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Parkinson’s disease is a debilitating neurodegenerative disorder, and its molecular etiopathogenesis remains poorly understood.
The discovery of monogenic forms has significantly advanced our understanding of the molecular mechanisms underlying PD,
as it allows generation of cellular and animal models carrying the mutant gene to define pathological pathways. Mutations in
leucine-rich repeat kinase 2 (LRRK2) cause dominantly inherited PD, and variations increase risk, indicating that LRRK2 is an
important player in both genetic and sporadic forms of the disease. G2019S, the most prominent pathogenic mutation, maps to
the kinase domain and enhances enzymatic activity of LRRK2, which in turn seems to correlate with cytotoxicity. Since kinases
are druggable targets, this has raised great hopes that disease-modifying therapies may be developed around modifying LRRK2
enzymatic activity. Apart from cytotoxicity, changes in autophagy have been consistently reported in the context of G2019S mutant
LRRK2. Here, we will discuss current knowledge about mechanism(s) by which mutant LRRK2 may regulate autophagy, which
highlights additional putative therapeutic targets.

1. Introduction

Parkinson’s disease (PD) is a common neurodegenerative
disorder with symptoms including tremor, rigidity, and
postural instability [1]. Autosomal-dominant mutations in
leucine-rich repeat kinase 2 (LRRK2) comprise the most
common monogenic form of PD [2–5]. LRRK2-associated
PD is symptomatically and neurochemically largely indis-
tinguishable from sporadic PD cases [6], even though the
reported pleomorphic pathology of mutant LRRK2 carriers
differs from the rather classical α-synuclein pathology asso-
ciated with sporadic PD. Variations in LRRK2 have further
been reported to increase risk for sporadic PD [7–9], which
implicates LRRK2 in both sporadic and familial forms of
the disease. The big advantage of studying the function
of a mutated gene product as compared to a sporadic
disease is that one can generate cellular and animal models
carrying the mutant gene to define pathological pathways.
In conjunction with the described enzymatic activity of
LRRK2 which may be targeted by select kinase inhibitors

[10, 11], this has propelled the protein into the limelight
of PD research worldwide. However, to develop disease-
modifying or neuroprotective therapies around LRRK2, a
clear understanding of its normal and pathological func-
tion(s) is required. A link between LRRK2 and aberrant
macroautophagy has been consistently observed, and here we
review our current knowledge of LRRK2’s role in autophagy
and lysosomal homeostasis with implications for cell demise
in PD.

2. LRRK2 Structure and Cellular Localization

LRRK2 is a large multidomain protein belonging to the
ROCO family of proteins which are characterized by the
presence of leucine-rich repeats, a Ras of complex (ROC)
GTPase domain, a C terminal of ROC (COR) linker region,
and a kinase domain [12]. Among the many putative
pathogenic variants identified to date, six missense muta-
tions in LRRK2 have been clearly shown to segregate
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Figure 1: Domain structure and PD mutations of LRRK2. The central region of LRRK2 contains a GTPase domain also called (ROC),
a C-terminal of ROC (COR) domain of unknown function, and a kinase domain, flanked on either side by protein-protein interaction
domains including an ankyrin repeat domain (ANK), leucine-rich repeats (LRR) and a WD40 domain (WD40). Clearly causative pathogenic
mutations are indicated and are clustered around the catalytic domains of LRRK2. Only the G2019S mutation consistently augments kinase
activity.

