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PRKN (PARK2) is a key gene involved in both familial and sporadic Parkinson’s disease that encodes parkin (PK). Since its discovery by the end of the 90s, both functional and more recently, structural studies led to a consensual view of PK as an E3 ligase only. It is generally considered that this function conditions the cellular load of a subset of cytosolic proteins prone to proteasomal degradation and that a loss of E3 ligase function triggers an accumulation of potentially toxic substrates and, consequently, a neuronal loss. Furthermore, PK molecular interplay with PTEN-induced kinase 1 (PINK1), a serine threonine kinase also involved in recessive cases of Parkinson’s disease, is considered to underlie the mitophagy process. Thus, since mitochondrial homeostasis significantly governs cell health, there is a huge interest of the scientific community centered on PK function. In 2009, we have demonstrated that PK could also act as a transcription factor (TF) and induces neuroprotection via the downregulation of the pro-apoptotic and tumor suppressor factor, p53. Importantly, the DNA-binding properties of PK and its nuclear localization suggested an important role in the control of several genes. The duality of PK subcellular localization and of its associated ubiquitin ligase and TF functions suggests that PK could behave as a key molecular modulator of various physiological cellular signaling pathways that could be disrupted in pathological contexts. Here, we update the current knowledge on PK direct and indirect TF-mediated control of gene expression.
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INTRODUCTION

Parkin (PK) has been initially described as a ubiquitin ligase (Shimura et al., 2000), and it is clear that this function is indisputable. Biochemical, cellular, and functional clues supporting this role have been reinforced by recently delineated structural features, and notably by the identification of a RING in between RING domain that signed its membership to this class of enzyme (Riley et al., 2013; Trempe et al., 2013; Wauer and Komander, 2013). However, this molecular architecture is also the structural signature of several transcription factors (TFs). A TF is actually defined as a protein capable of binding to DNA in a sequence-specific manner and modulate gene expression levels (Fulton et al., 2009; Vaquerizas et al., 2009). Moreover, a TF should shuttle from cytosol to nuclear compartments and transit to the latter to exerts its function. PK fulfills all these criteria as discussed below. Thus, the dogmatic view of PK as a ubiquitin ligase only should likely be revisited.

DNA-BINDING PROPERTIES OF PARKIN

Electrophoretic mobility shift assay (EMSA) and chromatin immunoprecipitation assay (ChIP) of endogenous TF candidates are routinely considered as necessary and sufficient to delineate DNA-binding properties of a putative TF candidate. We used these two complementary approaches to demonstrate that PK downregulated TP53 gene expression and that it physically interacted with the human promoter of TP53 (da Costa et al., 2009; Duplan et al., 2013b). Thus, EMSA experiments using nuclear fractions of either control or PK overexpressing cells allowed us to map the PK-hTP53 interacting domain while ChIP comparing wild-type and PK-depleted cells allowed us to validate the DNA-binding properties of endogenous PK in a natural chromatin context (da Costa et al., 2009). To definitely demonstrate that PK could directly interact with the TP53 promoter and in order to rule out the possibilities that PK required an additional cofactor or, alternatively, acted itself as a co-factor of another TF, we have performed EMSA assay using recombinant PK and labeled synthetic DNA probes (Duplan et al., 2013b). In this bimolecular in vitro reaction where any protein/DNA interaction is necessarily direct, we were able to fully confirm EMSA and ChIP data and undoubtedly supported PK as a DNA-binding factor. Of most importance when data bring such type of breakthrough, our results were fully confirmed by Dr. Lipton’s team that showed that PK do repress p53 and demonstrated direct physical interaction of PK with p53 promoter by EMSA and ChIP approaches (Sunico et al., 2013).

In 2013, we have identified and validated by both approaches, two additional PK transcriptional targets linked to Alzheimer’s disease (AD), namely, presenilins 1 (PS1) and 2 (PS2) (Duplan et al., 2013b). PSs are key components of the γ-secretase complex, the enzyme involved in the production of Aβ peptides (Checler, 1995), which accumulate in senile plaques, one of the major histopathological stigmata in AD-affected brains. Here again, EMSA performed with recombinant PK showed that it bound to DNA directly without any cooperation with other TFs while ChIP assay validated the endogenous interaction in a physiological context. Interestingly, PK transactivated the PS1 promoter and repressed that of PS2 (Duplan et al., 2013b). This duality of PK TF function suggests that, as is the case for the majority of TFs, PK DNA binding to its responsive element may be impacted by surrounding sequence architecture (Rinn and Huarte, 2011). This is particularly the case for p53. Thus, it has been shown that faint sequence variations in the p53 responsive element as well as spacing between the two half-sites were important to govern p53 activity toward target activation or repression (Wang et al., 2010).

Chromatin immunoprecipitation assay on ChIP studies aimed at identifying PK targets in whole human genome led to the identification of various putative direct and indirect PK targets (Rothfuss et al., 2009). Interestingly, a substantial subset of the isolated gene sequences encoded mitochondrial proteins, suggesting an important role of PK in mitochondrial transcription/physiology in either proliferating or differentiated SH-SY5Y cells. This work was supported by a Kuroda et. al study showing that overexpressed PK interacted with mitochondrial DNA displacement loop (D-loop) sequences and stimulated mitochondrial biogenesis (Kuroda et al., 2006). Of note, interaction of PK with mitochondrial DNA in vitro by EMSA approach was dependent upon the presence of the mitochondrial TF TFAM (Kuroda et al., 2006), thus suggesting a TFAM-mediated indirect binding of PK to mitochondrial DNA. These EMSA assays were performed in presence of Zn2+ chelators like EDTA and DTT. Thus, considering that PK protein structural studies (see below) have shown an importance of zinc to its function (Trempe et al., 2013), attention should be given when performing PK in vitro gel shift and avoid the addition of Zn2+ chelators in the binding reaction to optimize PK DNA binding as illustrated for other zinc-binding proteins (Kothinti et al., 2011).

