. for comparison with 

ACBD4/5). Moreover, protein import into peroxisomes (folded protein) and mitochondria 

(unfolded sequence) differs substantially, adding further complexity to the formation of a 
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potential tethering complex. Remarkably, ACBD2/ECI2 is not the only protein with a 

combined N-terminal MTS and a C-terminal PTS1: several peroxisomal matrix proteins like 

e.g. peroxiredoxin 5, glutathione-S-transferase kappa or the Δ(3,5)-Δ(2,4)-dienoyl-CoA 

isomerase ECH1 are expressed as sequences or isoform sequences which have such opposing 

double-targeting signals (see [114]). Therefore, future studies are required to investigate if such 

proteins generally provide interactions between peroxisomes and mitochondria. Furthermore, 

it is indispensable to evaluate the existence of TOM20-ACBD2/ECI2-PEX5-PEX14 

multimeric complexes at the biochemical level and to provide triple staining, showing in 

parallel mitochondrial and peroxisomal markers and signals for ACBD2/ECI2 in order to verify 

that a significant proportion of the latter protein is localized directly at the contact sites between 

both organelles. 

 

4. ACBD3 protein 

ACBD3 was formerly named GCP60 (Golgi complex-associated protein of 60 kDa), Golgi 

complex-associated protein 1 (GOCAP1), PAP7 (cAMP-dependent protein kinase and 

peripheral-type benzodiazepine receptor associated protein 7) and GOLPH1 (Golgi 

phosphoprotein 1) [29]. The multiple names reflect the diverse functions of ACBD3 and its 

probably most prominent biophysical quality – the interaction with numerous, different 

proteins (Table 1, 2). ACBD3 consists of an N-terminal ACB domain followed by a charged 

amino acid region, a glutamine-rich coiled coil region (Q-domain) and a C-terminal GOLD 

domain (Fig. 3). Protein interactions are facilitated by binding to the Q-region but more 

frequently by the GOLD domain. Proteins with C-terminal GOLD domains regularly contain 

N-terminal lipid binding domains as found in ACBD3 and may function as double-headed 

adaptors connecting a protein and a lipid entity [43]. Thereby, these proteins may act as cargo 

loading proteins attaching soluble proteins to a specific membrane or by transmitting lipid 

species from the cytosol to a membrane-anchored interaction partner. 

 

According to its interaction with several members of the golgin-family, ACBD3’s GOLD 

domain appears to facilitate its localization to the Golgi compartment (Table 1, 2; Fig. 4). In 

this respect, ACBD3 is potentially part of a protein scaffold interacting with the golgins giantin 

[115] and golgin-45 [116] at either the Golgi rim or in between Golgi cisternae, respectively. 

In line with the differential localization of the golgin-45 and giantin interaction, ACBD3 

appears to participate in two distinct Golgi multiprotein complexes [117]. This scaffold-

forming quality of ACBD3 is supported by the finding that ACBD3 can self-interact via its 
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GOLD domain [118], assembling oligomers of high molecular weight [119]. This structure-

giving function of ACBD3 may be essential for maintaining Golgi integrity as ACBD3 

knockdown resulted in Golgi fragmentation [120]. Additionally, the protein’s GOLD domain 

is able to recruit further proteins to the Golgi membrane. ACBD3 was reported to localize the 

sphingolipid transfer protein FAPP2 to the Golgi, where it is required for transmitting 

glycosylceramides to the trans-Golgi compartment in order to be metabolized into complex 

glycosphingolipids [120]. Also associated with sphingolipid transport is ACBD3’s interaction 

with the ER-resident phosphatase PPM1L [18]. Two ACBD3 molecules were proposed to 

tether ER and Golgi membranes via parallel interaction with PPM1L and giantin. In 

cooperation with the ER-tethering protein VAPA, PPM1L can dephosphorylate and modulate 

the activity of the ceramide transport protein CERT at the contact site thereby regulating 

ceramide transport between the ER and Golgi [18].  

ACBD3 can further interact with Golgi proteins via its coiled-coil Q-region. Golgin-160 is a 

caspase-sensitive protein at the Golgi membrane, which after cleavage exposes a cryptic 

nuclear targeting signal inhibiting apoptosis upon nuclear translocation [121]. ACBD3 retains 

golgin-160 cleavage fragments at the Golgi surface, thereby preventing their nuclear 

translocation [122,123].  

Phosphatidylinositol 4-phosphate (PI4P) is an essential Golgi-enriched membrane lipid 

involved in cell signaling and membrane lipid transport [124]. Thus, for local PI4P synthesis, 

PI4 kinases (PI4K) have to localize at the Golgi. While type II PI4Ks are palmitoyl-anchored, 

type III PI4Ks like PI4KB are cytosolic and have to be recruited by interaction with membrane 

proteins. PI4KB is localized to the Golgi membrane via interaction with ACBD3’s Q-domain 

in parallel enhancing its catalytic activity [125]. The putative Rab33 GTPase-activating 

proteins (GAP) TBC1D22A and B were also reported to interact with ACBD3 via its Q-domain 

[118]. In this respect, facilitating multiple protein interactions via the protein’s different 

protein-binding domains (Q-domain for TBC1D22, GOLD-domain for golgin45) allows the 

formation of large protein oligomers like the ACBD3-GRASP55‐Golgin45-TBC1D22 

cisternal adhesion complex [116].  

In addition to the Golgi compartment, ACBD3 is localized at mitochondria where it interacts 

with the cholesterol translocator protein TSPO/peripheral benzodiazepine receptor (PBR) and 

the regulatory subunit RIα of protein kinase A (PKA) [126] (Table 1, 2; Fig. 4). TSPO is part 

of a multiprotein complex containing VDAC, StAR and ANT transmitting cholesterol to the 

inner mitochondrial membrane for steroid synthesis [127]. By interacting in concert with TSPO 

and RIα, ACBD3 functions as an A kinase anchoring protein (AKAP) connecting the PKA 
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holoenzyme with its target TSPO to regulate steroidogenesis [126,128]. Interestingly, ACBD1 

was also reported to interact with TSPO to stimulate steroidogenesis [129,130], which may 

suggest that both ACBDs contribute to a shared protein network regulating mitochondrial 

cholesterol transport. 

ACBD3 is also observed at the plasma membrane in intestinal and neuronal cells [131,132] 

(Table 1). In neurons, ACBD3 interconnects the iron transporter DMT1 (divalent metal 

transporter 1) with the NO-activated GTPase DEXRAS1, thereby enabling regulation of 

cellular iron uptake [131]. In the intestine, ACBD3 interaction with DMT1 was found to 

depend on the cellular metabolic state. Under iron starvation conditions, DMT1 and ACBD3 

both localized to the apical brush border membrane [132]. In response to iron feeding, the 

proteins translocated to different subcellular sites (for ACBD3 the basolateral membrane and 

Golgi). Thus, ACBD3-binding to DMT1 might contribute to the regulation of DMT1 

internalization thereby influencing iron influx [132]. 

In addition to its membrane associated functions, ACBD3 is able to act in the cytosol. During 

division of neuronal progenitors, the cytosolic cell fate determining protein Numb is 

asymmetrically distributed among daughter cells inducing specification into a neuron and 

another progenitor cell for self-renewal [133]. During mitosis-induced Golgi fragmentation, 

ACBD3 is released into the cytosol where it interacts with Numb’s N-terminal region 

[134,135]. Numb’s N-terminal amino acid sequence exhibits two phosphorylation sites 

targeted by the atypical Protein Kinase C (aPKC) in the process of asymmetric Numb 

segregation. Thus, ACBD3 might modulate accessibility of these phosphorylation sites thereby 

regulating asymmetric Numb distribution into daughter cells. 

 

Besides its cellular functions, ACBD3 has been co-opted for the replication of multiple 

members of the picornavirus family, which include important human pathogens such as 

poliovirus, enterovirus 71, coxsackieviruses, hepatitis A virus and rhinoviruses. PI4KB is an 

essential host factor for the formation of so-called replication organelles (RO) – rearranged 

membrane structures required for viral genome replication [22]. At the RO membrane, PI4KB 

synthesizes PI4P thereby attracting PI4P-binding proteins to the RO to be exploited for the 

viral RNA replication machinery [136]. In order to recruit PI4KB to the RO, ACBD3 

interconnects the viral 2B, 2BC, 2C, 3A and 3B protein complex with PI4KB [137,138]. Since 

the viral 3A protein competes with golgins in binding to ACBD3’s GOLD domain, the 

ACBD3-3A interaction likely induces a release of ACBD3 from the Golgi, thus ‘piggybacking’ 

PI4KB to the RO [118,139]. As reported above, ACBD3 not only binds PI4KB but also 



20 
 

amplifies its enzymatic activity, thus increasing PI4P synthesis at RO membrane [125]. 

Remarkably, ACBD3 has been recently reported to connect the ER-Golgi cholesterol transport 

machinery with the RO of the Aichi virus [140]. The viral 2B, 2BC, 2C, 3A, and 3AB protein 

complex was found to interact with the cholesterol transferring oxysterol-binding protein 

(OSBP) thereby assembling a VAP/OSBP/SAC1 complex at RO-ER membrane contact sites. 

In this context, ACBD3 is recruited to the RO via interaction with each of the viral proteins. A 

parallel additional interaction with the VAPA/B, SAC1 and OSBP complex stabilizes the 

complex between the ER proteins VAP/OSBP/SAC1 and the viral RO proteins in order to 

interconnect the host ER membrane with the viral RO for cholesterol transfer from the ER to 

the RO. 

 

Despite the increasing number of identified protein interactions implying that ACBD3 is a 

central player in cellular signaling and membrane domain organization [29,117], current 

knowledge on the relevance of ACBD3’s name giving ACB domain is surprisingly scarce. Its 

predicted 3D-structure exhibits an altered structural conformation compared to the 

experimentally deduced 3D-structures of the ACB domains from ACBD1, ACBD2 and 

ACBD6, thus implying that ACBD3 binds distinct acyl-CoA species [29]. Moreover, 

incubation of purified ACBD3 with either palmitoyl- or oleoyl-CoA resulted in the formation 

of protein oligomers suggesting that the protein changes its conformation upon acyl-CoA 

binding [119]. This may indicate that ACBD3 function is regulated by acyl-CoA binding. 

SREBP1 is a nuclear transcription factor activating de novo synthesis of fatty acids [141]. 

ACBD3 expression was recently shown to attenuate nuclear translocation of SREBP1 by 

interacting and stabilizing SREBP1’s membrane-associated full-length form at the Golgi 

thereby reducing cellular palmitate synthesis [52]. Expression of ACBD3 lacking the ACB 

domain did not induce this effect. Thus, ACBD3 might sense intracellular acyl-CoA 

availability with its ACB domain, which induces changes in ACBD3 conformation stabilizing 

interaction and Golgi association of full-length SREBP1. In this regard, ACBD3 may help to 

decrease gene expression of fatty acid synthesizing proteins when intracellular acyl-CoA pools 

are high. However, the actual binding affinities of ACBD3 for distinct acyl-CoAs have still to 

be determined in order to understand its particular role in the cellular network regulating lipid 

homeostasis. 

As illustrated in this section, ACBD3 appears to be a multivalent scaffolding protein, regulating 

interactions between several core protein complexes and some more dynamically or 

temporarily associated functional proteins. Most of the interactions appear to be confined to 
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the Golgi, where ACBD3 appears to localize by interaction with different member of the 

golgin-family in order to recruit further proteins to the Golgi-membrane. Nevertheless, the 

function of the bipartite protein interaction domains of ACBD3 can also be exploited at other 

subcellular membranes like the mitochondrial outer or plasma membrane. Several of the 

functions fulfilled by ACBD3 might be independent of the protein’s ACB domain, while others 

might link the cell’s lipid metabolic status with the general cellular homeostasis. In this respect, 

it remains unclear if the ACB domain was fused to a precursor protein with an already complex 

interactome, or if novel acyl-CoA binding independent functions were acquired after fusion to 

its C-terminal extension by a stepwise diversification protein interaction network. In order to 

understand ACBD3s role in cellular physiology, it will be important to unravel how ACBD3 

can coordinate its large, variable and dynamic protein interaction network, and to identify 

potential targets for posttranslational modifications, which could facilitate the underlying 

regulatory mechanisms. 

 

5. ACBD4/5 and Atg37 proteins 

ACBD4 and ACBD5 proteins are only found in animals and fungi (Fig 1, Fig. S1). The 

transcript variants encoding a C-terminal TMD have recently been found to localise to 

peroxisomes [7] (Table 1, 2; Fig. 4). The autophagy related protein Atg37 is the homologue 

of ACBD4/5 in fungi and likewise an ACB domain protein at the peroxisomal membrane. In 

the yeast Pichia pastoris, Atg37 is required for the formation of phagophores (membrane 

precursors formed upon induction of autophagy) during pexophagy, the specific degradation 

of peroxisomes [47,142]. The role of Atg37 in pexophagy is in the recruitment of the 

pexophagic receptor complexes which link peroxisomes to the autophagic machinery. Atg37 

interacts with the pexophagy-specific autophagy receptor Atg30, allowing recruitment of 

peroxisomes to the pexophagic complex, and facilitating efficient degradation of peroxisomes 

[142]. Interestingly the interaction between Atg37 and Atg30 requires the ACB domain of 

Atg37, and in vitro Atg30 and palmitoyl-CoA compete for Atg37 binding, suggesting a 

potential mechanism for how Atg37-mediated pexophagy could be regulated [47]. Mammalian 

ACBD5s and isoform 2 of ACBD4 are C-tail-anchored peroxisomal membrane proteins with 

an N-terminal ACB domain [7,47,143,144] (Fig. 3). It was recently revealed that ACBD5 and 

ACBD4 function as molecular tethers in the formation of peroxisome-ER membrane contact 

sites (MCSs) [4,5,9] (Table 1, 2; Fig. 4). An estimated 80-90% of peroxisomes are closely 

associated with the ER, suggesting an important physiological role of those contacts in 

mammalian cells [145]. Both ACBD5 and ACBD4 interact through a FFAT-like motif with 
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VAP proteins (VAPA, VAPB) at the ER [4,5,9]. VAP proteins (vesicle-associated membrane 

protein (VAMP)–associated proteins) are C-tail-anchored adaptor proteins in the ER 

membrane with roles in inter-organellar lipid exchange, MCS formation, and membrane 

trafficking [146]. They possess a major sperm protein (MSP) domain that interacts with the 

FFAT(-like) motif of protein partners located on the opposing membrane [147]. Supporting a 

function in peroxisome-ER tethering, co-expression of ACBD5 and VAPB increased contact 

sites, whereas depletion reduced them. Whereas mutations in the ACBD4/5 FFAT-like motif 

abolished interaction with VAPB and reduced peroxisome-ER interaction, a functional N-

terminal ACB domain was not required for the tethering function [4,5,9]. In our analysis of the 

FFAT motif of ACBD4/5 proteins across species (see section 1.) we could not detect a specific 

FFAT motif in Pichia pastoris Atg37 suggesting that, unlike ACBD4/5, it may not have ER 

tethering function. Conversely, ACBD4/5 may not have a function in pexophagy [6,8].  