with disease, and thus represent authentic disease-causing
variants [13]. Importantly, these mutations all map to the
central region comprised of the catalytic domains, indicating
that a change in enzymatic activity (either GTPase or kinase)
mediates the pathogenic effect(s) of LRRK2 (Figure 1). The
G2019S mutation within the kinase domain (Figure 1) is
the most frequent pathogenic LRRK2 mutation, having been
identified in up to about 40% of familial PD cases dependent
on ethnicity, and also detected in apparent sporadic PD cases
[4, 5, 7–9]. This mutation has been consistently shown to
augment catalytic activity [14], even though the inherent
kinase activity of LRRK2 is very low. This may be, at least in
part, due to the lack of currently identified and reproducible
genuine kinase substrates. LRRK2 kinase is active towards
itself [14], and autophosphorylation may represent a phys-
iological readout. The effect of other pathogenic mutations
on kinase activity is less clear. Intriguingly, a recent study
indicates that the G2385R risk variant causes a partial loss
of kinase activity, highlighting the possibility that both too
much or too little LRRK2 kinase activity may be detrimental
[15]. Mutations in the ROC and COR domain cause a
decrease in GTPase, without gross changes in kinase activity
[16, 17], suggesting that the GTPase activity may comprise
the genuine physiological readout of LRRK2, which may
be further modulated by kinase activity [11]. Finally, apart
from the catalytic central domains, LRRK2 contains vari-
ous protein-protein interaction domains including LRRK2-
specific, ankyrin, and leucine-rich repeat motifs at the N-
terminus, and WD40 repeats near the C-terminus of the
protein (Figure 1). The existence of these domains indicates
the possibility that it may act as a protein scaffold for the
assembly of protein complexes [18]. Indeed, LRRK2 has
been reported to interact with a whole array of proteins
and may form distinct protein complexes in a cell-type
or subcellular compartment-specific manner [19]. In this
context, the enzymatic activities of LRRK2 may serve to
change the affinity and/or composition of such complexes.
Alternatively, a change in enzymatic activity may be the result
of a change in protein complex interaction(s). Consistent
with the latter possibility, LRRK2 has been reported to exist
as a dimer, with dimerization enhancing kinase activity and
causing relocalization to intracellular membranes [20–23],
even though this has been disputed [24]. In either case, apart
from being cytosolic, overexpressed, as well as endogenous,
LRRK2 has been reported to localize to specific membrane
subdomains including endolysosomal structures in neuronal

and non-neuronal cells [25–27]. There, it may interact with
and/or regulate distinct protein complexes. Such interactions
may be controlled by the catalytic activity of LRRK2, either
towards itself or currently unknown substrates. If correct, not
only the catalytic activity of LRRK2, but also the modulation
of distinct protein interactions should be considered possible
targets for therapeutic strategies.

3. LRRK2 and the Regulation of Autophagy

The precise molecular mechanism(s) of LRRK2 function
remain unclear. Certain phenotypes are robustly seen, such
as the acutely toxic nature of pathogenic mutant forms
of LRRK2 upon high-level overexpression in cultured cells
[28–31]. Cell death is also evident upon viral vector-
mediated expression of mutant LRRK2 in vivo [32, 33], and
toxicity seems to depend on kinase activity [28, 29, 32]. In
neuronal cellular models where cell death is not apparent,
neurite shortening represents another consistent phenotype
associated with mutant LRRK2 expression [34–42]. Where
investigated, this also seems kinase activity-dependent and
mediated by macroautophagy [34, 35, 41, 42]. All mutations
tested to date have at least one of these effects on cells.
Thus, the cellular pathway(s) underlying LRRK2 toxicity
may involve altered macroautophagy, which in neurons
may lead to neurite shortening and eventual cell demise.
If so, elucidating the mechanism(s) by which LRRK2 alters
macroautophagy becomes key.