Studies aimed at testing the impact of PK on DNA repair demonstrated that PK associated with damaged DNA (Kao, 2009). This work showed that PK protected against genotoxicity via its interaction with proliferating cell nuclear antigen PCNA and ability to promote DNA excision repair. Importantly, ChIP experiments demonstrated that PK interacted with one of the calmodulin 1 promoter (Kao, 2009). Calmodulin 1 is the most DNA damage susceptible promoter in the human brain during aging (Lu et al., 2004). Since DNA damage is a deleterious process that accelerates during aging and a key pathological determinant in neurodegenerative disorders, one can envision an important role of PK TF function in the protection against genotoxic processes.

Overall, there are few doubts about the fact that PK could regulate gene transcription by means of its DNA-binding properties. As stated above, this could be indirect or direct. However, the above set of experimental data, and more particularly the observed direct binding of recombinant PK to p53 (Duplan et al., 2013b; Sunico et al., 2013), PS1 and PS2 synthetic probes (Duplan et al., 2013b) consistently supports the view that PK could indeed behave as a genuine TF.

PARKIN STRUCTURE: CLUES FOR BOTH UBIQUITIN LIGASE AND TF FUNCTIONS

Biochemical and structural studies have identified PK as a member of the RBR (RING-in-between-RING)-containing protein family. Crystal structure determination of full length PK (Trempe et al., 2013) and its C-terminal domains (Riley et al., 2013; Trempe et al., 2013; Wauer and Komander, 2013) provided quite significant information about the role of PK domains in PK E3 ligase activity. Thus, PK structure is composed of an N-terminal ubiquitin-like domain (Ubl) and four C-terminal zinc-coordinating RING-like domains (RING0, RING1, IBR, and RING2). The Ubl domain is involved in substrate recognition, binding to SH3 and ubiquitin-interacting motif (UIM) domains, proteasome linkage, and control of cellular PK levels and activity (Finney et al., 2003; Fallon et al., 2006; Chaugule et al., 2011). The RING domains are involved in zinc ion binding through histidine and cysteine residues (Hristova et al., 2009). NMR titrations, mutagenesis, and molecular modeling identified the R1 domain as the E2-binding site (Riley et al., 2013; Wauer and Komander, 2013). The RING2 domain is the catalytic module harboring the catalytic cysteine (Cys431). The RING0 domain is exclusively found in PK structure while the IBR domain is conserved among the RBR E3 family.

The delineation of PK structure has been rightly taken as the definitive evidence that PK acted as a ubiquitin ligase. It has also sometimes led to the empirical refuting of other evidences, even when they were derived from technically sound studies. That PK could have additional functions and indeed could behave as a pleiotropic protein is not consensually accepted. This dogmatic view based on structural grounds is particularly puzzling since close examination of the literature in the field indicates that the RING finger motif can also mediate protein–DNA interactions.

First, the DNA-binding capacity of the RING1 finger domain has been specifically explored by Lovering et al. (1993). Thus, EMSA studies performed with the 55 amino acid synthetic peptide corresponding to the RING1 motif indicates its in vitro binding to oligonucleotides in a zinc-dependent manner since the addition of EDTA and DTT blocked the formation of specific bands. This observation raised a question. Besides its ubiquitin ligase function, could PK DNA binding be mediated by its RING1 domain? Interestingly, we firmly demonstrated that this domain was indeed involved in both p53 and PS2 transrepression and PS1 transactivation (da Costa et al., 2009; Duplan et al., 2013b).

Parkin is not the only TF whose DNA binding is mediated by a RING finger motifs. Thus, several proteins bearing this structural domain including MEL18, SNURF, LUN, RBCK1, RAD18, and MDM2 were shown to bind DNA directly by EMSA approaches (Tagawa et al., 1990; Kanno et al., 1995; Bailly et al., 1997; Tokunaga et al., 1998; Chu et al., 2001; Hakli et al., 2001; Notenboom et al., 2007; Challen et al., 2012). Interestingly three of these proteins, namely RBCK1, RAD18, and MDM2, may also function as E3 ligases. Thus, it has been shown RAD18 is implicated in the mono ubiquitinylation of a critical proliferation mediator, PCNA (Hoege et al., 2002). RBCK1 was shown to interact with ubiquitinated proteins and self-ubiquinates in vitro (Tatematsu et al., 2008). RBCK1 E3 ligase activity is inhibited by PKCβ phosphorylation. Interestingly, the activity of other E3 ligases are impacted by phosphorylation as has been shown for PK (Yamamoto et al., 2005). Finally, MDM2 is an E3 ligase activity and master regulator of p53 degradation by the proteasome (Haupt et al., 1997; Fang et al., 2000). Thus, it can be proposed that a group of RING motif-containing proteins could behave as both TF and ubiquitin ligase and that PK belongs to this family.

Importantly, in silico studies of PK protein sequence by various prediction programs (GYM, DP-bind, DNA binder, DisoRDPbind, and SMART) indicate the presence of potential RING1 independent DNA-binding motifs in the PK protein sequence, the functionality of which remains to be firmly established.

PARKIN RESPONSIVE ELEMENT

One important property of a TF stands in its ability to recognize and bind short specific sequences (6–12 bases) in the promoter region of a gene target. Usually, TFs bind to their preferred sequences referred to as consensus motif with a 1000-fold higher affinity than for other sequences (Geertz et al., 2012). Thus, the identification of a TF consensus motif is essential to the portrayal of a TF function and can be achieved by means of an arsenal of in vitro and in vivo approaches (reviewed in Jolma and Taipale, 2011). The most accurate determination of a TF consensus motif involves quantitative protein-DNA-binding affinity measurements by means of recombinant purified protein and labeled DNA probes (Stormo and Zhao, 2010). The functional validation of a consensus motif is often linked to the number of independent DNA-binding sequences (often in distinct mRNAs) in which it is found, although several TFs DNA-binding motifs were identified by means of a relatively low number (10–20) of target sequences (Mathelier et al., 2016).