Disruption of the ACBD5-VAP contacts increased peroxisome motility, revealing a new role 

of peroxisome-ER tethering in the regulation of peroxisome mobility and positioning [4,5] 

(Table 1). Loss of peroxisome-ER contacts also prevented peroxisomal membrane expansion, 

which is required for the formation of peroxisomes by membrane growth and division [4,148]. 

Conversely, overexpression of ACBD5 in cells deficient in peroxisome fission induced 

peroxisome elongation [5]. These observations support a role of the ACBD5-VAP contact in 

peroxisome biogenesis and membrane lipid transfer. Many of the metabolic functions of 

peroxisomes in lipid metabolism are carried out in partnership with the ER [14]. This includes 

the synthesis of ether-phospholipids (e.g. myelin sheath lipids), which in mammalian cells is 

initiated in peroxisomes but completed in the ER. The first patients diagnosed with a functional 

ACBD5 deficiency presented with retinal dystrophy and white matter disease [149]. Further 

characterisation revealed a peroxisome-based disorder with progressive leukodystrophy, 

ataxia, progressive microcephaly with facial dysmorphisms, in addition to retinal dystrophy 

[6,8]. Patients showed a loss of ACBD5 protein, a reduction in ether-phospholipids [150], and 

accumulation of VLCFAs due to a dysfunction in peroxisomal β-oxidation [6,8]. It is suggested 

that ACBD5 facilitates transport of VLCFAs into peroxisomes for subsequent β-oxidation 

[6,8,150]. We hypothesize that the ACBD5-VAP tether contributes to the formation of a 

peroxisome-ER metabolic hub that allows control of fatty acid chain length: Fatty acids 

elongated at the ER can be prevented from synthetizing excess amounts of over-long VLCFA 

via transmission to peroxisomes for immediate degradation via β-oxidation [17]. In this context 

it should be noted that a disruption of peroxisome metabolism not only prevents VLCFA 
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degradation but induces fatty acid elongation at the ER [151] suggesting that fatty acid 

synthesis and break down are regulated in a tightly controlled feed-back mechanism, 

potentially via coordinating catabolic and anabolic pathways at peroxisome-ER contact sites. 

Remarkably, the long-chain acyl-CoA synthetase ACSL1 was identified as a direct interaction 

partner of ACBD5 and VAPB [152]. As outlined above, there is evidence that inter-organelle 

communication at peroxisome-ER contacts mediated by the ACBD5-VAP tether regulates 

several physiological processes including fatty acid/lipid metabolism, membrane lipid 

exchange, peroxisome biogenesis, mobility and positioning [17] (Table 1, 2). 

Interestingly, a recent interactomics study uncovered an important role for peroxisomes in Zika 

virus infection and revealed the peroxisome-ER tether proteins ACBD5 and VAPA/B as host 

interaction proteins [21]. The study used BioID and IP-MS to generate a global Zika virus-host 

protein interactome for the ten polypeptides encoded in the viral genome. Extensive organellar 

targeting of Zika virus to host cell organelles involved in lipid biosynthesis and metabolism, 

including the ER, peroxisome and lipid droplets was uncovered [21]. The non-structural viral 

protein NS2A specifically targeted peroxisomal membranes, and Zika virus replication was 

significantly impaired in cells lacking functional peroxisomes. The authors propose that NS2A 

targets peroxisomes to remodel host-cell lipid populations and/or to effect viral escape from 

the host innate immune response, which was previously shown for Dengue and West Nile virus 

[153]. Those viruses can cause mosquito-borne neurological disease and death. Lipidomic 

analysis revealed increased levels of plasmalogens in serum of Zika virus-infected subjects 

further suggesting a link between viral life cycle and peroxisomes, which are required for 

plasmalogen biosynthesis [154].  

 

There is firm evidence now that ACBD4/5 mediate tethering of peroxisomes to the ER and 

contribute to fatty acid/lipid metabolism at the peroxisome-ER interface. It remains to be 

established how fatty acids/lipids are exchanged between peroxisomes and ER at those 

contacts, and how these mechanisms impact on human health and disease.  

 

6. ACBD6 proteins 

ACBD proteins carrying ankyrin-repeat motifs represent the second most abundant ACBD 

forms predicted from eukaryotic genomes [1]. The representative member of the mammalian 

family is annotated as ACBD6 (Fig. 3). It was first identified in hematopoietic cells [155], but 

is produced in other tissues and cells [156,157]. The human ACBD6 is a soluble protein 
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detected in the cytosol and nuclei of cells [155] and is involved in the regulation of acylation 

of lipids and proteins [19,119,158,159] (Table 1). ACBD6 supports the re-acylation of 

lysophospholipids, which is an essential reaction necessary for the repair/renewal of damaged 

lipids in membranes. ACBD6 controls the rate of acylation of lipids at the level of acyl-

CoA:lysophospholipid acyltransferases (LPLATs), preventing the inhibition of the LPLAT by 

excess acyl-CoAs. Acyl-CoAs have detergent-like properties that can damage proteins and the 

acyl-CoA sequestration by ACBD6 appears to protect the enzymes by limiting availability of 

free acyl-CoAs [119]. Interestingly, the acylation supporting function of ACBD6 can be 

exploited by pathogens. In cells infected with the bacterium Chlamydia trachomatis, ACBD6 

was found to be recruited into the parasitophorous vacuole and depleted from the host 

compartment [19,160]. Moreover, ACBD6 modulates the bacterial acylating enzymes and may 

support remodeling of host lipids with bacterial-derived branched-chain fatty acids in pathogen 

infected cells [19,119,161]. Interestingly, peroxisomes are also translocated to the 

parasitophorous vacuole and may be exploited to produce bacteria-specific plasmalogens 

[162]. 

The N-myristoylation of proteins can affect their activity and association with membranes, and 

mediates oligomeric assembly and the interaction with other proteins [163,164]. After the 

removal of the initiator methionine, N-myristoyltransferases (NMTs) catalyze the amide 

linkage of the rare 14-carbon long saturated chain of myristoyl-CoA to an N-terminal glycine 

of proteins [163,165–167]. They are essential for the maintenance of cellular functions but as 

well for the intracellular development of pathogens such as parasitic protozoa, fungi, and 

viruses [168–172]. In this pathway, human ACBD6 stimulates the activity of the N-

myristoyltransferases NMT1/NMT2 and provides specificity for their substrate [158,159] 

(Table 1, 2; Fig. 4). N-myristoyltransferases lack binding specificity for the 14-carbon acyl 

chain and other acyl-CoAs, such as the more abundant C16-CoA, can bind and block the 

enzymes [163,173,174]. ACBD6 interacts with NMT2 and forms a complex via its C-terminal 

domain, in which the ankyrin-repeat motifs are located [159]. Likewise, the Drosophila 

ACBD6 homolog Anox interacts with the NMT enzyme and may indicate that a similar 

mechanism is conserved in the fruit fly [175,176]. In the complex, ACBD6 stimulates activity 

and favors binding of C14-CoA to NMT2 even in the presence of competing acyl-CoAs. 

Complex formation does not require the ACB domain but the stimulatory effect of ACBD6 is 

dependent on both the presence of the ankyrin-repeat region and of an intact ACB domain. 

Acyl-CoA-bound ACBD6 forms a more stimulatory complex than apoACBD6, and ACB 

mutants deficient in ligand binding are impaired in their ability to stimulate NMT activity 
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[158,159]. Phosphorylation of ACBD6 enhances the N-myristoyltransferase activity [158]. The 

regulation of N-myristoyltransferase is even conserved in the apicomplexan parasite 

Plasmodium falciparum ACBD6-like protein. This enzyme is more sensitive to competition by 

C12-CoA rather than C16-CoA and both P. falciparum and human ACBD6 protein can provide 

protection against C12-CoA [158].  

Additionally, ACBD6 may be involved in the control of cellular metabolism at different 

regulatory levels as suggested by findings from invertebrate homologs. The loss of the 

Drosophila ACBD6 Anox in a mutant fly resulted in a significant decrease in feeding activity 

and food intake [175]. Anox is expressed in chemosensory organs and neurons of the central 

nervous system and appears essential for the regulation of insulin signaling by modulating 

sugar-induced nerve responses. In this respect, it should be mentioned that lipid and glucose-

sensitive neurons of the CNS appear to form complex regulatory networks required for 

maintaining energy and glucose homeostasis [177], which might partially explain the 

association of an acyl-CoA binding protein with insulin signaling pathways in the fruit fly. The 

absence of the Caenorhabditis elegans ACBD6 homolog CeACBP-5 led to a 50% increase in 

the production of lipid droplets [178]. In the nematode, acyl-CoA binding proteins appear to 

regulate triacylglycerol metabolism, which was also drastically affected by loss of CeACBP-

1.  

Remarkably, acyl-CoA binding in ACBD6 appears to be regulated by phosphorylation. While 

several ACBD members are phosphorylated in vivo, ACBD6 appears to be the only member 

that is phosphorylated on residues within the ACB domain [158,179,180]. The two ACBD6 

residues known to be phosphorylated are serine 106 (Ser106) and Ser108 which are -1 and +1 

residue of the fourth α–helix of the ACB domain of human ACBD6 (according to the structural 

information available at entry PDB:2COP of ProteinDataBase). These serine residues are not 

essential for acyl-CoA binding and for the localization of ACBD6 [158]. Ser106 is conserved 

in the ACB domain of some other ACBD proteins but it is not known to be phosphorylated in 

these forms and the first residue of α-helix 4 (Ser108 in ACBD6) is often replaced by a 

glutamate residue. Purified phospho-ACBD6 protein has higher acyl-CoA binding capacity 

than ACBD6 and displacement of bound acyl-CoA to phospho-ACBD6 required a higher 

concentration of competitors compared to the non-phosphorylated form [158]. Glutamate can 

often mimic phosphorylation of a serine residue due to its negative charge, and the ‘permanent’ 

phosphorylation of the +1 residue of α–helix 4 compared to an alternative phospho-state of 

Ser108 supports the notion that acyl-CoA binding activity of ACBD6 can be regulated in vivo. 

Cell cycle global profiling of human phospho-proteins detected a specific upregulation of 
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phosphorylation of ACBD6 Ser106 and Ser108 during the M-phase [179,180]. This finding 

strongly suggests that function of the phosphorylated form of ACBD6 is increased during 

mitosis and also raise the question whether de-phosphorylation is regulated.  

Ankyrin-repeat containing ACBDs are not restricted to metazoans but are found among all 

three organismal phyla and were initially identified in Arabidopsis thaliana [154,155]. Of note, 

a general difference between the ACBP class II found in plants and the ACBD6 forms of 

metazoans, fungi and amoebozoa is the presence of a potential N-terminal TMD or 

hydrophobic signaling sequence (Fig. 3). In line with this motif, the two plant homologs 

AtACBP1 and AtACBP2 are located in the ER and plasma membrane but it remains to be 

determined if the N-terminal sequence functions as a true membrane anchor [57,156,157]. 

AtACBP1 and AtACBP2 are essential for embryonic development and absence of ACBP1 

alters adaptation to cold and drought, heavy-metal stresses, sterol and very-long acyl-CoA 

metabolism and abscisic acid signaling [58,158–163]. AtACBP2 interacts with the ethylene-

responsive element-binding protein AtEBP via its ankyrin-repeat motifs [157]. AtACBP1 

protein has been shown to interact with a broad variety of compounds, such as lead [161], the 

phospholipids phosphatidylcholine and phosphatidic acid [159,160], and the phospholipase 

PLDα [159]. Moreover, ACBP class II proteins play a role in pathogen infection and growth. 

The absence of ACBP1 increases susceptibility of leaves to infection by the fungal pathogen 

Botrytis cinerea as a result of a decreased wax production and weakened cuticle layer [163]. 

Orthologous ankyrin-containing proteins from apicomplexan parasites (alveolata) are also 

membrane bound, but their N-terminal structure is heterogeneous. Cryptosporidium parvum 

CpACBP1 is associated to the parasitophorous vacuolar membrane but does not contain a 

potential TMD sequence [164,165]. Plasmodium falciparum, Plasmodium vivax and 

Toxoplasma gondii possess ACBD6-like proteins which exhibit predicted transmembrane 

motifs at their N-terminal end [164,166] and are thus potentially membrane-anchored. 

Toxoplasma gondii TgACBP2 is localized in the mitochondrial membrane but the 

phosphorylated form is sorted to the plasma membrane [167]. The acyl-CoA binding activity 

of the protozoan Cryptosporidium parvum, CpACBP1 and of Plasmodium falciparum 

PfACBD6 have been determined and show highest affinities for a chain length between 14-16 

C-atoms [164,165]. Toxoplasma gondii TgACBP2 is important for cardiolipin metabolism and 

intracellular growth of the parasite [167], while the function of the homologs from 

Cryptosporidium and Plasmodium is still unknown. As exemplified in the last paragraph, 

evolutionary radiation can significantly modulate the protein architecture of ACBD 

orthologues in different organism groups. In this respect, the proteins may combine functions 
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which are still conserved among species with novel ones which were e.g. acquired by gaining 

access to alternative subcellular localizations with different surrounding protein environments.  

The functional relevance of mutations in the ACBD6 gene, which have not been associated 

with a disease so far, is now under investigation. Homozygous loss-of-function mutations in 

ACBD6 have been identified in individuals with a neurodevelopmental disorder (ES&FK, 

personal communication). Analysis of the processes regulated by ACBD6 (protein and lipid 

acylation) affecting the activities of neuronal proteins by lipid-modification represents a new 

avenue of research in neuron biology. 