Apart from playing an important role in determining
neurite length [43], macroautophagy (thereafter named
autophagy) has recently gained attention for its contribution
to the pathogenesis of several neurodegenerative diseases
including PD [44–46]. Autophagy is a process by which
cytosolic constituents, including damaged organelles and
aggregated proteins, are engulfed within specialized double-
membraned vesicles called autophagosomes. Autophago-
somes then fuse with amphisomes or lysosomes, followed
by the hydrolytic degradation of products in lysosomes
and reformation of these organelles to maintain cellular
degradative capacity [47, 48]. Disrupting any part of this
process impairs autophagic flux, accompanied by the accu-
mulation of autophagic substrates and organelles [47, 48]. In
addition, autophagy and endocytosis share lysosomes as their
common end-point [49], such that it has been very difficult
to define whether LRRK2 plays positive or negative roles in
autophagic-lysosomal clearance.
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A wealth of studies indicate that LRRK2 regulates
autophagy. For example, various lines of knockout mice
have been generated, which display an increase in the
number and size of secondary lysosomes and autolysosome-
like structures in the kidney [50–52]. An accumulation of
lipofuscin granules, highly oxidized, and crosslinked proteins
and lipids which cannot be properly degraded, and p62, an
autophagy substrate, have also been observed [50–52]. Such
abnormal accumulation of undigested material indicates an
impairment in the autophagosomal-lysosomal degradation
system. To determine a possible defect along the autophagic
pathway, the levels of LC3I and LC3II have been analyzed.
LC3II, the lipidated form of LC3I, becomes bound to
the autophagosomal membrane and serves as a reliable
indicator of autophagic activity [53]. Studies analyzing the
levels of LC3II in the absence of LRRK2 in the kidney
indicate either no change [52], or a biphasic change with
an initial enhancement of flux at young age, followed by
an impairment of flux over time [50, 51]. This block in
flux has been interpreted to be due to an “overload” of
the system, resulting in impaired clearance and/or recycling
of autophagic components/autolysosomes [51]. Whilst an
interesting hypothesis, it depends on assigning a rate-
limiting step in the autophagy process, which will need
further proof.

In agreement with the in vivo data of young animals,
RNAi-mediated knockdown of LRRK2 has been found to
result in increased autophagic flux under starvation condi-
tions in a human embryonic kidney cell line (HEK293) [25].
Unfortunately, flux experiments were not performed under
nutrient-rich conditions in these knockdown cells. Con-
versely, overexpression of R1441C mutant LRRK2 caused a
block in autophagic flux, as evidenced by the accumulation of
multivesicular bodies and large autophagosomes containing
incompletely degraded material and increased levels of
p62 [25]. Similarly, in our studies overexpressing wildtype
and G2019S mutant LRRK2 in HEK293 cells, we found
improper autophagic-lysosomal clearance, as indicated by
an accumulation of autophagic structures and lipid droplets
[54, 55]. Thus, at least in the kidney and in kidney-derived
cell lines, the normal function of LRRK2 may be related to
negatively regulating autophagic clearance and/or lysosomal
homeostasis. Too much LRRK2 activity then would dampen,
whilst too little activity would enhance autophagic flux. If
the latter overloads the system with time, any deregulation of
LRRK2 activity may be damaging to the proper functioning
of the autophagic pathway in vivo.

4. Tissue-Specific versus Universal
Regulation of Autophagy

In contrast to kidney, there has been no evidence for the
accumulation of autophagic or lysosome-related structures
in the brains of aged mice lacking LRRK2 [50–52]. Thus,
LRRK2 may perform distinct roles in a tissue-specific man-
ner, with an effect on autophagy in kidney, but not in brain.
Alternatively, LRRK1 may functionally compensate for the
loss of LRRK2 in the brain, but not in the kidney, the latter of

which contains small amounts of LRRK1 versus LRRK2 and
thus percentually suffers a much bigger loss of LRRK proteins
[56, 57]. In addition, the homo- and heterodimerization of
LRRK1 and LRRK2 proteins has been reported [58, 59], with
LRRK1 involved in regulating endosomal trafficking [60, 61],
consistent with a role for both proteins in recycling and
degradation events. Generation of double-knockout lines
will be required to delineate whether a complete loss of
LRRK proteins in neurons results in age-related changes in
autophagy similar to those observed in the kidney.

As another possibility, the overall levels of LRRK proteins
present in different tissues may predetermine whether a
phenotype is observed upon knockout versus overexpression
conditions. For example, as LRRK levels are very high in
kidney [56, 57], a knockout strategy may be more adequate
to uncover the (normal) role of LRRK2 in autophagic-
lysosomal clearance. Conversely, given the low levels of
LRRK2 in the brain, an overexpression approach, especially
of mutant, hyperactive LRRK2, may be more effective.