Despite a considerable number of genes directly or indirectly regulated by PK (Unschuld et al., 2006; Rothfuss et al., 2009; Gonzalez-Casacuberta et al., 2018), only three (TP53, PSEN1, and PSEN2) have been experimentally validated by both ChIP and EMSA approaches (da Costa et al., 2009; Duplan et al., 2013b; Sunico et al., 2013). Of most interest, the examination of the DNA sequences interacting with PK allowed our team to derive a putative consensus motif corresponding to a heptamer motif (GCCGGAG). This was demonstrated by two distinct approaches. Thus, we showed that the deletion of this putative PK consensus motif from TP53, PSEN1, and PSEN2 full-length promoter sequences coupled to the luciferase reporter gene led to a complete loss of their PK-mediated transcriptional regulation (Duplan et al., 2013b). Second, EMSA experiments using labeled p53, PS1, and PS2 DNA probes harboring or not the PK consensus motif clearly showed that the interaction of purified recombinant PK with DNA probes was drastically impacted by the ablation of the putative PK consensus motif (Duplan et al., 2013b). This network of evidences unraveled a responsive element explaining the ability of PK to control p53, PS1, and PS2 transcription. Whether this responsive element is complete remains a matter of question. Thus, although the three above-described proteins are transcriptionally regulated by PK and display strictly similar suspected responsive elements, one should keep in mind that two of them are repressed (p53 and PS2) while the other is activated (PS1). This could be interpreted in two ways. Either the consensus site is incomplete and yet unknown additional specific domains are critical to drive repression or activation processes or, alternatively, transcriptional regulation implying upstream or downstream elements contributes to the PK-mediated transcription and remains to be elucidated. The identification and validation of additional PK targets should allow refinement of the PK consensus motif. In this context, recent cutting edge high throughput technologies such as ChIP-seq (Johnson et al., 2007) will be of precious help for genome-wide identification of additional PK targets, and thus to allow comparative in silico studies aimed at more precisely identifying complete PK responsive element. Along with this line of reasoning, it is of most interest that close analyses of several PK transcriptional targets identified by ChIP (Kao, 2009; Rothfuss et al., 2009) indicated that they contain one or several PK consensus motifs in their promoter regions suggesting a possible direct gene regulation. As a matter of example, PK was shown to interact with the human promoter of the calmodulin 1 gene (-650/+50 from the ATG) by ChIP (Kao, 2009). Our in silico analysis unraveled the PK consensus motif (-206/-200 from the ATG) in the chipped sequence. This supports the view of specific PK DNA binding properties and reinforces the reliability of the PK consensus motif signature for identifying direct TF targets.

PARKIN NUCLEAR LOCALIZATION

Subcellular studies in human and mouse brains have shown that PK is mainly localized in the cytosol in agreement with its E3 ligase function (Shimura et al., 1999), but is also observable in the nucleus (Stichel et al., 2000; Horowitz et al., 2001; da Costa et al., 2009). This dual localization fits well with the bifunctional properties of PK as ubiquitin ligase and TF. It also raises the question of how PK shuttles from one compartment to another and whether this can be affected in pathological conditions. Of most interest it has been shown that PK nitrosylation affects its localization as well as its transcriptional factor function (Sunico et al., 2013). Thus, PK nitrosylation leads to its sequestration in the cytosol and by consequence the impairment of its physical interaction with the TP53 promoter (Sunico et al., 2013). The lack of transcriptional repression of the pro-apoptotic protein p53 by PK could well contribute to the exacerbated neuronal loss observed in PD (Checler and Alves da Costa, 2014). Since nitrosylation processes mediated by environmental stressors are increased in sporadic PD (Gu et al., 2005; Vance et al., 2010), the blockade of PK TF function by nitrosylation suggests that PK-mediated gene control may well contribute to the physiopathology of sporadic PD.

Other post-translational events could impact PK subcellular localization. SUMOylation has been proposed as a cellular means to control subcellular localization of target proteins (Mahajan et al., 1997; Muller et al., 1998; Duprez et al., 1999). PK protein interaction with the RanBP2 SUMO E3 ligase (Um et al., 2006) suggested that it would be SUMOylated and indeed, PK was shown to associate with SUMO-1. Of most interest, PK SUMOylation was shown to impact its localization by favoring its shuttling to the nucleus (Um and Chung, 2006). The fact that SUMOylation processes have been associated with neuroprotective phenotypes in PD (Vijayakumaran and Pountney, 2018) suggests that PK transcriptional nuclear function contributes to PK-induced neuroprotection, a conclusion that agrees well with the PK-mediated transcriptional repression of the cell death inducer p53. The deleterious impact of impaired basal SUMOylation has been observed in various neurodegenerative diseases including PD (Cho et al., 2015; Matsuzaki et al., 2015). Thus, it would be quite interesting to investigate if PK SUMOylation is decreased in sporadic PD.

It has also been shown that DNA damage triggers PK translocation to the nucleus (Kao, 2009). This should allow PK-mediated transcriptional control of genes involved in DNA repair, notably calmodulin 1. As stated above, calmodulin1 is a one of the most impacted human genes affected by DNA damage during aging (Lu et al., 2004). Since aging is a major risk factor for PD (Reeve et al., 2014), one can envision that PK TF function may underlie an important defense cellular mechanism against genotoxicity.