 

7. Concluding remarks 

There is compelling evidence now that ACBD proteins are ancient proteins which have evolved 

to fulfil other functions in addition to their original roles in acyl-CoA transport and 

stabilisation. The small soluble ACBDs appear to act as acyl-CoA transporters and reservoirs, 

enabling efficient provision and targeting of acyl-CoA to lipid metabolizing subcellular 

compartments. However, extended ACBDs have evolved which combine ACB domains with 

a membrane anchor, enzymatic activity or protein interaction domains. An increase in the 

complexity of ACBDs may have been driven by the evolution of more complex subcellular 

compartments. This has led to the acquisition of additional functions, which are no longer 

directly linked to the original acyl-CoA binding function. It also allowed ACB domain-

containing proteins to be linked to specific subcellular membranes, where they developed 

organelle-specific functions in acquiring lipids for metabolic pathways, membrane lipid 

trafficking or signalling. Several ACBDs have been linked to peroxisome function and act as 

tethers or scaffold proteins at membrane contact sites. The medical importance of ACBDs is 

also increasingly recognised, as several are targeted by different pathogens to exploit cellular 

lipid metabolism. ACBD5 deficiency has recently been described as a new peroxisomal 

disorder characterised by the accumulation of VLCFA and neurological abnormalities (see 

section 5.). It will now be important to identify and characterise further interaction partners of 

ACBDs at organelle membranes, to understand how protein scaffolds at membranes are 

formed, and how their formation and ACBD interaction is regulated. Posttranslational 

modifications such as phosphorylation likely play a role. A challenge will be to investigate if 

and how acyl-CoA binding regulates protein interactions, and how this may be influenced by 

interaction of the ACB domain with different substrates. Further understanding of the 
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molecular mechanisms and function of ACBDs may lead to therapeutic approaches to combat 

pathogens and impact on our understanding of human disease. 
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Figure legends 

 

Table 1 Cellular localisation and proposed functions of mammalian ACBDs 

Table 2 Association of ACBDs* in protein complexes (findings from high-throughput 

approaches not included) 

 

Figure 1 Evolution of Acyl-CoA binding domain containing proteins (ACBDs) among 

metazoans. The scheme summarizes data from a phylogenetic reconstruction including 449 

sequences from animals, fungi and plants (for details see Fig. S1). After alignment by the 

ClustalW 2.0 algorithm included in the Seaview software package and manual correction of 

misaligned sequences, phylogenetic reconstructions were performed with PhyML3.0 using the 

aLRT algorithm for branch support, BioNJ for tree topology optimization, 4 rate categories for 

RHAS (Rate Heterogeneity Among Sites) modelling and including NNI and SPR tree 

searching operations. Furthermore, we used Marcoil1.0 online prediction tool [181] to screen 

the sequences for coiled-coil motifs and TMHMM2.0 and TMPred for TMD prediction 

[182,183]. Colours highlight four major categories of ACBDs – the C-terminally membrane-

anchored ACBD4/5 (green), the enoyl-CoA isomerase containing ACBD2 (blue), the small 

soluble ACBD1 (red) and the extended forms with protein interaction domains ACBD3/6 and 

extended plant forms (purple; ACBP class II-IV). Taxonomic categories shown name the 

minimum organism group in which a distinct protein subfamily was detected. E.g. while 

ACBD2 was only found in vertebrate and invertebrate animals, ACBD4/5 occur in both 

animals and fungi, more specifically in basidiomycota and several early branching fungal 

divisions of incertae sedis (*symbolized with Mucoromycota in the Figure). By contrast, the 

ankyrin repeat-containing ACBD6/ACBP II is distributed among all metazoans indicating its 

early evolution from the ACBD1 form. 

 

Figure 2 3D predictions of selected acyl-CoA binding proteins/domains. The predictions were 

accomplished with Phyre2 using entire cDNA sequences from ACBD1 of Homo sapiens (F) 

and homologous small ACBDs from the β-proteobacterium Aquabacterium parvum beta (A), 

an hitherto undefined ACBD sequence (TFG05618) of Lokiarchaeota origin (B), the 

choanoflagellate Monosiga brevicollis, the Mucoromycota fungus Rhizopus oryzae (C), the 

moss Sphagnum fallax (D); for comparison the ACB domain of human ACBD5 was added 

subjected to 3D prediction (G). Hydrophobic regions in the protein surface structure are 
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highlighted in red and residues conserved among all species are shown. (H) Tertiary structure 

reconstructions from (A) – (F) are additionally shown as sequence overlay in ribbon cartoon 

format to illustrate the significant structural homology in the distantly related species (depicted 

in different colours). Conversion of the PDB files into graphical illustrations was performed 

with PyMOL 2.3.2. 

 

Figure 3 Domain structures of animal, fungal and plant acyl-CoA binding proteins. The 

schemes represent ACBDs from Homo sapiens (Mammalia, Animalia), Ustilago maydis 

(Basidiomycota, Fungi) and Oryza sativa (Angiospermae, Planta); sequence and domain 

lengths as well as position are proportional to the original protein structure. For some ACBDs, 

several isoforms have been reported or predicted. In such cases, only the currently best 

characterized isoform is presented. Note the structural similarity between the mammalian, 

fungal and plant ankyrin repeat-containing ACBDs, which suggests an early evolution already 

found in the LECA. ECH, enoyl-CoA hydratase domain; FFAT, two phenylalanines in an 

acidic tract motif 

 

Figure 4 Schematic overview of the localisation of ACBD proteins.  

ACBD, acyl-CoA binding domain containing protein (ACBD1-8); ER, endoplasmic reticulum; 

LPLAT, acyl-CoA:lysophospholipid acyltransferase; NMT2, N-myristoyltransferase 2; PO, 

peroxisome; TSPO, translocator protein for cholesterol; VAPB, vesicle-associated membrane 

protein (VAMP)–associated protein B. For details see sections 2-6 as well as Tables 1 and 2. 

 

Supplementary Table S1 Analysis of FFAT motifs. In the initial analysis 56 fungal and 37 

animal (20 vertebrate and 17 invertebrate) ACBD5 protein sequences were analysed for FFAT 

motifs using a previously described position weighted matrix analysis [48]. This gives a FFAT 

“score” based on the number of suboptimal elements within the motif with a cut-off of ≤2.5. 

This analysis was then expanded to include further fungal species to look for enrichment in a 

particular Order/Class. To confirm significance for the Animal, Fungal and Asmoycota 

sequences a randomisation analysis was performed in which amino acid sequences were 

randomised 10 times and the FFAT analysis repeated to give a false positive discovery or 

background rate. For each strength of FFAT score (≤1.0, ≤1.5, ≤2.0, ≤2.5), the observed 

number of motifs was compared with the background discovery rates across all amino acid 

residues, using the N-1 Chi-squared test [49].  
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Supplementary Figure S1 Cladogram for ACBD containing sequences found in animals, 

fungi and plants (animal branches in red, plant branches in green, fungal branches in blue). The 

sequences were derived from Genbank and JGI and cover the major metazoan branches; the 

cladogram was constructed with PHYML 3.0 contained in the Seaview software package. 

Circular cladograms were drawn with Mesquite v3.2. Numbers at the branch nodes represent 

branching probabilities. *several sequences from other early branching fungal groups are 

included in the Mucoromycota section. 

 

Supplementary Figure S2 Evolution of the 3 small, soluble ACBDs found in mammals. The 

sequences were derived from Genbank and cover all major vertebrate and invertebrate classes; 

ACBD2 sequences branching next to ACBD1 in Fig. S1 were used as outgroup. The cladogram 

was constructed with PHYML 3.0 contained in the Seaview software package. Circular 

cladograms were drawn with Mesquite v3.2. As shown, all vertebrates possess two small 

soluble forms – ACBD1 and ACBD7. In addition, a second gene duplication resulted in another 

form – ACBD8 – found in mammals including marsupials. Interestingly, similar sequences 

were found in the Archosauria and Testudines indicating that ACBD8 may have been 

originated already during reptilian evolution. However, more reptilian sequences are required 

to more reliably reconstruct the evolutionary relation of these sequences. Numbers at the 

branch nodes represent branching probabilities. i.s., incertae sedis; vert., vertebrata; invert., 

invertebrata.  

 

Supplementary Figure S3 Alignment of selected small ACBD proteins from animals, plants, 

fungi, choanoflagellates, eubacteria and archaea. Conserved residues are indicated by asterisks, 

neutral amino acid substitutions by colons/points. Note that the major amino acid residues 

involved in acyl-CoA binding (Lys33, Lys55, Tyr29, Tyr32, Tyr74, Phe6, Leu26, [36]) are 

conserved in all species. Alignment was performed with ClustalW 2.1 [184]. 

 

Supplementary Figure S4 Phylogenetic analysis of small ACBD forms found in prokaryotes. 

The sequences were derived from Genbank and contain sequences from the major prokaryote 

and eukaryote organism groups. Archaeal sequences are derived from metagenome sequencing 

data. Circular cladograms were drawn with Mesquite v3.2. Vertebrate ACBD2 sequences as 

depicted in Fig. S1 were used as the outgroup. The cladogram was constructed with PHYML 

3.0 contained in the Seaview software package. Note that the small ACBP-like sequences 
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identified in β-, γ-, δ-proteobacteria, bacteroidetes and archaea cluster in distinct branches next 

to the eukaryotic ACBDs implying an evolution from a shared early ancestor protein. In 

contrast, the few sequences found in α-proteobacteria (α) and actinobacteria (Ac) align with 

sequences from different branches, suggesting that they might have arisen by lateral gene 

transfer or result from contaminated DNA. Numbers at the branch nodes represent branching 

probabilities. *several sequences from other early branching fungal groups are included in the 

Mucoromycota section. i.s., incertae sedis 

 

 

Supplementary information 

Sequences used for Fig. S1 

Sequences used for Fig. S2 

Sequences used for Fig. S4 

 

  



33 
 

References 

[1] D. Neess, S. Bek, H. Engelsby, S.F. Gallego, N.J. Færgeman, Long-chain acyl-CoA 

esters in metabolism and signaling: Role of acyl-CoA binding proteins, Prog. Lipid 

Res. 59 (2015) 1–25. https://doi.org/10.1016/j.plipres.2015.04.001. 

[2] S.C. Lung, M.L. Chye, Deciphering the roles of acyl-CoA-binding proteins in plant 

cells, Protoplasma. 253 (2016) 1177–1195. https://doi.org/10.1007/s00709-015-0882-

6. 

[3] N.J. Færgeman, J. Knudsen, Role of long-chain fatty acyl-CoA esters in the regulation 

of metabolism and in cell signalling, Biochem. J. 323 (1997) 1–12. 

https://doi.org/10.1042/bj3230001. 

[4] J.L. Costello, I.G. Castro, C. Hacker, T.A. Schrader, J. Metz, D. Zeuschner, A.S. 

Azadi, L.F. Godinho, V. Costina, P. Findeisen, A. Manner, M. Islinger, M. Schrader, 

ACBD5 and VAPB mediate membrane associations between peroxisomes and the ER, 

J. Cell Biol. 216 (2017) 331–342. https://doi.org/10.1083/jcb.201607055. 

[5] R. Hua, D. Cheng, É. Coyaud, S. Freeman, E. Di Pietro, Y. Wang, A. Vissa, C.M. Yip, 

G.D. Fairn, N. Braverman, J.H. Brumell, W.S. Trimble, B. Raught, P.K. Kim, VAPs 

and ACBD5 tether peroxisomes to the ER for peroxisome maintenance and lipid 

homeostasis, J. Cell Biol. 216 (2017) 367–377. https://doi.org/10.1083/jcb.201608128. 

[6] S. Ferdinandusse, K.D. Falkenberg, J. Koster, P.A. Mooyer, R. Jones, C.W.T. van 

Roermund, A. Pizzino, M. Schrader, R.J.A. Wanders, A. Vanderver, H.R. Waterham, 

ACBD5 deficiency causes a defect in peroxisomal very long-chain fatty acid 

metabolism, J. Med. Genet. 54 (2017) 330–337. https://doi.org/10.1136/jmedgenet-

2016-104132. 

[7] J.L. Costello, I.G. Castro, F. Camões, T.A. Schrader, D. McNeall, J. Yang, E.-A. 

Giannopoulou, S. Gomes, V. Pogenberg, N.A. Bonekamp, D. Ribeiro, M. Wilmanns, 

G. Jedd, M. Islinger, M. Schrader, Predicting the targeting of tail-anchored proteins to 

subcellular compartments in mammalian cells, J. Cell Sci. 130 (2017) 1675–1687. 

https://doi.org/10.1242/jcs.200204. 

[8] Y. Yagita, K. Shinohara, Y. Abe, K. Nakagawa, M. Al-Owain, F.S. Alkuraya, Y. 

Fujiki, Deficiency of a retinal dystrophy protein, acyl-coa binding domain-containing 5 

(ACBD5), impairs peroxisomal β-oxidation of very-long-chain fatty acids, J. Biol. 

Chem. 292 (2017) 691–705. https://doi.org/10.1074/jbc.M116.760090. 

[9] J.L. Costello, I.G. Castro, T.A. Schrader, M. Islinger, M. Schrader, Peroxisomal 

ACBD4 interacts with VAPB and promotes ER-peroxisome associations, Cell Cycle. 



34 
 

16 (2017) 1039–1045. https://doi.org/10.1080/15384101.2017.1314422. 

[10] J. Fan, X. Li, L. Issop, M. Culty, V. Papadopoulos, ACBD2/ECI2-mediated 

peroxisome-mitochondria interactions in Leydig cell steroid biosynthesis, Mol. 

Endocrinol. 30 (2016) 763–782. https://doi.org/10.1210/me.2016-1008. 

[11] R.J.A. Wanders, Metabolic functions of peroxisomes in health and disease, Biochimie. 

98 (2014) 36–44. https://doi.org/10.1016/j.biochi.2013.08.022. 

[12] N.E. Braverman, G. V. Raymond, W.B. Rizzo, A.B. Moser, M.E. Wilkinson, E.M. 

Stone, S.J. Steinberg, M.F. Wangler, E.T. Rush, J.G. Hacia, M. Bose, Peroxisome 

biogenesis disorders in the Zellweger spectrum: An overview of current diagnosis, 

clinical manifestations, and treatment guidelines, Mol. Genet. Metab. 117 (2016) 313–

321. https://doi.org/10.1016/j.ymgme.2015.12.009. 

[13] J. Berger, F. Dorninger, S. Forss-Petter, M. Kunze, Peroxisomes in brain development 

and function, Biochim. Biophys. Acta - Mol. Cell Res. 1863 (2016) 934–955. 

https://doi.org/10.1016/j.bbamcr.2015.12.005. 

[14] R.J.A. Wanders, H.R. Waterham, S. Ferdinandusse, Peroxisomes and their central role 

in metabolic interaction networks in humans, in: L.A. del Río, M. Schrader (Eds.), 

Proteomics Peroxisomes. Subcell. Biochem., Springer, Singapore, 2018: pp. 345–365. 

[15] M. Schrader, L.F. Godinho, J.L. Costello, M. Islinger, The different facets of organelle 

interplay - An overview of organelle interactions, Front. Cell Dev. Biol. 3 (2015) 56. 

https://doi.org/10.3389/fcell.2015.00056. 