Apart from differences in the levels of LRRK proteins,
the rate of basal autophagy also displays large differences
across distinct tissues. Thus, the same pathogenic mutation
of LRRK2 may give rise to different degrees of pathology
depending on the cellular milieu in which it is operating [19].
As basal autophagy is very high in the kidney, a deregulation
may be more pronounced in this organ as compared to
other tissues. Nevertheless, if LRRK2 is a universal modulator
of autophagic/lysosomal clearance, changes should also be
detectable in other tissues such as brain, albeit possibly to
a lesser degree or in an age-dependent manner difficult to
track using rodent models. In agreement with a universal role
in regulating autophagy, an overexpression approach using
G2019S mutant LRRK2 has been reported to cause abnormal
accumulation of autophagic and lysosomal structures in
primary cortical neurons and neuronal cell lines in culture
[34, 35]. Similarly, an accumulation of autophagic vacuoles,
including early and late autophagosomes, has been described
in the soma and processes in the cortex and striatum
from G2019S, and to a lesser degree R1441C, transgenic
mice with advanced age [40]. Thus, both in vitro and
in vivo, overexpression of mutant LRRK2 seems to cause
impaired autophagic-lysosomal clearance in neurons as
well. A decrease in autophagic flux, concomitant with an
increase in p62 levels, autophagosomes and lipid droplets
has recently also been described in human dopaminergic
neurons derived from induced pluripotent stem cells from
G2019S mutant LRRK2, but not control patients, after long-
term culture [42]. These data are important, as they indicate
that endogenous levels of mutant LRRK2 are sufficient to
induce an autophagic-lysosomal phenotype in dopaminergic
neurons with time. In contrast, fibroblasts from those same
patients do not reveal differences in autophagic clearance,
consistent with their extremely low levels of basal autophagic
activity [42]. However, the latter findings are in contrast to a
recent report suggesting elevated levels of autophagic activity
[62], and the precise role for mutant LRRK2 in autophagy
regulation in fibroblasts remains to be determined. Finally,
bone marrow-derived macrophages from mutant LRRK2
mice display a decrease in LC3II levels, possibly highlighting
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an autophagic phenotype in those cells as well [63]. All-
together, the currently available data indicate that LRRK2
can regulate autophagic-lysosomal clearance in neurons as
well as a variety of other cell types, possibly in a manner
dependent on the basal level of autophagy.

5. Mechanism of Autophagy Regulation
by LRRK2

If LRRK2 indeed regulates autophagic clearance, under-
standing the mechanism of action becomes important
to develop alternative and/or complementary treatment
strategies. The effects of LRRK2 on autophagic-lysosomal
clearance may reflect its primary mechanism of action
or may occur secondarily, elicited as a response to some
upstream event(s). Even if direct, many distinct scenarios
remain possible, as autophagy intersects with both secretory
and endocytic pathways at several points [64]. Given its
heterodimerization with LRRK1 [58, 59], which has been
reported to regulate trafficking events of the epidermal
growth factor receptor (EGFR) between early and late
endosomes, endosome motility and sorting of the epidermal
growth factor receptor (EGFR) to the inner vesicles of mul-
tivesicular bodies [60, 61], one may speculate that LRRK2
regulates similar events, with consequences for autophagic
pathways involving multivesicular bodies [65].