Finally, it has been shown that PK missense mutations may also alter its localization (Cookson et al., 2003). Thus, the R256C and R275W PK mutants were observed in cytosolic and nuclear inclusions. Interestingly, PK nuclear inclusions were particularly associated with the R256C mutation and PK expression did not merge with YOYO-1 DNA staining, suggesting an impact of PK mutations on PK-mediated DNA binding. Thus, the compartmentalization/sequestration of PK in nuclear inclusions probably impedes its access to DNA. Moreover, we have shown that other familial PK mutations (K161N and C441R) impact PK transcriptional function by interfering with the PK DNA binding properties. Thus, purified recombinant PK mutants do not interact with TP53, PS1, and PS2 promoter-derived sequences in EMSA assay (Duplan et al., 2013b).

CLASSIFICATION OF PK GENE TARGETS AND ASSOCIATED BIOLOGICAL FUNCTIONS

Overall, close inspection of the literature allowed us to distinguish five groups of PK-mediated regulated genes (Figure 1).


[image: image]

FIGURE 1. Overview of various mechanisms governing PK-mediated direct or indirect gene regulation. It summarizes the various mechanisms underlying direct or indirect PK-mediated gene regulation as extensively described in the “PK gene targets and associated biological functions” paragraph. Abbreviations that were not already described in the main text include Aph1 (anterior pharynx defective), Pen2 (presenilin enhancer-2), and AICD (Amyloid precursor protein intracellular domain). Red, blue, and black arrows indicate repression, activation, and yet unknown gene control phenotypes, respectively.



Group 1 gathers targets regulated by direct PK-mediated DNA binding to their promoter sequences and validated by both ChIP and EMSA approaches (da Costa et al., 2009; Duplan et al., 2013b; Sunico et al., 2013). They are essentially p53, PS1, and PS2. This reinforces in the view that PK could well contribute to functions altered in PD but also in other neurodegenerative diseases and cancer. Thus, PSs are at the center of gravity of AD (Checler, 1999; De Strooper et al., 2012; Duggan and McCarthy, 2016) and p53 is a key pro-apoptotic mediator, the activity of which is exacerbated in neurodegenerative diseases and extinguished by loss of function mutations in an important subset of cancers (Checler and Alves da Costa, 2014).

Group 2 brings together indirect PK transcriptional targets that could themselves behave or not as TF. We have shown that PK upregulates PINK1 transcription indirectly via PS1 and p53 (Goiran et al., 2018a,b). PINK1 is a key PD causative gene that controls the mitophagy process dependently or independently of PK (Youle and Narendra, 2011; de Vries and Przedborski, 2012). The regulation of PINK1 by PK via the control of PS reinforces its role in AD and allows a better understanding of the mitophagic failure in AD. Taken as a whole, the above-cited works indicate that there is a feedback loop regulation between PK and PINK1 and by consequence that PK can also act upstream of PINK1 (Goiran et al., 2018a).

Parkin transcriptionally upregulates another PD causative gene product DJ-1(Duplan et al., 2013a). This regulation is driven by PK transcriptional repression of TP53. PK TP53 repression leads to the upregulation of another master TF involved in unfolded protein response (UPR), XBP1 (X box-binding protein). XBP1 directly binds to DJ-1 promoter and regulates DJ-1 transcription (Duplan et al., 2013a). The regulation of XBP1 by PK highlights its contribution the UPR control and reinforces the importance of the UPR in PD pathophysiology. Moreover, since XBP1 transcriptional function is involved in a wide range of biological processes, one can speculate on the upstream influence of PK in these various XBP1-dependent phenotypes.

Group 3 assembles potential direct (DNA binding) PK-regulated genes awaiting definitive demonstration. These targets include all PK targets identified by ChIP on ChIP approaches (Rothfuss et al., 2009). Of note, the authors highlighted that most of PK targets were of mitochondrial origin suggesting an important role of nuclear PK in mitochondrial homeostasis. This group also includes PK-regulated genes encoding protein, the degradation of which does not involve PK E3 ligase activity like monoamino oxidases A and B (Jiang et al., 2006), PGC-1α (Zheng et al., 2017), and the c-Jun N-terminal kinase (JNK) drosophila homologue gene BSK (basket) (Hwang et al., 2010). Finally, this large group gathers potential PK targets identified by microarray. Thus, transcriptomic studies performed in PC12 cells demonstrated that numerous genes linked to apoptosis and cellular stress were induced by C2-ceramide and that PK overexpression triggered cytoprotection via the reduction of EIF4BP1, GADD45A, and PTPN-5 mRNA levels (Unschuld et al., 2006). A RNAseq study of skin fibroblasts from either healthy or PD patients carrying PK mutations show a modulation of 343 genes, which function and gene ontology indicate a link of PK with cell adhesion, cell growth, and amino acid and folate metabolism among others (Gonzalez-Casacuberta et al., 2018).

Group 4 highlights the possible dual regulation of some genes and their translation products by both PK TF and E3 ligase activities, respectively. Thus, in this group, one can find p53, mitofusin 1, mitofusin 2, and voltage-dependent anion channel 1 (VDAC) that are validated E3 ligase substrates and potential PK TF targets (Geisler et al., 2010; Glauser et al., 2011; Chen and Dorn, 2013).

Group 5 gathers PK E3 ligase substrates that harbor a TF function like p53, NFkB, HIF1α, and PARIS (ZNF746) (Henn et al., 2007; Shin et al., 2011; Jung et al., 2017; Liu et al., 2017). Given the enormous network of genes regulated by these TFs, one can envision a huge impact of PK in a variety of cellular functions. It should be noted that TP53 is also a TF target of PK suggesting that both TF and ubiquitin ligase functions may be implicated in transcriptional and post-traductional control of a given target. Conversely, some of the above-cited proteins could well behave as PK E3 ligase substrates only, without being transcriptionally regulated by PK.

CONCLUDING REMARKS AND FUTURE DIRECTIONS

It is clear that PK harbors ubiquitin ligase and TF functions, which could be both involved in gene regulation. Delineating the respective contribution of these functions in physiological and pathological conditions should help to understand the cellular defects underlying both neurodegenerative and cancer pathologies and should allow the development of innovative diagnostic and therapeutic tools centered on its direct and/or indirect gene control.