[16] N. Shai, M. Schuldiner, E. Zalckvar, No peroxisome is an island - Peroxisome contact 

sites, Biochim. Biophys. Acta - Mol. Cell Res. 1863 (2016) 1061–1069. 

https://doi.org/10.1016/j.bbamcr.2015.09.016. 

[17] M. Schrader, M. Kamoshita, M. Islinger, Organelle interplay - Peroxisome interactions 

in health and disease, J. Inherit. Metab. Dis. 43 (2020) 71–89. 

https://doi.org/10.1002/jimd.12083. 

[18] Y. Shinoda, K. Fujita, S. Saito, H. Matsui, Y. Kanto, Y. Nagaura, K. Fukunaga, S. 

Tamura, T. Kobayashi, Acyl-CoA binding domain containing 3 (ACBD3) recruits the 

protein phosphatase PPM1L to ER-Golgi membrane contact sites, FEBS Lett. 586 

(2012) 3024–3029. https://doi.org/10.1016/j.febslet.2012.06.050. 

[19] E. Soupene, D. Wang, F.A. Kuypers, Remodeling of host phosphatidylcholine by 

Chlamydia acyltransferase is regulated by acyl-CoA binding protein ACBD6 

associated with lipid droplets, Microbiologyopen. 4 (2015) 235–251. 

https://doi.org/10.1002/mbo3.234. 



35 
 

[20] X.J. Yu, M. Liu, D.W. Holden, Salmonella effectors SseF and SseG interact with 

mammalian protein ACBD3 (GCP60) to anchor salmonella-containing vacuoles at the 

Golgi network, MBio. 7 (2016) e00474-16. https://doi.org/10.1128/mBio.00474-16. 

[21] E. Coyaud, C. Ranadheera, D. Cheng, J. Gonçalves, B.J.A. Dyakov, E.M.N. Laurent, 

J. St-Germain, L. Pelletier, A.-C. Gingras, J.H. Brumell, P.K. Kim, D. Safronetz, B. 

Raught, Global interactomics uncovers extensive organellar targeting by Zika virus, 

Mol. Cell. Proteomics. 17 (2018) 2242–2255. 

https://doi.org/10.1074/mcp.tir118.000800. 

[22] H. Lyoo, H.M. van der Schaar, C.M. Dorobantu, H.H. Rabouw, J.R.P.M. Strating, 

F.J.M. van Kuppeveld, ACBD3 is an essential pan-enterovirus host factor that 

mediates the interaction between viral 3A protein and cellular protein PI4KB, MBio. 

10 (2019) e02742-18. https://doi.org/10.1128/mBio.02742-18. 

[23] J. Rosendal, P. Ertbjerg, J. Knudsen, Characterization of ligand binding to acyl-CoA-

binding protein, Biochem. J. 290 (1993) 321–326. https://doi.org/10.1042/bj2900321. 

[24] J.T. Rasmussen, T. Börchers, J. Knudsen, Comparison of the binding affinities of acyl-

CoA-binding protein and fatty-acid-binding protein for long-chain acyl-CoA esters., 

Biochem. J. 265 (1990) 849–855. https://doi.org/10.1042/bj2650849. 

[25] B.B. Kragelund, K. V Andersen, J.C. Madsen, J. Knudsen, F.M. Poulsen, Three-

dimensional structure of the complex between acyl-coenzyme A binding protein and 

palmitoyl-coenzyme A., J. Mol. Biol. 230 (1993) 1260–1277. 

https://doi.org/10.1006/jmbi.1993.1240. 

[26] K. Teilum, T. Thormann, N.R. Caterer, H.I. Poulsen, P.H. Jensen, J. Knudsen, B.B. 

Kragelund, F.M. Poulsen, Different secondary structure elements as scaffolds for 

protein folding transition states of two homologous four-helix bundles, Proteins Struct. 

Funct. Genet. 59 (2005) 80–90. https://doi.org/10.1002/prot.20340. 

[27] J.P. Taskinen, D.M. van Aalten, J. Knudsen, R.K. Wierenga, High resolution crystal 

structures of unliganded and liganded human liver ACBP reveal a new mode of 

binding for the acyl-CoA ligand., Proteins. 66 (2007) 229–238. 

https://doi.org/10.1002/prot.21124. 

[28] K. Henrick, Z. Feng, W.F. Bluhm, D. Dimitropoulos, J.F. Doreleijers, S. Dutta, J.L. 

Flippen-Anderson, J. Ionides, C. Kamada, E. Krissinel, C.L. Lawson, J.L. Markley, H. 

Nakamura, R. Newman, Y. Shimizu, J. Swaminathan, S. Velankar, J. Ory, E.L. Ulrich, 

W. Vranken, J. Westbrook, R. Yamashita, H. Yang, J. Young, M. Yousufuddin, H.M. 

Berman, Remediation of the protein data bank archive., Nucleic Acids Res. 36 (2008) 



36 
 

D426-433. https://doi.org/10.1093/nar/gkm937. 

[29] J. Fan, J. Liu, M. Culty, V. Papadopoulos, Acyl-coenzyme A binding domain 

containing 3 (ACBD3; PAP7; GCP60): An emerging signaling molecule., Prog. Lipid 

Res. 49 (2010) 218–234. https://doi.org/10.1016/j.plipres.2009.12.003. 

[30] R.E. Gossett, A.A. Frolov, J.B. Roths, W.D. Behnke, A.B. Kier, F. Schroeder, Acyl-

CoA binding proteins: Multiplicity and function., Lipids. 31 (1996) 895–918. 

https://doi.org/10.1007/bf02522684. 

[31] F. Schroeder, H. Huang, H.A. Hostetler, A.D. Petrescu, R. Hertz, J. Bar-Tana, A.B. 

Kier, Stability of fatty acyl-coenzyme A thioester ligands of hepatocyte nuclear factor-

4α and peroxisome proliferator-activated receptor-α., Lipids. 40 (2005) 559–568. 

https://doi.org/10.1007/s11745-005-1416-y. 

[32] C.A. Jolly, D.C. Wilton, F. Schroeder, Microsomal fatty acyl-CoA transacylation and 

hydrolysis: Fatty acyl-CoA species dependent modulation by liver fatty acyl-CoA 

binding proteins., Biochim. Biophys. Acta - Mol. Cell Biol. Lipids. 1483 (2000) 185–

197. https://doi.org/10.1016/s1388-1981(99)00170-5. 

[33] J. Knudsen, S. Mandrup, J.T. Rasmussen, P.H. Andreasen, F. Poulsen, K. Kristiansen, 

The function of acyl-CoA-binding protein (ACBP)/diazepam binding inhibitor (DBI)., 

Mol. Cell. Biochem. 123 (1993) 129–138. https://doi.org/10.1007/bf01076484. 

[34] J. Knudsen, T.B. Neergaard, B. Gaigg, M. V Jensen, J.K. Hansen, Role of acyl-CoA 

binding protein in acyl-CoA metabolism and acyl-CoA-mediated cell signaling., J. 

Nutr. 130 (2000) 294S-298S. https://doi.org/10.1093/jn/130.2.294S. 

[35] J.M. Ellis, J.L. Frahm, L.O. Li, R.A. Coleman, Acyl-coenzyme A synthetases in 

metabolic control., Curr. Opin. Lipidol. 21 (2010) 212–217. 

https://doi.org/10.1097/MOL.0b013e32833884bb. 

[36] N.J. Færgeman, M. Wadum, S. Feddersen, M. Burton, B.B. Kragelund, J. Knudsen, 

Acyl-CoA binding proteins; structural and functional conservation over 2000 MYA, 

Mol. Cell. Biochem. 299 (2007) 55–65. https://doi.org/10.1007/s11010-005-9040-3. 

[37] W. Pusch, M. Balvers, N. Hunt, R. Ivell, A novel endozepine-like peptide (ELP) is 

exclusively expressed in male germ cells., Mol. Cell. Endocrinol. 122 (1996) 69–80. 

https://doi.org/10.1016/0303-7207(96)03874-9. 

[38] R. Ivell, W. Pusch, M. Balvers, M. Valentin, N. Walther, G. Weinbauer, Progressive 

inactivation of the haploid expressed gene for the sperm-specific endozepine-like 

peptide (ELP) through primate evolution., Gene. 255 (2000) 335–45. 

https://doi.org/10.1016/s0378-1119(00)00317-6. 



37 
 

[39] L.A. Kelley, S. Mezulis, C.M. Yates, M.N. Wass, M.J.E. Sternberg, The Phyre2 web 

portal for protein modeling, prediction and analysis, Nat. Protoc. 10 (2015) 845–858. 

https://doi.org/10.1038/nprot.2015.053. 

[40] S. Gribaldo, C. Brochier, Phylogeny of prokaryotes: Does it exist and why should we 

care?, Res. Microbiol. 160 (2009) 513–521. 

https://doi.org/10.1016/j.resmic.2009.07.006. 

[41] W. Meng, Y.C.F. Su, R.M.K. Saunders, M.-L. Chye, The rice acyl-CoA-binding 

protein gene family: Phylogeny, expression and functional analysis., New Phytol. 189 

(2011) 1170–1184. https://doi.org/10.1111/j.1469-8137.2010.03546.x. 

[42] Z. Islam, R.S.K. Nagampalli, M.T. Fatima, G.M. Ashraf, New paradigm in ankyrin 

repeats: Beyond protein-protein interaction module., Int. J. Biol. Macromol. 109 

(2018) 1164–1173. https://doi.org/10.1016/j.ijbiomac.2017.11.101. 

[43] V. Anantharaman, L. Aravind, The GOLD domain, a novel protein module involved in 

Golgi function and secretion., Genome Biol. 3 (2002) research0023. 

https://doi.org/10.1186/gb-2002-3-5-research0023. 

[44] J.-M. Zingg, P. Kempna, M. Paris, E. Reiter, L. Villacorta, R. Cipollone, A. Munteanu, 

C. De Pascale, S. Menini, A. Cueff, M. Arock, A. Azzi, R. Ricciarelli, 

Characterization of three human sec14p-like proteins: alpha-tocopherol transport 

activity and expression pattern in tissues., Biochimie. 90 (2008) 1703–1715. 

https://doi.org/10.1016/j.biochi.2008.07.008. 

[45] S. Prag, J.C. Adams, Molecular phylogeny of the kelch-repeat superfamily reveals an 

expansion of BTB/kelch proteins in animals, BMC Bioinformatics. 4 (2003) 42. 

https://doi.org/10.1186/1471-2105-4-42. 

[46] W. Meng, A.-S. Hsiao, C. Gao, L. Jiang, M.-L. Chye, Subcellular localization of rice 

acyl-CoA-binding proteins (ACBPs) indicates that OsACBP6::GFP is targeted to the 

peroxisomes., New Phytol. 203 (2014) 469–482. https://doi.org/10.1111/nph.12809. 

[47] T.Y. Nazarko, K. Ozeki, A. Till, G. Ramakrishnan, P. Lotfi, M. Yan, S. Subramani, 

Peroxisomal Atg37 binds Atg30 or palmitoyl-CoA to regulate phagophore formation 

during pexophagy, J. Cell Biol. 204 (2014) 541–557. 

https://doi.org/10.1083/jcb.201307050. 

[48] S.E. Murphy, T.P. Levine, VAP, a versatile access point for the endoplasmic 

reticulum: Review and analysis of FFAT-like motifs in the VAPome, Biochim. 

Biophys. Acta - Mol. Cell Biol. Lipids. 1861 (2016) 952–961. 

https://doi.org/10.1016/j.bbalip.2016.02.009. 



38 
 

[49] J.A. Slee, T.P. Levine, Systematic prediction of FFAT motifs across eukaryote 

proteomes identifies nucleolar and eisosome proteins with the predicted capacity to 

form bridges to the endoplasmic reticulum, Contact. 2 (2019) 1–21. 

https://doi.org/10.1177/2515256419883136. 

[50] B. Knoblach, R.A. Rachubinski, Determinants of the assembly, integrity and 

maintenance of the endoplasmic reticulum-peroxisome tether., Traffic. 20 (2019) 213–

225. https://doi.org/10.1111/tra.12635. 

[51] G.U. Onwukwe, P. Kursula, M.K. Koski, W. Schmitz, R.K. Wierenga, Human Δ3,Δ2-

enoyl-CoA isomerase, type 2: A structural enzymology study on the catalytic role of 

its ACBP domain and helix-10., FEBS J. 282 (2015) 746–768. 

https://doi.org/10.1111/febs.13179. 

[52] Y. Chen, V. Patel, S. Bang, N. Cohen, J. Millar, S.F. Kim, Maturation and activity of 

sterol regulatory element binding protein 1 is inhibited by acyl-CoA binding domain 

containing 3., PLoS One. 7 (2012) e49906. 

https://doi.org/10.1371/journal.pone.0049906. 

[53] N. Raboanatahiry, B. Wang, L. Yu, M. Li, Functional and structural diversity of acyl-

CoA binding proteins in oil crops., Front. Genet. 9 (2018) 182. 

https://doi.org/10.3389/fgene.2018.00182. 

[54] Z.-Y. Du, T. Arias, W. Meng, M.-L. Chye, Plant acyl-CoA-binding proteins: An 

emerging family involved in plant development and stress responses., Prog. Lipid Res. 

63 (2016) 165–181. https://doi.org/10.1016/j.plipres.2016.06.002. 

[55] S.C. Lung, M.L. Chye, Acyl-CoA-binding proteins (ACBPs) in plant development, in: 

Y. Nakamura, Y. Li-Beisson (Eds.), Lipids Plant Algae Dev. Subcell. Biochem., 

Springer, Cham, 2016: pp. 363–404. https://doi.org/10.1007/978-3-319-25979-6_15. 

[56] S.-C. Lung, M.-L. Chye, The binding versatility of plant acyl-CoA-binding proteins 

and their significance in lipid metabolism., Biochim. Biophys. Acta - Mol. Cell Biol. 

Lipids. 1861 (2016) 1409–1421. https://doi.org/10.1016/j.bbalip.2015.12.018. 

[57] N.J. Færgeman, B.W. Sigurskjold, B.B. Kragelund, K. V. Andersen, J. Knudsen, 

Thermodynamics of ligand binding to acyl-coenzyme A binding protein studied by 

titration calorimetry, Biochemistry. 35 (1996) 14118–14126. 

https://doi.org/10.1021/bi960545z. 

[58] A. Frolov, F. Schroeder, Acyl coenzyme A binding protein: Conformational sensitivity 

of long chain fatty acyl-CoA, J. Biol. Chem. 273 (1998) 11049–11055. 

https://doi.org/10.1074/jbc.273.18.11049. 