AUTHOR CONTRIBUTIONS

All authors listed have made a substantial, direct, and intellectual contribution to the work and approved it for publication.

FUNDING

This work was supported through the LABEX (excellence laboratory, program of investment for the future) DISTALZ (Development of Innovative Strategies for a Transdisciplinary approach to Alzheimer’s disease, the Hospital University Federation (FHU) OncoAge, and the Fondation Plan Alzheimer.

REFERENCES

Bailly, V., Lauder, S., Prakash, S., and Prakash, L. (1997). Yeast DNA repair proteins Rad6 and Rad18 form a heterodimer that has ubiquitin conjugating, DNA binding, and ATP hydrolytic activities. J. Biol. Chem. 272, 23360–23365. doi: 10.1074/jbc.272.37.23360

Challen, C., Anderson, J. J., Chrzanowska-Lightowlers, Z. M., Lightowlers, R. N., and Lunec, J. (2012). Recombinant human MDM2 oncoprotein shows sequence composition selectivity for binding to both RNA and DNA. Int. J. Oncol. 40, 851–859. doi: 10.3892/ijo.2011.1267

Chaugule, V., Burchell, L., Barber, K., Sidhu, A., Leslie, S., Shaw, G., et al. (2011). Autoregulation of parkin activity through its ubiquitin-like domain. EMBO J. 30, 2853–2867. doi: 10.1038/emboj.2011.204

Checler, F. (1995). Processing of the β-amyloid precursor protein and its regulation in Alzheimer’s disease. J. Neurochem. 65, 1431–1444. doi: 10.1046/j.1471-4159.1995.65041431.x

Checler, F. (1999). Presenilins: multifunctional proteins involved in Alzheimer’s disease pathology. IUBMB Life 48, 33–39. doi: 10.1080/713803480

Checler, F., and Alves da Costa, C. (2014). p53 in neurodegenerative diseases and brain cancers. Pharmacol. Ther. 142, 99–113. doi: 10.1016/j.pharmthera.2013.11.009

Chen, Y., and Dorn, G. (2013). PINK1-phosphorylated mitofusin 2 is a Parkin receptor for culling damaged mitochondria. Science 340, 471–475. doi: 10.1126/science.1231031

Cho, S. J., Yun, S. M., Jo, C., Lee, D. H., Choi, K. J., Song, J. C., et al. (2015). SUMO1 promotes Abeta production via the modulation of autophagy. Autophagy 11, 100–112. doi: 10.4161/15548627.2014.984283

Chu, D., Kakazu, N., Gorrin-Rivas, M. J., Lu, H. P., Kawata, M., Abe, T., et al. (2001). Cloning and characterization of LUN, a novel ring finger protein that is highly expressed in lung and specifically binds to a palindromic sequence. J. Biol. Chem. 276, 14004–14013. doi: 10.1074/jbc.M010262200

Cookson, M. R., Lockhart, P. J., McLendon, C., O’Farrell, C., Schlossmacher, M., and Farrer, M. J. (2003). RING finger 1 mutations in Parkin produce altered localization of the protein. Hum. Mol. Genet. 12, 2957–2965. doi: 10.1093/hmg/ddg328

da Costa, C., Sunyach, C., Giaime, E., West, A., Corti, O., Brice, A., et al. (2009). Transcriptional repression of p53 by parkin and impairment by mutations associated with autosomal recessive juvenile Parkinson’s disease. Nat. Cell Biol. 11, 1370–1375. doi: 10.1038/ncb1981

De Strooper, B., Iwatsubo, T., and Wolfe, M. S. (2012). Presenilins and gamma-secretase: structure, function, and role in Alzheimer Disease. Cold Spring Harb. Perspect. Med. 2:a006304. doi: 10.1101/cshperspect.a006304

de Vries, R., and Przedborski, S. (2012). Mitophagy and Parkinson’s disease: be eaten to stay healthy. Mol. Cell. Neurosci. 55, 37–43. doi: 10.1016/j.mcn.2012.07.008

Duggan, S. P., and McCarthy, J. V. (2016). Beyond gamma-secretase activity: the multifunctional nature of presenilins in cell signalling pathways. Cell. Signal. 28, 1–11. doi: 10.1016/j.cellsig.2015.10.006

Duplan, E., Giaime, E., Viotti, J., Sévalle, J., Corti, O., Brice, A., et al. (2013a). ER-stress-associated functional link between Parkin and DJ-1 via a transcriptional cascade involving the tumor suppressor p53 and the spliced X-box binding protein XBP-1. J. Cell Sci. 126(Pt 9), 2124–2133. doi: 10.1242/jcs.127340

Duplan, E., Sevalle, J., Viotti, J., Goiran, T., Bauer, C., Renbaum, P., et al. (2013b). Parkin differently regulates presenilin-1 and presenilin-2 functions by direct control of their promoter transcription. J. Mol. Cell Biol. 5, 132–142. doi: 10.1093/jmcb/mjt003

Duprez, E., Saurin, A. J., Desterro, J. M., Lallemand-Breitenbach, V., Howe, K., Boddy, M. N., et al. (1999). SUMO-1 modification of the acute promyelocytic leukaemia protein PML: implications for nuclear localisation. J. Cell Sci. 112(Pt 3), 381–393.

Fallon, L., Belanger, C. M., Corera, A. T., Kontogiannea, M., Regan-Klapisz, E., Moreau, F., et al. (2006). A regulated interaction with the UIM protein Eps15 implicates parkin in EGF receptor trafficking and PI(3)K-Akt signalling. Nat. Cell Biol. 8, 834–842. doi: 10.1038/ncb1441

Fang, S., Jensen, J. P., Ludwig, R. L., Vousden, K. H., and Weissman, A. M. (2000). Mdm2 is a RING finger-dependent ubiquitin protein ligase for itself and p53. J. Biol. Chem. 275, 8945–8951. doi: 10.1074/jbc.275.12.8945

Finney, N., Walther, F., Mantel, P.-Y., Stauffer, D., Rovelli, G., and Dev, K. K. (2003). The cellular protein level of parkin is regulated by its ubiquitin like domain. J. Biol. Chem. 278, 16054–16058. doi: 10.1074/jbc.C300051200

Fulton, D. L., Sundararajan, S., Badis, G., Hughes, T. R., Wasserman, W. W., Roach, J. C., et al. (2009). TFCat: the curated catalog of mouse and human transcription factors. Genome Biol. 10:R29. doi: 10.1186/gb-2009-10-3-r29

Geertz, M., Shore, D., and Maerkl, S. J. (2012). Massively parallel measurements of molecular interaction kinetics on a microfluidic platform. Proc. Natl. Acad. Sci. U.S.A. 109, 16540–16545. doi: 10.1073/pnas.1206011109

Geisler, S., Holmstrom, K. M., Skujat, D., Fiesel, F. C., Rothfuss, O. C., Kahle, P. J., et al. (2010). PINK1/Parkin-mediated mitophagy is dependent on VDAC1 and p62/SQSTM1. Nat. Cell Biol. 12, 119–131. doi: 10.1038/ncb2012

Glauser, L., Sonnay, S., Stafa, K., and Moore, D. (2011). Parkin promotes the ubiquitination and degradation of the mitochondrial fusion factor mitofusin 1. J. Neurochem. 118, 636–645. doi: 10.1111/j.1471-4159.2011.07318.x

Goiran, T., Duplan, E., Chami, M., Bourgeois, A., El Manaa, W., Rouland, L., et al. (2018a). beta-amyloid precursor protein intracellular domain controls mitochondrial function by modulating phosphatase and tensin homolog-induced kinase 1 transcription in cells and in alzheimer mice models. Biol. Psychiatry 83, 416–427. doi: 10.1016/j.biopsych.2017.04.011

Goiran, T., Duplan, E., Rouland, L., el Manaa, W., Lauritzen, I., Dunys, J., et al. (2018b). Nuclear p53-mediated repression of autophagy involves PINK1 transcriptional down-regulation. Cell Death Differ. 25, 873–884. doi: 10.1038/s41418-017-0016-0

Gonzalez-Casacuberta, I., Moren, C., Juarez-Flores, D. L., Esteve-Codina, A., Sierra, C., Catalan-Garcia, M., et al. (2018). Transcriptional alterations in skin fibroblasts from Parkinson’s disease patients with parkin mutations. Neurobiol. Aging 65, 206–216. doi: 10.1016/j.neurobiolaging.2018.01.021

Gu, Z., Nakamura, T., Yao, D., Shi, Z. Q., and Lipton, S. A. (2005). Nitrosative and oxidative stress links dysfunctional ubiquitination to Parkinson’s disease. Cell Death Differ. 12, 1202–1204. doi: 10.1038/sj.cdd.4401705

Hakli, M., Karvonen, U., Janne, O. A., and Palvimo, J. J. (2001). The RING finger protein SNURF is a bifunctional protein possessing DNA binding activity. J. Biol. Chem. 276, 23653–23660. doi: 10.1074/jbc.M009891200

Haupt, Y., Maya, R., Kazaz, A., and Oren, M. (1997). Mdm2 promotes the rapid degradation of p53. Nature 387, 296–299. doi: 10.1038/387296a0

Henn, I. H., Bouman, L., Schlehe, J. S., Schlierf, A., Schramm, J. E., Wegener, E., et al. (2007). Parkin mediates neuroprotection through activation of IkappaB kinase/nuclear factor-kappaB signaling. J. Neurosci. 27, 1868–1878. doi: 10.1523/JNEUROSCI.5537-06.2007

Hoege, C., Pfander, B., Moldovan, G. L., Pyrowolakis, G., and Jentsch, S. (2002). RAD6-dependent DNA repair is linked to modification of PCNA by ubiquitin and SUMO. Nature 419, 135–141. doi: 10.1038/nature00991

Horowitz, J. M., Vernace, V. A., Myers, J., Stachowiak, M. K., Hanlon, D. W., Fraley, G. S., et al. (2001). Immunodetection of Parkin protein in vertebrate and invertebrate brains: a comparative study using specific antibodies. J. Chem. Neuroanat. 21, 75–93. doi: 10.1016/S0891-0618(00)00111-3

Hristova, V. A., Beasley, S. A., Rylett, R. J., and Shaw, G. S. (2009). Identification of a novel Zn2+-binding domain in the autosomal recessive juvenile Parkinson-related E3 ligase parkin. J. Biol. Chem. 284, 14978–14986. doi: 10.1074/jbc.M808700200

Hwang, S., Kim, D., Choi, G., An, S. W., Hong, Y. K., Suh, Y. S., et al. (2010). Parkin suppresses c-Jun N-terminal kinase-induced cell death via transcriptional regulation in Drosophila. Mol. Cells 29, 575–580. doi: 10.1007/s10059-010-0068-1

Jiang, H., Jiang, Q., Liu, W., and Feng, J. (2006). Parkin suppresses the expression of monoamine oxidases. J. Biol. Chem. 281, 8591–8599. doi: 10.1074/jbc.M510926200

Johnson, D. S., Mortazavi, A., Myers, R. M., and Wold, B. (2007). Genome-wide mapping of in vivo protein-DNA interactions. Science 316, 1497–1502. doi: 10.1126/science.1141319

Jolma, A., and Taipale, J. (2011). Methods for analysis of transcription factor dna-binding specificity in vitro. Sub Cell Biochem. 52, 155–173. doi: 10.1007/978-90-481-9069-0_7