39 
 

[59] B. Bürgi, W. Lichtensteiger, M.E. Lauber, M. Schlumpf, Ontogeny of diazepam 

binding inhibitor acyl-CoA binding protein mRNA and peripheral benzodiazepine 

receptor mRNA expression in the rat, J. Neuroendocrinol. 11 (1999) 85–100. 

https://doi.org/10.1046/j.1365-2826.1999.00292.x. 

[60] P. Bovolin, J. Schlichting, M. Miyata, C. Ferrarese, A. Guidotti, H. Alho, Distribution 

and characterization of diazepam binding inhibitor (DBI) in peripheral tissues of rat, 

Regul. Pept. 29 (1990) 267–281. https://doi.org/10.1016/0167-0115(90)90089-F. 

[61] I. Nitz, F. Döring, J. Schrezenmeir, B. Burwinkel, Identification of new acyl-CoA 

binding protein transcripts in human and mouse, Int. J. Biochem. Cell Biol. 37 (2005) 

2395–2405. https://doi.org/10.1016/j.biocel.2005.06.008. 

[62] M. Malagon, H. Vaudry, F. Van Strien, G. Pelletier, F. Gracia-Navarro, M.C. Tonon, 

Ontogeny of diazepam-binding inhibitor-related peptides (endozepines) in the rat 

brain, Neuroscience. 57 (1993) 777–786. https://doi.org/10.1016/0306-4522(93)90023-

9. 

[63] K. Bouyakdan, B. Taïb, L. Budry, S. Zhao, D. Rodaros, D. Neess, S. Mandrup, N.J. 

Færgeman, T. Alquier, A novel role for central ACBP/DBI as a regulator of long-chain 

fatty acid metabolism in astrocytes, J. Neurochem. 133 (2015) 253–265. 

https://doi.org/10.1111/jnc.13035. 

[64] T. Helledie, L. Grøntved, S.S. Jensen, P. Kiilerich, L. Rietveld, T. Albrektsen, M.S. 

Boysen, J. Nøhr, L.K. Larsen, J. Fleckner, H.G. Stunnenberg, K. Kristiansen, S. 

Mandrup, The gene encoding the acyl-CoA-binding protein is activated by peroxisome 

proliferator-activated receptor γ through an intronic response element functionally 

conserved between humans and rodents, J. Biol. Chem. 277 (2002) 26821–26830. 

https://doi.org/10.1074/jbc.M111295200. 

[65] M.B. Sandberg, M. Bloksgaard, D. Duran-Sandoval, C. Duval, B. Staels, S. Mandrup, 

The gene encoding acyl-CoA-binding protein is subject to metabolic regulation by 

both sterol regulatory element-binding protein and peroxisome proliferator-activated 

receptor α in hepatocytes, J. Biol. Chem. 280 (2005) 5258–5266. 

https://doi.org/10.1074/jbc.M407515200. 

[66] S. Oikari, T. Ahtialansaari, M. V. Heinonen, T. Mauriala, S. Auriola, K. Kiehne, U.R. 

Fölsch, J. Jänne, L. Alhonen, K.H. Herzig, Downregulation of PPARs and SREBP by 

acyl-CoA-binding protein overexpression in transgenic rats, Pflugers Arch. Eur. J. 

Physiol. 456 (2008) 369–377. https://doi.org/10.1007/s00424-007-0416-y. 

[67] T. Helledie, M. Antonius, R. V Sørensen, A. V Hertzel, D.A. Bernlohr, S. Kølvraa, K. 



40 
 

Kristiansen, S. Mandrup, Lipid-binding proteins modulate ligand-dependent trans-

activation by peroxisome proliferator-activated receptors and localize to the nucleus as 

well as the cytoplasm, J. Lipid Res. 41 (2000) 1740–1751. 

[68] A.D. Petrescu, H.R. Payne, A. Boedecker, H. Chao, R. Hertz, J. Bar-Tana, F. 

Schroeder, A.B. Kier, Physical and functional interaction of acyl-CoA-binding protein 

with hepatocyte nuclear factor-4α, J. Biol. Chem. 278 (2003) 51813–51824. 

https://doi.org/10.1074/jbc.M303858200. 

[69] J.J. Lacapère, V. Papadopoulos, Peripheral-type benzodiazepine receptor: Structure 

and function of a cholesterol-binding protein in steroid and bile acid biosynthesis, 

Steroids. 68 (2003) 569–585. https://doi.org/10.1016/S0039-128X(03)00101-6. 

[70] I. Weinhofer, M. Kunze, S. Forss-Petter, J. Berger, Involvement of human 

peroxisomes in biosynthesis and signaling of steroid and peptide hormones, in: L. del 

Río (Ed.), Peroxisomes Their Key Role Cell. Signal. Metab. Subcell. Biochem., 

Springer, Dordrecht, 2013: pp. 101–110. https://doi.org/10.1007/978-94-007-6889-

5_6. 

[71] J.T. Rasmussen, J. Rosendal, J. Knudsen, Interaction of acyl-CoA binding protein 

(ACBP) on processes for which acyl-CoA is a substrate, product or inhibitor., 

Biochem. J. 292 (1993) 907–913. https://doi.org/10.1042/bj2920907. 

[72] J.S. Hansen, N.J. Færgeman, B.B. Kragelund, J. Knudsen, Acyl-CoA-binding protein 

(ACBP) localizes to the endoplasmic reticulum and Golgi in a ligand-dependent 

manner in mammalian cells, Biochem. J. 410 (2008) 463–472. 

https://doi.org/10.1042/bj20070559. 

[73] K.A.H. Abo-Hashema, M.H. Cake, M.A. Lukas, J. Knudsen, The interaction of acyl-

CoA with acyl-CoA binding protein and carnitine palmitoyltransferase I, Int. J. 

Biochem. Cell Biol. 33 (2001) 807–815. https://doi.org/10.1016/S1357-

2725(01)00049-8. 

[74] H.A. Hostetler, D. Lupas, Y. Tan, J. Dai, M.S. Kelzer, G.G. Martin, G. Woldegiorgis, 

A.B. Kier, F. Schroeder, Acyl-CoA bining proteins interact with the acyl-CoA binding 

domain of mitochondrial carnitine palmitoyl transferase I, Mol. Cell. Biochem. 355 

(2011) 135–148. https://doi.org/10.1007/s11010-011-0847-9. 

[75] J.T. Rasmussen, N.J. Færgeman, K. Kristiansen, J. Knudsen, Acyl-CoA-binding 

protein (ACBP) can mediate intermembrane acyl-CoA transport and donate acyl-CoA 

for beta-oxidation and glycerolipid synthesis., Biochem. J. 299 (1994) 165–170. 

https://doi.org/10.1042/bj2990165. 



41 
 

[76] A.A. Yarmishyn, M. Kremenskoy, A.O. Batagov, A. Preuss, J.H. Wong, I. V. 

Kurochkin, Genome-wide analysis of mRNAs associated with mouse peroxisomes, 

BMC Genomics. 17 (2016) 1082. https://doi.org/10.1186/s12864-016-3330-x. 

[77] G. Zipor, L. Haim-Vilmovsky, R. Gelin-Licht, N. Gadir, C. Brocard, J.E. Gerst, 

Localization of mRNAs coding for peroxisomal proteins in the yeast, Saccharomyces 

cerevisiae, Proc. Natl. Acad. Sci. 106 (2009) 19848–19853. 

https://doi.org/10.1073/pnas.0910754106. 

[78] L. Giot, J.S. Bader, C. Brouwer, A. Chaudhuri, B. Kuang, Y. Li, Y.L. Hao, C.E. Ooi, 

B. Godwin, E. Vitols, G. Vijayadamodar, P. Pochart, H. Machineni, M. Welsh, Y. 

Kong, B. Zerhusen, R. Malcolm, Z. Varrone, A. Collis, M. Minto, S. Burgess, L. 

McDaniel, E. Stimpson, F. Spriggs, J. Williams, K. Neurath, N. Ioime, M. Agee, E. 

Voss, K. Furtak, R. Renzulli, N. Aanensen, S. Carrolla, E. Bickelhaupt, Y. Lazovatsky, 

A. DaSilva, J. Zhong, C.A. Stanyon, R.L. Finley, K.P. White, M. Braverman, T. 

Jarvie, S. Gold, M. Leach, J. Knight, R.A. Shimkets, M.P. McKenna, J. Chant, J.M. 

Rothberg, A protein interaction map of Drosophila melanogaster, Science (80-. ). 302 

(2003) 1727–1736. https://doi.org/10.1126/science.1090289. 

[79] C. Vock, K. Biedasek, I. Boomgaarden, A. Heins, I. Nitz, F. Döring, ACBP 

knockdown leads to down-regulation of genes encoding rate-limiting enzymes in 

cholesterol and fatty acid metabolism, Cell. Physiol. Biochem. 25 (2010) 675–686. 

https://doi.org/10.1159/000315087. 

[80] B. Gaigg, T.B. Neergaard, R. Schneiter, J.K. Hansen, N.J. Færgeman, N.A. Jensen, 

J.R. Andersen, J. Friis, R. Sandhoff, H.D. Schrøder, J. Knudsen, Depletion of acyl-

coenzyme A-binding protein affects sphingolipid synthesis and causes vesicle 

accumulation and membrane defects in Saccharomyces cerevisiae, Mol. Biol. Cell. 12 

(2001) 1147–1160. https://doi.org/10.1091/MBC.12.4.1147. 

[81] M. Bloksgaard, S. Bek, A.-B. Marcher, D. Neess, J. Brewer, K. Hannibal-bach, T. 

Helledie, C. Fenger, M. Due, R. Neubert, J. Chemnitz, B. Finsen, A. Clemmensen, H. 

Saxtorph, J. Knudsen, L. Bagatolli, S. Mandrup, H.K. Hannibal-Bach, T. Helledie, C. 

Fenger, M. Due, Z. Berzina, R. Neubert, J. Chemnitz, B. Finsen, A. Clemmensen, J. 

Wilbertz, H. Saxtorph, J. Knudsen, L. Bagatolli, S. Mandrup, The acyl-CoA binding 

protein is required for normal epidermal barrier function in mice, J. Lipid Res. 53 

(2012) 2162–2174. https://doi.org/10.1194/jlr.M029553. 

[82] N.S. Ferreira, H. Engelsby, Di. Neess, S.L. Kelly, G. Volpert, A.H. Merrill, A.H. 

Futerman, N.J. Færgeman, Regulation of very-long acyl chain ceramide synthesis by 



42 
 

acyl-CoA-binding protein, J. Biol. Chem. 292 (2017) 7588–7597. 

https://doi.org/10.1074/jbc.M117.785345. 

[83] Y. Ohno, S. Suto, M. Yamanaka, Y. Mizutani, S. Mitsutake, Y. Igarashi, T. Sassa, A. 

Kihara, ELOVL1 production of C24 acyl-CoAs is linked to C24 sphingolipid 

synthesis, Proc. Natl. Acad. Sci. 107 (2010) 18439–18444. 

https://doi.org/10.1073/pnas.1005572107. 

[84] A. Guidotti, C.M. Forchetti, M.G. Corda, D. Konkel, C.D. Bennett, E. Costa, Isolation, 

characterization, and purification to homogeneity of an endogenous polypeptide with 

agonistic action on benzodiazepine receptors., Proc. Natl. Acad. Sci. 80 (1983) 3531–

3535. https://doi.org/10.1073/pnas.80.11.3531. 

[85] J. Knudsen, M. Nielsen, Diazepam-binding inhibitor: A neuropeptide and/or an acyl-

CoA ester binding protein?, Biochem. J. 265 (1990) 927–928. 

https://doi.org/10.1042/bj2650927. 

[86] J.L. Do Rego, J.Y. Seong, D. Burel, J. Leprince, D. Vaudry, V. Luu-The, M.-C. 

Tonon, K. Tsutsui, G. Pelletier, H. Vaudry, Regulation of neurosteroid biosynthesis by 

neurotransmitters and neuropeptides., Front. Endocrinol. (Lausanne). 3 (2012) 4. 

https://doi.org/10.3389/fendo.2012.00004. 

[87] I. Dumitru, A. Neitz, J. Alfonso, H. Monyer, Diazepam binding inhibitor promotes 

stem cell expansion controlling environment-dependent neurogenesis, Neuron. 94 

(2017) 125–137. https://doi.org/10.1016/j.neuron.2017.03.003. 

[88] I. Ghouili, S. Bahdoudi, F. Morin, F. Amri, Y. Hamdi, P.M. Coly, M.L. Walet-Balieu, 

J. Leprince, S. Zekri, H. Vaudry, D. Vaudry, H. Castel, M. Amri, M.C. Tonon, O. 

Masmoudi-Kouki, Endogenous expression of ODN-related peptides in astrocytes 

contributes to cell protection against oxidative stress: Astrocyte-neuron crosstalk 

relevance for neuronal survival, Mol. Neurobiol. 55 (2018) 4596–4611. 

https://doi.org/10.1007/s12035-017-0630-3. 

[89] R. Breitling, Pathogenesis of peroxisomal deficiency disorders (Zellweger syndrome) 

may be mediated by misregulation of the GABAergic system via the diazepam binding 

inhibitor, BMC Pediatr. 4 (2004) 5. https://doi.org/10.1186/1471-2431-4-5. 

[90] A.L. Ujjainwala, C.D. Courtney, S.G. Rhoads, J.S. Rhodes, C.A. Christian, Genetic 

loss of diazepam binding inhibitor in mice impairs social interest, Genes, Brain Behav. 

17 (2018) e12442. https://doi.org/10.1111/gbb.12442. 

[91] H. Siiskonen, S. Oikari, V.P. Korhonen, A. Pitkänen, V. Voikar, M. Kettunen, J. 

Hakumäki, T. Wahlfors, R. Pussinen, M. Penttonen, K. Kiehne, S.K. Kaasinen, L. 



43 
 

Alhonen, J. Jänne, K.H. Herzig, Diazepam binding inhibitor overexpression in mice 

causes hydrocephalus, decreases plasticity in excitatory synapses and impairs 

hippocampus-dependent learning, Mol. Cell. Neurosci. 34 (2007) 199–208. 

https://doi.org/10.1016/j.mcn.2006.10.013. 

[92] A.L. Ujjainwala, C.D. Courtney, N.M. Wojnowski, J.S. Rhodes, C.A. Christian, 

Differential impacts on multiple forms of spatial and contextual memory in diazepam 

binding inhibitor knockout mice, J. Neurosci. Res. 97 (2019) 683–697. 

https://doi.org/10.1002/jnr.24393. 

[93] J.G. De Mateos-Verchere, J. Leprince, M.C. Tonon, H. Vaudry, J. Costentin, The 

octadecaneuropeptide ODN induces anxiety in rodents: Possible involvement of a 

shorter biologically active fragment, Peptides. 19 (1998) 841–848. 

https://doi.org/10.1016/S0196-9781(98)00037-0. 