Jung, Y. Y., Son, D. J., Lee, H. L., Kim, D. H., Song, M. J., Ham, Y. W., et al. (2017). Loss of Parkin reduces inflammatory arthritis by inhibiting p53 degradation. Redox Biol. 12, 666–673. doi: 10.1016/j.redox.2017.04.007

Kanno, M., Hasegawa, M., Ishida, A., Isono, K., and Taniguchi, M. (1995). mel-18, a Polycomb group-related mammalian gene, encodes a transcriptional negative regulator with tumor suppressive activity. EMBO J. 14, 5672–5678. doi: 10.1002/j.1460-2075.1995.tb00254.x

Kao, S.-Y. (2009). DNA damage induces nuclear translocation of parkin. J. Biomed. Sci. 16:67. doi: 10.1186/1423-0127-16-67

Kothinti, R., Tabatabai, N. M., and Petering, D. H. (2011). Electrophoretic mobility shift assay of zinc finger proteins: competition for Zn(2+) bound to Sp1 in protocols including EDTA. J. Inorg. Biochem. 105, 569–576. doi: 10.1016/j.jinorgbio.2010.08.012

Kuroda, Y., Mitsui, T., Kunishige, M., Shono, M., Akaike, M., Azuma, H., et al. (2006). Parkin enhances mitochondrial biogenesis in proliferating cells. Hum. Mol. Genet. 15, 883–895. doi: 10.1093/hmg/ddl006

Liu, J., Zhang, C., Zhao, Y., Yue, X., Wu, H., Huang, S., et al. (2017). Parkin targets HIF-1alpha for ubiquitination and degradation to inhibit breast tumor progression. Nat. Commun. 8:1823. doi: 10.1038/s41467-017-01947-w

Lovering, R., Hanson, I. M., Borden, K. L., Martin, S., O’Reilly, N. J., Evan, G. I., et al. (1993). Identification and preliminary characterization of a protein motif related to the zinc finger. Proc. Natl. Acad. Sci. U.S.A. 90, 2112–2116. doi: 10.1073/pnas.90.6.2112

Lu, T., Pan, Y., Kao, S. Y., Li, C., Kohane, I., Chan, J., et al. (2004). Gene regulation and DNA damage in the ageing human brain. Nature 429, 883–891. doi: 10.1038/nature02661

Mahajan, R., Delphin, C., Guan, T., Gerace, L., and Melchior, F. (1997). A small ubiquitin-related polypeptide involved in targeting RanGAP1 to nuclear pore complex protein RanBP2. Cell 88, 97–107. doi: 10.1016/S0092-8674(00)81862-0

Mathelier, A., Fornes, O., Arenillas, D. J., Chen, C. Y., Denay, G., Lee, J., et al. (2016). JASPAR 2016: a major expansion and update of the open-access database of transcription factor binding profiles. Nucleic Acids Res. 44, D110–D115. doi: 10.1093/nar/gkv1176

Matsuzaki, S., Lee, L., Knock, E., Srikumar, T., Sakurai, M., Hazrati, L. N., et al. (2015). SUMO1 affects synaptic function, spine density and memory. Sci. Rep. 5:10730. doi: 10.1038/srep10730

Muller, S., Matunis, M. J., and Dejean, A. (1998). Conjugation with the ubiquitin-related modifier SUMO-1 regulates the partitioning of PML within the nucleus. EMBO J. 17, 61–70. doi: 10.1093/emboj/17.1.61

Notenboom, V., Hibbert, R. G., van Rossum-Fikkert, S. E., Olsen, J. V., Mann, M., and Sixma, T. K. (2007). Functional characterization of Rad18 domains for Rad6, ubiquitin, DNA binding and PCNA modification. Nucleic Acids Res. 35, 5819–5830. doi: 10.1093/nar/gkm615

Reeve, A., Simcox, E., and Turnbull, D. (2014). Ageing and Parkinson’s disease: why is advancing age the biggest risk factor? Ageing Res. Rev. 14, 19–30. doi: 10.1016/j.arr.2014.01.004

Riley, B. E., Lougheed, J. C., Callaway, K., Velasquez, M., Brecht, E., Nguyen, L., et al. (2013). Structure and function of Parkin E3 ubiquitin ligase reveals aspects of RING and HECT ligases. Nat. Commun. 4:1982. doi: 10.1038/ncomms2982

Rinn, J., and Huarte, M. (2011). To repress or not to repress: this is the guardian’s question. Trends Cell Biol. 21, 344–353. doi: 10.1016/j.tcb.2011.04.002

Rothfuss, O., Fischer, H., Hasegawa, T., Maisel, M., Leitner, P., Miesel, F., et al. (2009). Parkin protects mitochondrial genome integrity and supports mitochondrial DNA repair. Hum. Mol. Genet. 18, 3832–3850. doi: 10.1093/hmg/ddp327

Shimura, H., Hattori, N., Kubo, S., Mizuno, Y., Asakawa, S., Minoshima, S., et al. (2000). Familial Parkinson disease gene product, parkin, is a ubiquitin-protein ligase. Nat. Genet. 25, 302–305. doi: 10.1038/77060

Shimura, H., Hattori, N., Kubo, S., Yoshikawa, M., Kitada, T., Matsumine, H., et al. (1999). Immunohistochemical and subcellular localization of Parkin protein: absence of protein in autosomal recessive juvenile parkinsonism patients. Ann. Neurol. 45, 668–672. doi: 10.1002/1531-8249(199905)45:5<668::AID-ANA19>3.0.CO;2-Z

Shin, J. H., Ko, H. S., Kang, H., Lee, Y., Lee, Y. I., Pletinkova, O., et al. (2011). PARIS (ZNF746) repression of PGC-1alpha contributes to neurodegeneration in Parkinson’s disease. Cell 144, 689–702. doi: 10.1016/j.cell.2011.02.010

Stichel, C. C., Augustin, M., Kuhn, K., Zhu, X. R., Engels, P., Ullmer, C., et al. (2000). Parkin expression in the adult mouse brain. Eur. J. Neurosci. 12, 4181–4194.