[94] C.K. Thoeringer, E.B. Binder, D. Salyakina, A. Erhardt, M. Ising, P.G. Unschuld, N. 

Kern, S. Lucae, T.M. Brueckl, M.B. Mueller, B. Fuchs, B. Puetz, R. Lieb, M. Uhr, F. 

Holsboer, B. Mueller-Myhsok, M.E. Keck, Association of a Met88Val diazepam 

binding inhibitor (DBI) gene polymorphism and anxiety disorders with panic attacks, 

J. Psychiatr. Res. 41 (2007) 579–584. https://doi.org/10.1016/j.jpsychires.2006.06.001. 

[95] L. Budry, K. Bouyakdan, S. Tobin, D. Rodaros, A.B. Marcher, S. Mandrup, S. Fulton, 

T. Alquier, DBI/ACBP loss-of-function does not affect anxiety-like behaviour but 

reduces anxiolytic responses to diazepam in mice, Behav. Brain Res. 313 (2016) 201–

207. https://doi.org/10.1016/j.bbr.2016.06.052. 

[96] K. Bouyakdan, X. Fioramonti, T. Alquier, The gliotransmitter ACBP controls feeding 

and energy homeostasis via the melanocortin system, J. Clin. Invest. 129 (2019) 2417–

2430. https://doi.org/10.1172/JCI123454. 

[97] J.M. Bravo-San Pedro, V. Sica, I. Martins, J. Pol, F. Loos, M.C. Maiuri, S. Durand, N. 

Bossut, F. Aprahamian, G. Anagnostopoulos, M. Niso-Santano, F. Aranda, I. Ramírez-

Pardo, J. Lallement, J. Denom, E. Boedec, P. Gorwood, N. Ramoz, K. Clément, V. 

Pelloux, A. Rohia, F. Pattou, V. Raverdy, R. Caiazzo, R.G.P. Denis, P. Boya, L. 

Galluzzi, F. Madeo, S. Migrenne-Li, C. Cruciani-Guglielmacci, N. Tavernarakis, C. 

López-Otín, C. Magnan, G. Kroemer, Acyl-CoA-binding protein is a lipogenic factor 

that triggers food intake and obesity, Cell Metab. 30 (2019) 754–767. 

https://doi.org/10.1016/j.cmet.2019.07.010. 

[98] N. Charmpilas, C. Ruckenstuhl, V. Sica, S. Büttner, L. Habernig, S. Dichtinger, F. 

Madeo, N. Tavernarakis, J.M. Bravo-San Pedro, G. Kroemer, Acyl-CoA-binding 



44 
 

protein (ACBP): A phylogenetically conserved appetite stimulator, Cell Death Dis. 11 

(2020) 7. https://doi.org/10.1038/s41419-019-2205-x. 

[99] D. Lanfray, A. Caron, M.-C. Roy, M. Laplante, F. Morin, J. Leprince, M.-C. Tonon, 

D. Richard, Involvement of the acyl-CoA binding domain containing 7 in the control 

of food intake and energy expenditure in mice, Elife. 5 (2016) e11742. 

https://doi.org/10.7554/elife.11742. 

[100] S. Diano, Z.W. Liu, J.K. Jeong, M.O. Dietrich, H. Bin Ruan, E. Kim, S. Suyama, K. 

Kelly, E. Gyengesi, J.L. Arbiser, D.D. Belsham, D.A. Sarruf, M.W. Schwartz, A.M. 

Bennett, M. Shanabrough, C. V. Mobbs, X. Yang, X.B. Gao, T.L. Horvath, 

Peroxisome proliferation-associated control of reactive oxygen species sets 

melanocortin tone and feeding in diet-induced obesity, Nat. Med. 17 (2011) 1121–

1128. https://doi.org/10.1038/nm.2421. 

[101] B. V Geisbrecht, D. Zhu, K. Schulz, K. Nau, J.C. Morrell, M. Geraghty, H. Schulz, R. 

Erdmann, S.J. Gould, Molecular characterization of Saccharomyces cerevisiae Δ3,Δ2-

enoyl-CoA isomerase., J. Biol. Chem. 273 (1998) 33184–33191. 

https://doi.org/10.1074/jbc.273.50.33184. 

[102] B. V. Geisbrecht, D. Zhang, H. Schulz, S.J. Gould, Characterization of PECI, a novel 

monofunctional Δ3,Δ2-enoyl-CoA isomerase of mammalian peroxisomes, J. Biol. 

Chem. 274 (1999) 21797–21803. https://doi.org/10.1074/jbc.274.31.21797. 

[103] K. Suk, Y.H. Kim, D.Y. Hwang, S.H. Ihm, H.J. Yoo, M.S. Lee, Molecular cloning and 

expression of a novel human cDNA related to the diazepam binding inhibitor, 

Biochim. Biophys. Acta - Mol. Basis Dis. 1454 (1999) 126–131. 

https://doi.org/10.1016/S0925-4439(99)00033-2. 

[104] D. Zhang, W. Yu, B. V Geisbrecht, S.J. Gould, H. Sprecher, H. Schulz, Functional 

characterization of Δ3,Δ2-enoyl-CoA isomerases from rat liver., J. Biol. Chem. 277 

(2002) 9127–9132. https://doi.org/10.1074/jbc.M112228200. 

[105] B. V. Geisbrecht, K. Schulz, K. Nau, M.T. Geraghty, H. Schulz, R. Erdmann, S.J. 

Gould, Preliminary characterization of Yor180Cp: Identification of a novel 

peroxisomal protein of Saccharomyces cerevisiae involved in fatty acid metabolism, 

Biochem. Biophys. Res. Commun. 260 (1999) 28–34. 

https://doi.org/10.1006/bbrc.1999.0860. 

[106] I. V Karpichev, G.M. Small, Evidence for a novel pathway for the targeting of a 

Saccharomyces cerevisiae peroxisomal protein belonging to the isomerase/hydratase 

family., J. Cell Sci. 113 (2000) 533–544. 



45 
 

[107] R.J.A. Wanders, H.R. Waterham, Biochemistry of mammalian peroxisomes revisited., 

Annu. Rev. Biochem. 75 (2006) 295–332. 

https://doi.org/10.1146/annurev.biochem.74.082803.133329. 

[108] M. van Weeghel, R. Ofman, C.A. Argmann, J.P.N. Ruiter, N. Claessen, S. V 

Oussoren, R.J.A. Wanders, J. Aten, S.M. Houten, Identification and characterization of 

Eci3, a murine kidney-specific Δ3,Δ2-enoyl-CoA isomerase., FASEB J. 28 (2014) 

1365–1374. https://doi.org/10.1096/fj.13-240416. 

[109] H.M. Itkonen, M. Brown, A. Urbanucci, G. Tredwell, C. Ho Lau, S. Barfeld, C. Hart, 

I.J. Guldvik, M. Takhar, H. V Heemers, N. Erho, K. Bloch, E. Davicioni, R. Derua, E. 

Waelkens, J.L. Mohler, N. Clarke, J. V Swinnen, H.C. Keun, O.P. Rekvig, I.G. Mills, 

Lipid degradation promotes prostate cancer cell survival., Oncotarget. 8 (2017) 38264–

38275. https://doi.org/10.18632/oncotarget.16123. 

[110] J. Luo, S. Zha, W.R. Gage, T.A. Dunn, J.L. Hicks, C.J. Bennett, C.M. Ewing, E.A. 

Platz, S. Ferdinandusse, R.J. Wanders, J.M. Trent, W.B. Isaacs, A.M. De Marzo, 

Alpha-methylacyl-CoA racemase: A new molecular marker for prostate cancer., 

Cancer Res. 62 (2002) 2220–2226. 

[111] S. Zha, S. Ferdinandusse, J.L. Hicks, S. Denis, T.A. Dunn, R.J. Wanders, J. Luo, A.M. 

De Marzo, W.B. Isaacs, Peroxisomal branched chain fatty acid beta-oxidation pathway 

is upregulated in prostate cancer., Prostate. 63 (2005) 316–323. 

https://doi.org/10.1002/pros.20177. 

[112] W. Schmitz, R. Fingerhut, E. Conzelmann, Purification and properties of an alpha-

methylacyl-CoA racemase from rat liver., Eur. J. Biochem. 222 (1994) 313–323. 

https://doi.org/10.1111/j.1432-1033.1994.tb18870.x. 

[113] S. Ferdinandusse, S. Denis, C.W.T. van Roermund, M.A. Preece, J. Koster, M.S. 

Ebberink, H.R. Waterham, R.J.A. Wanders, A novel case of ACOX2 deficiency leads 

to recognition of a third human peroxisomal acyl-CoA oxidase., Biochim. Biophys. 

Acta - Mol. Basis Dis. 1864 (2018) 952–958. 

https://doi.org/10.1016/j.bbadis.2017.12.032. 

[114] J.L. Costello, J.B. Passmore, M. Islinger, M. Schrader, Multi-localized proteins: The 

peroxisome-mitochondria connection, in: Subcell. Biochem., Springer New York, 

2018: pp. 383–415. https://doi.org/10.1007/978-981-13-2233-4_17. 

[115] M. Sohda, Y. Misumi, A. Yamamoto, A. Yano, N. Nakamura, Y. Ikehara, 

Identification and characterization of a novel Golgi protein, GCP60, that interacts with 

the integral membrane protein giantin, J. Biol. Chem. 276 (2001) 45298–45306. 



46 
 

https://doi.org/10.1074/jbc.M108961200. 

[116] X. Yue, M. Bao, R. Christiano, S. Li, J. Mei, L. Zhu, F. Mao, Q. Yue, P. Zhang, S. 

Jing, J.E. Rothman, Y. Qian, I. Lee, ACBD3 functions as a scaffold to organize the 

Golgi stacking proteins and a Rab33b-GAP, FEBS Lett. 591 (2017) 2793–2802. 

https://doi.org/10.1002/1873-3468.12780. 

[117] X. Yue, Y. Qian, B. Gim, I. Lee, Acyl-CoA-binding domain-containing 3 (ACBD3; 

PAP7; GCP60): A multi-functional membrane domain organizer, Int. J. Mol. Sci. 20 

(2019) E2028. https://doi.org/10.3390/ijms20082028. 

[118] A.L. Greninger, G.M. Knudsen, M. Betegon, A.L. Burlingame, J.L. DeRisi, ACBD3 

interaction with TBC1 domain 22 protein is differentially affected by enteroviral and 

kobuviral 3A protein binding., MBio. 4 (2013) e00098-13. 

https://doi.org/10.1128/mBio.00098-13. 

[119] E. Soupene, F.A. Kuypers, Ligand binding to the ACBD6 protein regulates the acyl-

CoA transferase reactions in membranes, J. Lipid Res. 56 (2015) 1961–1971. 

https://doi.org/10.1194/jlr.m061937. 

[120] J. Liao, Y. Guan, W. Chen, C. Shi, D. Yao, F. Wang, S.M. Lam, G. Shui, X. Cao, 

ACBD3 is required for FAPP2 transferring glucosylceramide through maintaining the 

Golgi integrity., J. Mol. Cell Biol. 11 (2019) 107–117. 

https://doi.org/10.1093/jmcb/mjy030. 

[121] R.S. Maag, M. Mancini, A. Rosen, C.E. Machamer, Caspase-resistant Golgin-160 

disrupts apoptosis induced by secretory pathway stress and ligation of death receptors., 

Mol. Biol. Cell. 16 (2005) 3019–3027. https://doi.org/10.1091/mbc.e04-11-0971. 

[122] J.I. Sbodio, S.W. Hicks, D. Simon, C.E. Machamer, GCP60 preferentially interacts 

with a caspase-generated golgin-160 fragment., J. Biol. Chem. 281 (2006) 27924–

27931. https://doi.org/10.1074/jbc.M603276200. 

[123] J.I. Sbodio, C.E. Machamer, Identification of a redox-sensitive cysteine in GCP60 that 

regulates its interaction with golgin-160., J. Biol. Chem. 282 (2007) 29874–29881. 

https://doi.org/10.1074/jbc.M705794200. 

[124] T. Balla, Phosphoinositides: Tiny lipids with giant impact on cell regulation., Physiol. 

Rev. 93 (2013) 1019–1137. https://doi.org/10.1152/physrev.00028.2012. 

[125] M. Klima, D.J. Tóth, R. Hexnerova, A. Baumlova, D. Chalupska, J. Tykvart, L. 

Rezabkova, N. Sengupta, P. Man, A. Dubankova, J. Humpolickova, R. Nencka, V. 

Veverka, T. Balla, E. Boura, Structural insights and in vitro reconstitution of 

membrane targeting and activation of human PI4KB by the ACBD3 protein., Sci. Rep. 



47 
 

6 (2016) 23641. https://doi.org/10.1038/srep23641. 

[126] H. Li, B. Degenhardt, D. Tobin, Z.X. Yao, K. Tasken, V. Papadopoulos, Identification, 

localization, and function in steroidogenesis of PAP7: A peripheral-type 

benzodiazepine receptor- and PKA (RIalpha)-associated protein., Mol. Endocrinol. 15 

(2001) 2211–2228. https://doi.org/10.1210/mend.15.12.0736. 

[127] V. Papadopoulos, W.L. Miller, Role of mitochondria in steroidogenesis, Best Pract. 

Res. Clin. Endocrinol. Metab. 26 (2012) 771–790. 

https://doi.org/10.1016/j.beem.2012.05.002. 

[128] J. Liu, H. Li, V. Papadopoulos, PAP7, a PBR/PKA-RIalpha-associated protein: A new 

element in the relay of the hormonal induction of steroidogenesis., J. Steroid Biochem. 

Mol. Biol. 85 (2003) 275–283. https://doi.org/10.1016/S0960-0760(03)00213-9. 

[129] V. Papadopoulos, A. Berkovich, K.E. Krueger, E. Costa, A. Guidotti, Diazepam 

binding inhibitor and its processing products stimulate mitochondrial steroid 

biosynthesis via an interaction with mitochondrial benzodiazepine receptor, 

Endocrinology. 129 (1991) 1481–1488. https://doi.org/10.1210/endo-129-3-1481. 

[130] N. Boujrad, J.R. Hudson, V. Papadopoulos, Inhibition of hormone-stimulated 

steroidogenesis in cultured Leydig tumor cells by a cholesterol-linked 

phosphorothioate oligodeoxynucleotide antisense to diazepam-binding inhibitor., Proc. 

Natl. Acad. Sci. 90 (1993) 5728–5731. https://doi.org/10.1073/pnas.90.12.5728. 

[131] J.H. Cheah, S.F. Kim, L.D. Hester, K.W. Clancy, S.E. Patterson, V. Papadopoulos, 

S.H. Snyder, NMDA receptor-nitric oxide transmission mediates neuronal iron 

homeostasis via the GTPase Dexras1., Neuron. 51 (2006) 431–440. 

https://doi.org/10.1016/j.neuron.2006.07.011. 

[132] Y. Okazaki, Y. Ma, M. Yeh, H. Yin, Z. Li, K. Yeh, J. Glass, DMT1 (IRE) expression 

in intestinal and erythroid cells is regulated by peripheral benzodiazepine receptor-

associated protein 7., Am. J. Physiol. - Gastrointest. Liver Physiol. 302 (2012) G1180–

G1190. https://doi.org/10.1152/ajpgi.00545.2010. 

[133] Q. Shen, W. Zhong, Y.N. Jan, S. Temple, Asymmetric Numb distribution is critical for 

asymmetric cell division of mouse cerebral cortical stem cells and neuroblasts., 

Development. 129 (2002) 4843–4853. 

[134] Y. Zhou, J.B. Atkins, S.B. Rompani, D.L. Bancescu, P.H. Petersen, H. Tang, K. Zou, 

S.B. Stewart, W. Zhong, The mammalian Golgi regulates numb signaling in 

asymmetric cell division by releasing ACBD3 during mitosis., Cell. 129 (2007) 163–

178. https://doi.org/10.1016/j.cell.2007.02.037. 



48 
 

[135] J.M. Haenfler, C. Kuang, C.-Y. Lee, Cortical aPKC kinase activity distinguishes 

neural stem cells from progenitor cells by ensuring asymmetric segregation of Numb., 

Dev. Biol. 365 (2012) 219–228. https://doi.org/10.1016/j.ydbio.2012.02.027. 

[136] L. Delang, J. Paeshuyse, J. Neyts, The role of phosphatidylinositol 4-kinases and 

phosphatidylinositol 4-phosphate during viral replication., Biochem. Pharmacol. 84 

(2012) 1400–1408. https://doi.org/10.1016/j.bcp.2012.07.034. 

[137] J. Sasaki, K. Ishikawa, M. Arita, K. Taniguchi, ACBD3-mediated recruitment of 

PI4KB to picornavirus RNA replication sites., EMBO J. 31 (2012) 754–766. 

https://doi.org/10.1038/emboj.2011.429. 

[138] A.L. Greninger, G.M. Knudsen, M. Betegon, A.L. Burlingame, J.L. Derisi, The 3A 

protein from multiple picornaviruses utilizes the golgi adaptor protein ACBD3 to 

recruit PI4KIIIβ., J. Virol. 86 (2012) 3605–3616. https://doi.org/10.1128/JVI.06778-

11. 

[139] J.A. McPhail, E.H. Ottosen, M.L. Jenkins, J.E. Burke, The molecular basis of Aichi 

virus 3A protein activation of phosphatidylinositol 4 kinase IIIβ, PI4KB, through 

ACBD3., Structure. 25 (2017) 121–131. https://doi.org/10.1016/j.str.2016.11.016. 

[140] K. Ishikawa-Sasaki, S. Nagashima, K. Taniguchi, J. Sasaki, Model of OSBP-mediated 

cholesterol supply to Aichi virus RNA replication sites involving protein-protein 

interactions among viral proteins, ACBD3, OSBP, VAP-A/B, and SAC1., J. Virol. 92 

(2018) e01952-17. https://doi.org/10.1128/JVI.01952-17. 

[141] J. Ye, R.A. DeBose-Boyd, Regulation of cholesterol and fatty acid synthesis, Cold 

Spring Harb. Perspect. Biol. 3 (2011) 1–13. 

https://doi.org/10.1101/cshperspect.a004754. 

[142] K. Zientara-Rytter, K. Ozeki, T.Y. Nazarko, S. Subramani, Pex3 and Atg37 compete 

to regulate the interaction between the pexophagy receptor, Atg30, and the Hrr25 

kinase, Autophagy. 14 (2018) 368–384. 

https://doi.org/10.1080/15548627.2017.1413521. 

[143] S. Wiese, T. Gronemeyer, R. Ofman, M. Kunze, C.P. Grou, J.A. Almeida, M. 

Eisenacher, C. Stephan, H. Hayen, L. Schollenberger, T. Korosec, H.R. Waterham, W. 

Schliebs, R. Erdmann, J. Berger, H.E. Meyer, W. Just, J.E. Azevedo, R.J.A. Wanders, 

B. Warscheid, Proteomics characterization of mouse kidney peroxisomes by tandem 

mass spectrometry and protein correlation profiling, Mol. Cell. Proteomics. 6 (2007) 

2045–2057. https://doi.org/10.1074/mcp.m700169-mcp200. 

[144] M. Islinger, G.H. Lüers, W.L. Ka, M. Loos, A. Völkl, Rat liver peroxisomes after 



49 
 

fibrate treatment: A survey using quantitative mass spectrometry, J. Biol. Chem. 282 

(2007) 23055–23069. https://doi.org/10.1074/jbc.M610910200. 

[145] A.M. Valm, S. Cohen, W.R. Legant, J. Melunis, U. Hershberg, E. Wait, A.R. Cohen, 

M.W. Davidson, E. Betzig, J. Lippincott-Schwartz, Applying systems-level spectral 

imaging and analysis to reveal the organelle interactome, Nature. 546 (2017) 162–167. 

https://doi.org/10.1038/nature22369. 

[146] S. Lev, D. Ben Halevy, D. Peretti, N. Dahan, The VAP protein family: From cellular 

functions to motor neuron disease., Trends Cell Biol. 18 (2008) 282–290. 

https://doi.org/10.1016/j.tcb.2008.03.006. 

[147] C.J.R. Loewen, A. Roy, T.P. Levine, A conserved ER targeting motif in three families 

of lipid binding proteins and in Opi1p binds VAP, EMBO J. 22 (2003) 2025–2035. 

https://doi.org/10.1093/emboj/cdg201. 

[148] M. Islinger, A. Voelkl, H.D. Fahimi, M. Schrader, The peroxisome: An update on 

mysteries 2.0., Histochem. Cell Biol. 150 (2018) 443–471. 

https://doi.org/10.1007/s00418-018-1722-5. 

[149] L. Abu-Safieh, M. Alrashed, S. Anazi, H. Alkuraya, A.O. Khan, M. Al-Owain, J. Al-

Zahrani, L. Al-Abdi, M. Hashem, S. Al-Tarimi, M.A. Sebai, A. Shamia, M.D. Ray-

Zack, M. Nassan, Z.N. Al-Hassnan, Z. Rahbeeni, S. Waheeb, A. Alkharashi, E. 

Abboud, S.A.F. Al-Hazzaa, F.S. Alkuraya, Autozygome-guided exome sequencing in 

retinal dystrophy patients reveals pathogenetic mutations and novel candidate disease 

genes, Genome Res. 23 (2013) 236–247. https://doi.org/10.1101/gr.144105.112. 

[150] K. Herzog, M.L. Pras-Raves, S. Ferdinandusse, M.A.T. Vervaart, A.C.M. Luyf, 

A.H.C. van Kampen, R.J.A. Wanders, H.R. Waterham, F.M. Vaz, Functional 

characterisation of peroxisomal β-oxidation disorders in fibroblasts using lipidomics, J. 

Inherit. Metab. Dis. 41 (2018) 479–487. https://doi.org/10.1007/s10545-017-0076-9. 

[151] S. Kemp, F. Valianpour, S. Denis, R. Ofman, R.-J. Sanders, P. Mooyer, P.G. Barth, 

R.J.A. Wanders, Elongation of very long-chain fatty acids is enhanced in X-linked 

adrenoleukodystrophy., Mol. Genet. Metab. 84 (2005) 144–151. 

https://doi.org/10.1016/j.ymgme.2004.09.015. 

[152] P.A. Young, C.E. Senkal, A.L. Suchanek, T.J. Grevengoed, D.D. Lin, L. Zhao, A.E. 

Crunk, E.L. Klett, J. Füllekrug, L.M. Obeid, R.A. Coleman, Long-chain acyl-CoA 

synthetase 1 interacts with key proteins that activate and direct fatty acids into niche 

hepatic pathways., J. Biol. Chem. 293 (2018) 16724–16740. 

https://doi.org/10.1074/jbc.RA118.004049. 



50 
 

[153] J. You, S. Hou, N. Malik-Soni, Z. Xu, A. Kumar, R.A. Rachubinski, L. Frappier, T.C. 

Hobman, Flavivirus infection impairs peroxisome biogenesis and early antiviral 

signaling, J. Virol. 89 (2015) 12349–12361. https://doi.org/10.1128/jvi.01365-15. 

[154] A. Queiroz, I.F.D. Pinto, M. Lima, M. Giovanetti, J.G. de Jesus, J. Xavier, F.K. 

Barreto, G.A.B. Canuto, H.R. do Amaral, A.M.B. de Filippis, D.L. Mascarenhas, M.B. 

Falcão, N.P. Santos, V.A. de C. Azevedo, M.Y. Yoshinaga, S. Miyamoto, L.C.J. 

Alcantara, Lipidomic analysis reveals serum alteration of plasmalogens in patients 

infected with ZIKA virus., Front. Microbiol. 10 (2019) 753. 

https://doi.org/10.3389/fmicb.2019.00753. 

[155] E. Soupene, V. Serikov, F.A. Kuypers, Characterization of an acyl-coenzyme A 

binding protein predominantly expressed in human primitive progenitor cells, J. Lipid 

Res. 49 (2008) 1103–1112. https://doi.org/10.1194/jlr.m800007-jlr200. 

[156] L. Fagerberg, B.M. Hallström, P. Oksvold, C. Kampf, D. Djureinovic, J. Odeberg, M. 

Habuka, S. Tahmasebpoor, A. Danielsson, K. Edlund, A. Asplund, E. Sjöstedt, E. 

Lundberg, C.A.-K. Szigyarto, M. Skogs, J.O. Takanen, H. Berling, H. Tegel, J. 

Mulder, P. Nilsson, J.M. Schwenk, C. Lindskog, F. Danielsson, A. Mardinoglu, Å. 

Sivertsson, K. von Feilitzen, M. Forsberg, M. Zwahlen, I. Olsson, S. Navani, M. Huss, 

J. Nielsen, F. Ponten, M. Uhlén, Analysis of the human tissue-specific expression by 

genome-wide integration of transcriptomics and antibody-based proteomics, Mol. Cell. 

Proteomics. 13 (2014) 397–406. https://doi.org/10.1074/mcp.m113.035600. 

[157] L. Szabo, R. Morey, N.J. Palpant, P.L. Wang, N. Afari, C. Jiang, M.M. Parast, C.E. 

Murry, L.C. Laurent, J. Salzman, Statistically based splicing detection reveals neural 

enrichment and tissue-specific induction of circular RNA during human fetal 

development, Genome Biol. 16 (2015) 126. https://doi.org/10.1186/s13059-015-0690-

5. 

[158] E. Soupene, F.A. Kuypers, ACBD6 protein controls acyl chain availability and 

specificity of the N-myristoylation modification of proteins, J. Lipid Res. 60 (2019) 

624–635. https://doi.org/10.1194/jlr.m091397. 

[159] E. Soupene, J. Kao, D.H. Cheng, D. Wang, A.L. Greninger, G.M. Knudsen, J.L. 

DeRisi, F.A. Kuypers, Association of NMT2 with the acyl-CoA carrier ACBD6 

protects the N-myristoyltransferase reaction from palmitoyl-CoA, J. Lipid Res. 57 

(2016) 288–298. https://doi.org/10.1194/jlr.m065003. 

[160] E. Soupene, J. Rothschild, F.A. Kuypers, D. Dean, Eukaryotic protein recruitment into 

the Chlamydia inclusion: Implications for survival and growth, PLoS One. 7 (2012) 



51 
 

e36843. https://doi.org/10.1371/journal.pone.0036843. 

[161] E. Soupene, F.A. Kuypers, Phosphatidylserine decarboxylase CT699, 

lysophospholipid acyltransferase CT775, and acyl-ACP synthase CT776 provide 

membrane lipid diversity to Chlamydia trachomatis., Sci. Rep. 7 (2017) 15767. 

https://doi.org/10.1038/s41598-017-16116-8. 

[162] G. Boncompain, C. Müller, V. Meas-Yedid, P. Schmitt-Kopplin, P.B. Lazarow, A. 

Subtil, The intracellular bacteria Chlamydia hijack peroxisomes and utilize their 

enzymatic capacity to produce bacteria-specific phospholipids, PLoS One. 9 (2014) 

e86196. https://doi.org/10.1371/journal.pone.0086196. 

[163] H. Jiang, X. Zhang, X. Chen, P. Aramsangtienchai, Z. Tong, H. Lin, Protein lipidation: 

Occurrence, mechanisms, biological functions, and enabling technologies., Chem. 

Rev. 118 (2018) 919–988. https://doi.org/10.1021/acs.chemrev.6b00750. 

[164] M.D. Resh, Fatty acylation of proteins: The long and the short of it., Prog. Lipid Res. 

63 (2016) 120–131. https://doi.org/10.1016/j.plipres.2016.05.002. 

[165] D.D.O. Martin, M.R. Hayden, Post-translational myristoylation at the cross roads of 

cell death, autophagy and neurodegeneration., Biochem. Soc. Trans. 43 (2015) 229–

234. https://doi.org/10.1042/BST20140281. 

[166] J. Wu, Y. Tao, M. Zhang, M.H. Howard, S. Gutteridge, J. Ding, Crystal structures of 

Saccharomyces cerevisiae N-myristoyltransferase with bound myristoyl-CoA and 

inhibitors reveal the functional roles of the N-terminal region., J. Biol. Chem. 282 

(2007) 22185–22194. https://doi.org/10.1074/jbc.M702696200. 

[167] D.D.O. Martin, E. Beauchamp, L.G. Berthiaume, Post-translational myristoylation: Fat 

matters in cellular life and death., Biochimie. 93 (2011) 18–31. 

https://doi.org/10.1016/j.biochi.2010.10.018. 

[168] J.A. Traverso, C. Giglione, T. Meinnel, High-throughput profiling of N-myristoylation 

substrate specificity across species including pathogens., Proteomics. 13 (2013) 25–36. 

https://doi.org/10.1002/pmic.201200375. 

[169] U. Das, S. Kumar, J.R. Dimmock, R.K. Sharma, Inhibition of protein N-

myristoylation: A therapeutic protocol in developing anticancer agents., Curr. Cancer 

Drug Targets. 12 (2012) 667–692. https://doi.org/10.2174/156800912801784857. 