Stormo, G. D., and Zhao, Y. (2010). Determining the specificity of protein-DNA interactions. Nat. Rev. Genet. 11, 751–760. doi: 10.1038/nrg2845

Sunico, C., Nakamura, T., Rockenstein, E., Mante, M., Adame, A., Chan, S., et al. (2013). S-Nitrosylation of parkin as a novel regulator of p53-mediated neuronal cell death in sporadic Parkinson’s disease. Mol. Neurodegener. 8:29. doi: 10.1186/1750-1326-8-29

Tagawa, M., Sakamoto, T., Shigemoto, K., Matsubara, H., Tamura, Y., Ito, T., et al. (1990). Expression of novel DNA-binding protein with zinc finger structure in various tumor cells. J. Biol. Chem. 265, 20021–20026.

Tatematsu, K., Yoshimoto, N., Okajima, T., Tanizawa, K., and Kuroda, S. (2008). Identification of ubiquitin ligase activity of RBCK1 and its inhibition by splice variant RBCK2 and protein kinase Cbeta. J. Biol. Chem. 283, 11575–11585. doi: 10.1074/jbc.M706961200

Tokunaga, C., Kuroda, S., Tatematsu, K., Nakagawa, N., Ono, Y., and Kikkawa, U. (1998). Molecular cloning and characterization of a novel protein kinase C-interacting protein with structural motifs related to RBCC family proteins. Biochem. Biophys. Res. Commun. 244, 353–359. doi: 10.1006/bbrc.1998.8270

Trempe, J. F., Sauve, V., Grenier, K., Seirafi, M., Tang, M. Y., Menade, M., et al. (2013). Structure of parkin reveals mechanisms for ubiquitin ligase activation. Science 340, 1451–1455. doi: 10.1126/science.1237908

Um, J. W., and Chung, K. C. (2006). Functional modulation of parkin through physical interaction with SUMO-1. J. Neurosci. Res. 84, 1543–1554. doi: 10.1002/jnr.21041

Um, J. W., Min, D. S., Rhim, H., Kim, J., Paik, S. R., and Chung, K. C. (2006). Parkin ubiquitinates and promotes the degradation of RanBP2. J. Biol. Chem. 281, 3595–3603. doi: 10.1074/jbc.M504994200

Unschuld, P. G., Dachsel, J., Darios, F., Kohlmann, A., Casademunt, E., Lehmann-Horn, K., et al. (2006). Parkin modulates gene expression in control and ceramide-treated PC12 cells. Mol. Biol. Rep. 33, 13–32. doi: 10.1007/s11033-005-3961-5

Vance, J. M., Ali, S., Bradley, W. G., Singer, C., and Di Monte, D. A. (2010). Gene-environment interactions in Parkinson’s disease and other forms of parkinsonism. Neurotoxicology 31, 598–602. doi: 10.1016/j.neuro.2010.04.007

Vaquerizas, J. M., Kummerfeld, S. K., Teichmann, S. A., and Luscombe, N. M. (2009). A census of human transcription factors: function, expression and evolution. Nat. Rev. Genet. 10, 252–263. doi: 10.1038/nrg2538

Vijayakumaran, S., and Pountney, D. L. (2018). SUMOylation, aging and autophagy in neurodegeneration. Neurotoxicology 66, 53–57. doi: 10.1016/j.neuro.2018.02.015

Wang, B., Xiao, Z., Ko, H. L., and Ren, E. C. (2010). The p53 response element and transcriptional repression. Cell Cycle 9, 870–879. doi: 10.4161/cc.9.5.10825

Wauer, T., and Komander, D. (2013). Structure of the human Parkin ligase domain in an autoinhibited state. EMBO J. 32, 2099–2112. doi: 10.1038/emboj.2013.125

Yamamoto, A., Friedlein, A., Imai, Y., Takahashi, R., Kahle, P. J., and Haass, C. (2005). Parkin phosphorylation and modulation of its E3 ubiquitin ligase activity. J. Biol. Chem. 280, 3390–3399. doi: 10.1074/jbc.M407724200

Youle, R. J., and Narendra, D. P. (2011). Mechanisms of mitophagy. Nat. Rev. Mol. Cell Biol. 12, 9–14. doi: 10.1038/nrm3028

Zheng, L., Bernard-Marissal, N., Moullan, N., D’Amico, D., Auwerx, J., Moore, D. J., et al. (2017). Parkin functionally interacts with PGC-1alpha to preserve mitochondria and protect dopaminergic neurons. Hum. Mol. Genet. 26, 582–598. doi: 10.1093/hmg/ddw418

Conflict of Interest Statement: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2019 Alves da Costa, Duplan, Rouland and Checler. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/cover.jpg
, frontiers

in Neuroscience

The Transcription Factor Function
of Parkin: Breaking the Dogma









OPS/images/cross.jpg
3,

i





OPS/images/logo.jpg
' frontiers

in Neuroscience





OPS/images/fnins-12-00965-g001.jpg
Parkin-mediated gene control

Group 1 Group 2 Group 3 Group 4
PKTF direct targets §PK TF indirect targets Jll PK TF direct /indirect § PK targets of both
validated validated putative targets TF and E3-ligase

Chipped
sequences: 'MEN1 MEN2. %g%
Mitochondrial ' \)
targets .
Calmodulin 1 A
E3-ligase ' PGCla

independent;
MAO A, MAO B, BSK,

gy oy L)
Transcriptomic
studies
PC12 cells; C2-
ceramide
Human skin
fibroblasts: parkin
mutations