[170] S. Maurer-Stroh, M. Gouda, M. Novatchkova, A. Schleiffer, G. Schneider, F.L. Sirota, 

M. Wildpaner, N. Hayashi, F. Eisenhaber, MYRbase: analysis of genome-wide glycine 

myristoylation enlarges the functional spectrum of eukaryotic myristoylated proteins., 

Genome Biol. 5 (2004) R21. https://doi.org/10.1186/gb-2004-5-3-r21. 



52 
 

[171] O.W. Lindwasser, M.D. Resh, Myristoylation as a target for inhibiting HIV assembly: 

Unsaturated fatty acids block viral budding, Proc. Natl. Acad. Sci. 99 (2002) 13037–

13042. https://doi.org/10.1073/pnas.212409999. 

[172] E.W. Tate, A.S. Bell, M.D. Rackham, M.H. Wright, N-Myristoyltransferase as a 

potential drug target in malaria and leishmaniasis., Parasitology. 141 (2014) 37–49. 

https://doi.org/10.1017/S0031182013000450. 

[173] D.A. Rudnick, T. Lu, E. Jackson-Machelski, J.C. Hernandez, Q. Li, G.W. Gokel, J.I. 

Gordon, Analogs of palmitoyl-CoA that are substrates for myristoyl-CoA:protein N-

myristoyltransferase., Proc. Natl. Acad. Sci. 89 (1992) 10507–10511. 

https://doi.org/10.1073/pnas.89.21.10507. 

[174] R.S. Bhatnagar, O.F. Schall, E. Jackson-Machelski, J.A. Sikorski, B. Devadas, G.W. 

Gokel, J.I. Gordon, Titration calorimetric analysis of AcylCoA recognition by 

myristoylCoA:protein N-myristoyltransferase., Biochemistry. 36 (1997) 6700–6708. 

https://doi.org/10.1021/bi970311v. 

[175] R. M., T. S., M. H., O. Y., T. T., M. Ryuda, S. Tsuzuki, H. Matsumoto, Y. Oda, T. 

Tanimura, Y. Hayakawa, Identification of a novel gene, Anorexia, regulating feeding 

activity via insulin signaling in Drosophila melanogaster, J. Biol. Chem. 266 (2011) 

38417–38426. https://doi.org/10.1074/jbc.M111.267344. 

[176] K.G. Guruharsha, J.-F. Rual, B. Zhai, J. Mintseris, P. Vaidya, N. Vaidya, C. Beekman, 

C. Wong, D.Y. Rhee, O. Cenaj, E. McKillip, S. Shah, M. Stapleton, K.H. Wan, C. Yu, 

B. Parsa, J.W. Carlson, X. Chen, B. Kapadia, K. VijayRaghavan, S.P. Gygi, S.E. 

Celniker, R.A. Obar, S. Artavanis-Tsakonas, A protein complex network of Drosophila 

melanogaster., Cell. 147 (2011) 690–703. https://doi.org/10.1016/j.cell.2011.08.047. 

[177] V.-S. Moullé, A. Picard, C. Le Foll, B.-E. Levin, C. Magnan, Lipid sensing in the 

brain and regulation of energy balance., Diabetes Metab. 40 (2014) 29–33. 

https://doi.org/10.1016/j.diabet.2013.10.001. 

[178] I.C. Elle, K.T. Simonsen, L.C.B. Olsen, P.K. Birck, S. Ehmsen, S. Tuck, T.T. Le, N.J. 

Færgeman, Tissue- and paralogue-specific functions of acyl-CoA-binding proteins in 

lipid metabolism in Caenorhabditis elegans., Biochem. J. 437 (2011) 231–241. 

https://doi.org/10.1042/BJ20102099. 

[179] N. Dephoure, C. Zhou, J. Villen, S.A. Beausoleil, C.E. Bakalarski, S.J. Elledge, S.P. 

Gygi, A quantitative atlas of mitotic phosphorylation, Proc. Natl. Acad. Sci. 105 

(2008) 10762–10767. https://doi.org/10.1073/pnas.0805139105. 

[180] J. V. Olsen, M. Vermeulen, A. Santamaria, C. Kumar, M.L. Miller, L.J. Jensen, F. 



53 
 

Gnad, J. Cox, T.S. Jensen, E.A. Nigg, S. Brunak, M. Mann, Quantitative 

phosphoproteomics revealswidespread full phosphorylation site occupancy during 

mitosis, Sci. Signal. 3 (2010) ra3. https://doi.org/10.1126/scisignal.2000475. 

[181] M. Delorenzi, T. Speed, An HMM model for coiled-coil domains and a comparison 

with PSSM-based predictions., Bioinformatics. 18 (2002) 617–625. 

https://doi.org/10.1093/bioinformatics/18.4.617. 

[182] A. Krogh, B. Larsson, G. von Heijne, E.L. Sonnhammer, Predicting transmembrane 

protein topology with a hidden Markov model: Application to complete genomes., J. 

Mol. Biol. 305 (2001) 567–580. https://doi.org/10.1006/jmbi.2000.4315. 

[183] K. Hofmann, W. Stoffel, TMbase - A database of membrane spanning proteins 

segments, Biol. Chem. Hoppe. Seyler. 347 (1993) 166. 

https://doi.org/10.1093/nar/gkg020. 

[184] M.A. Larkin, G. Blackshields, N.P. Brown, R. Chenna, P.A. McGettigan, H. 

McWilliam, F. Valentin, I.M. Wallace, A. Wilm, R. Lopez, J.D. Thompson, T.J. 

Gibson, D.G. Higgins, Clustal W and Clustal X version 2.0., Bioinformatics. 23 (2007) 

2947–2948. https://doi.org/10.1093/bioinformatics/btm404. 

[185] M.E. Adriaens, E.M. Lodder, A. Moreno-Moral, J. Silhavý, M. Heinig, C. Glinge, C. 

Belterman, R. Wolswinkel, E. Petretto, M. Pravenec, C.A. Remme, C.R. Bezzina, 

Systems genetics approaches in rat identify novel genes and gene networks associated 

with cardiac conduction, J. Am. Heart Assoc. 7 (2018) e009243. 

https://doi.org/10.1161/JAHA.118.009243. 

[186] J. Liu, M.B. Rone, V. Papadopoulos, Protein-protein interactions mediate 

mitochondrial cholesterol transport and steroid biosynthesis, J. Biol. Chem. 281 (2006) 

38879–38893. https://doi.org/10.1074/jbc.M608820200. 

 

  



54 
 

Table 1 

Cellular localisation and proposed functions of mammalian ACBDs* 

ACBD protein Cellular localisation Proposed functions Disease 

ACBD1 
(synonymes: 
ACBP, DBI, 
endozepine) 

primarily cytosolic, 
ER, Golgi, 
mitochondria,  
nucleus [1,36,67] 

Regulation of acyl-CoA 
transport; 
Modulation of acyl-CoA-
regulated enzymes; 
Fatty acid synthesis and 
degradation; 
Steroid, bile acid and 
complex lipid synthesis; 
Synaptic neuropeptide 
(endozepine); 
GABA receptor 
modulation; 
Control of feeding 
behaviour and energy 
expenditure via the 
melanocortin system 
[1,36,88,89,96,69,73–
75,84–87] 

May influence 
social behaviour, 
learning, anxiety, 
feeding behaviour 
(rodents) [90–95] 
 
Obesity? [96,97] 
 
Anorexia 
nervosa? [97] 
(OMIM 606788) 

ACBD2 
(synonymes: 
ECI2, PECI, 
D3,D2-enoyl-
CoA 
isomerase, 
DBI-related 
protein 1) 

soluble,  
peroxisomes (matrix), 
mitochondria [104]  

Δ3,Δ2-enoyl-CoA 
isomerase involved in PO 
β-oxidation; 
PO-mitochondria tether (?) 
[10,107] 

Up-regulated in 
prostate cancer 
[109] 

ACBD3 
(synonymes: 
GCP60, 
GOCAP1, 
GOLPH1, 
PAP7) 

ER - Golgi, 
mitochondria,  
plasma membrane, 
cytosol [29] 

Facilitates multiple protein 
interactions Golgi-ER 
tether; 
Golgi scaffold protein; 
Vesicle trafficking; 
Sphingolipid transport; 
Mitochondrial cholesterol 
transport/ steroid 
synthesis; 
Regulation of cellular iron 
uptake [115–126,128,131–
135] 

Host interaction 
protein for the 
replication of 
multiple members 
of the 
picornavirus 
family 
[19,22,136–140] 

ACBD4 Peroxisomes 
(membrane) [7] 

PO-ER tether; 
Capturing of acyl-CoA at 
the PO-ER interface [9,17] 

Cardiac 
conduction 
(rodents) [185] 

ACBD5 
(synonymes: 
KIAA1996, 

Peroxisomes 
(membrane) [7] 

PO-ER tether; 
Modulation of PO motility 
and distribution; 
ER-PO lipid transfer; 

ACBD5 
deficiency [6,8] 
(OMIM 616618) 
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ATG37 in 
yeast) 

Capturing of CoA-VLCFA 
for PO β-oxidation [4,5,17] 

Host interaction 
protein for Zika 
virus [21] 

ACBD6 cytosol, nucleus [155] Regulation of acylation of 
lipids and proteins; 
Regulation of N-
myristoyltransferase 
[19,119,158,159]  

ACBD6 function 
exploited by 
Chlamydia 
trachomatis 
[19,160] 

ACBD7 soluble Control of feeding 
behaviour and energy 
expenditure via the 
melanocortin system [99] 

Obesity? 

ACBD8 
(synonymes: 
testis-specific 
endozepine-
like peptide, 
ELP) 

soluble 
(pseudogene in 
humans) [37,38] 

Testis-specific 
endozepine-like peptide 
[37,38] 

 

For details see sections 2-6 and Fig. 4. Note that isoforms are not included. ER, endoplasmic 

reticulum; PO, peroxisome 

*For the localization and function of plant ACBPs see [2] 
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Table 2: Association of ACBDs* in protein complexes (findings from high-throughput 

approaches not included) 

Protein Complex Complex function Complex 
localization 

Reference 

ACBD1 

ACBD1-HNF-1α Regulating 
transcription of 
HNF-1α target 
genes 

Nucleus [68] 

ACBD1-CPTI Acyl-CoA esters 
delivery to 
mitochondria 

Mitochondria [73–75] 

ACBD1-CerS2/3(-
ELOVL1) 

Coordination of 
VLCFA ceramides 
(and esters) 
synthesis 

ER [82,83] 

ACBD1-GABA 

receptor 

Modulating GABA 
signalling 

Plasma membrane 
- extracellular 

[84,87] 

ACBD2 

Pex5-ACBD2-
Tomm20 

Tethering between 
peroxisomes and 
mitochondria 

Peroxisomes, 
Mitochondria 

[10] 

ACBD3 

ACBD3-giantin Golgi structure 
maintenance 

Golgi cisternae [115] 

GRASP55-
Golgin45-ACBD3-
TBC1D22 

Golgi structure 
maintenance and 
membrane 
trafficking 

Medial Golgi 
cisternae 

[116] 

ACBD3-FAPP2 Glycosphingolipid 
metabolism 

Trans-Golgi 
network 

[120] 

Giantin-ACBD3-
PPM1L-VAPA-
CERT 

Glycosphingolipid 
metabolism 

ER-Golgi contact 
sites 

[18] 

ACBD3-golgin160 Regulation of 
apoptosis 

Golgi [122] 

PI4KB-ACBD3-
giantin  

Phosphatidylinositol 
phosphorylation to 
control Golgi 
structure/function 

Golgi [125] 

ACBD3-SREBP1 Regulation of de 
novo fatty acid 
synthesis 

Golgi  [52] 

ACBD3-Numb Cell fate 
determination 

Cytosol [134,135] 

StAR-PKARIα-
ACBD3-

Cholesterol uptake 
for steroidogenesis 

Mitochondria [128,186] 
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*Currently no specific protein interactions for ACBD7 and ACBD8 have been described 
Likely, the protein complex includes a further Golgi protein to anchor ACBD3 at the Golgi membrane 
Interaction at functional level; regulation via a direct protein interaction remains to be determined 

TSPO/PBR-
VDAC1 

DMT1-ACBD3-
DEXRAS 

Cellular iron uptake Plasma membrane 
of neurons and 
brush border cells 

[131,132]  

Picornavirus 3A 
protein-ACBD3- 
PI4KB 

Viral genome 
replication 

Viral replication 
organelle 

[137,138]  

Picornavirus 2B, 
2BC, 2C, 3A, 3AB 
proteins-ACBD3-
OSBP-SAC1-
VAPA/B 

Cholesterol 
transport from Golgi 
to viral replication 
organelle 

Golgi-Aichi virus 
replication at 
organelle contact 
sites  

[139,140] 

ACBD4 

ACBD4-VAPB Tethering between 
peroxisomes and 
ER 

Peroxisomes, ER [9] 

ACBD5 

ACBD5-VAPA/B Tethering between 
peroxisomes and 
ER 

Peroxisomes, ER [4,5] 

ACBD5-VAPB-
ACSL1 

Coordination of 
fatty acid 
metabolism 
between ER and 
peroxisomes? 

Peroxisomes, ER [152] 

ACBD6    

ACBD6-NMT2 Stimulation of 
protein N-
myristoylation by 
providing 
substrates to the 
enzyme 

Cytosolic side of 
cellular 
membranes 

[159] 

ACBD6-LPLATs Preventing LPLAT 
inhibition by access 
acyl-CoAs 

Cytosolic side of 
cellular 
membranes 

[119] 
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FFAT analysis in ACBD5/Atg37 proteins comparing Fungi and animals based on initial phylogenetic analysis

Group Sub-group Total No No. FFAT score (≤2.5) % FFAT score (≤2.5)

Fungi 56 7 12.50

Animals 37 33 89.19

Vertebrate 20 19 95.00

Invertebrate 17 14 82.35

Analysis focused on additional fungal species 

Order Class Total No. No. FFAT score (≤2.5) % FFAT score (≤2.5)

Basidiomycota 40 2 5.00

Ascomycota 66 18 27.27

Eurotiomycetes 1 1 100.00

Sodaryomycetes 1 0 0.00

Pezizomycetes 6 0 0.00

Orbiliomycetes 2 0 0.00

Dothideomycetes 14 13 92.86

Lecanoromycetes 4 1 25.00

Leotiomycetes 11 0 0.00

Sordariomycotina 6 0 0.00

Xylonomycetes 3 3 100.00

Saccharomycotina 15 1 6.67

Taphrinomycotina 3 0 0.00

Mucoromycota 42 8 19.05

Zoopagomycota 5 1 20.00

Blastocladiamycota 2 0 0.00

Chytridiomycota 6 0 0.00