Apart from this mere analogy, LRRK2 has been shown
to interact with the GTPase rab5b, a key regulator of
early endocytic vesicle trafficking [66]. Overexpression or
knockdown of LRRK2 cause a decrease in presynaptic vesicle
endocytosis rates, again indicating that both too much and
too little LRRK2 adversely alter the balance of homeostatic
mechanisms, in this case controlling endocytosis [66].
Similarly, both overexpression or knockdown of LRRK2
induce defects in vesicle endocytosis upon depolarization
of primary neuronal cultures [67, 68], which may involve
interactions of LRRK2 with a series of endocytic proteins
apart from rab5b [68], but further studies are needed to
determine how LRRK2 may regulate the function of any of
these proteins. Interestingly, rab5b, apart from regulating the
endocytic pathway [69] has recently been shown to play an
additional positive role in autophagy by regulating an early
step of autophagosome formation in a TORC1-independent
manner [70]. Thus, a LRRK2-mediated regulation of rab5b
may rather directly impact upon autophagic flux. Indirect
LRRK2-mediated regulation of autophagy via changes in
endocytosis can be envisioned as well, as endocytosis enables
the formation of distinct signal transduction complexes
which define specialized endosomal-lysosomal signaling
platforms [71]. LRRK2-mediated changes in endocytosis
may modulate the formation of those intracellular complexes
to regulate signalling cascades including Wnt or MAP kinase
cascades [71], both of which have been shown to be affected
by LRRK2 [18], and which then may modulate the function
of downstream autophagic components.

Multiple data support the idea that LRRK2 also modu-
lates late steps in the autophagic-lysosomal clearance path-
way. The fusion of both autophagosomes and endosomes

with lysosomes requires rab7, as does the process of lysosome
reformation [49, 72–74], and interfering with rab7 function
will thus affect autophagic-lysosomal clearance. Indeed, at
least in Drosophila, the LRRK2 homolog seems to interact
with rab7 on late endosomes and lysosomes to negatively
regulate rab7-dependent perinuclear lysosomal positioning
required for the efficient degradation of autophagosomes
[75]. Another recent study in C. elegans expressing human
wildtype or mutant LRRK2 in conjunction with proteostatic
stress indicates increased expression of numerous proteins
including a subunit of the V-type proton ATPase [76, 77],
and the behavioural motor deficits observed in these double-
transgenic worms can be reverted by increasing autophagic
flux using a rapamycin analog. These data are consistent with
our findings that mutant LRRK2 may increase lysosomal pH
and concomitantly decrease lysosomal clearance, a process
reverted by rapamycin, but not by other compounds which
increase autophagy in an mTOR-independent manner [54].
It remains to be seen whether the beneficial effect of the
rapamycin analog on motor output is related to an mTOR-
dependent increase in degradative capacity as autophagic
flux is enhanced, a decrease in protein synthesis, an effect
on lysosomal homeostasis, or a combination thereof. Taken
alltogether, a picture is emerging whereby LRRK2 may
regulate both early and late steps of autophagic-lysosomal
clearance in a rab protein-dependent manner (Figure 2).

6. A Link between LRRK2, Autophagy,
and NAADP-Mediated Endolysosomal
Calcium Signaling

In agreement with other reports, we also found an increase in
autophagosome numbers upon transient overexpression of
wildtype and G2019S-mutant, but not kinase-dead LRRK2
in various cell lines including dopaminergic neuroendocrine
cells [54, 55]. Interestingly, we found that these effects were
inhibited by the calcium chelator BAPTA, suggesting that
they were calcium-dependent. The effects of LRRK2 over-
expression on autophagosome numbers were also blocked
when genetically depleting ER calcium stores and were
accompanied by an increase in the pH of a population of
lysosomes and an increase in the number of lipid droplets.
This phenotype closely matches the one triggered by NAADP,
which evokes cytosolic calcium signals that can be amplified
by ER calcium stores, causes partial alkalinization of acidic
stores, and induces lipid accumulation [78–80]. NAADP is
a potent agonist-generated second messenger and capable of
triggering complex calcium signals which are initiated from
acidic stores and are being subsequently amplified by ER
calcium release channels [81–83]. Targets for NAADP are
likely comprised of the endolysosomal two-pore channels
TPC1 and TPC2 [84–86], even though recent studies indicate
that NAADP does not directly bind to TPCs, but rather
indirectly through currently unidentified associated low-
molecular weight binding proteins [87]. In either case, there
is a growing appreciation of the importance of endolyso-
somal organelles as mobilizable calcium stores [81, 88],
and intraluminal calcium seems required for endolysosomal
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Figure 2: Possible mechanisms by which LRRK2 may regulate events related to endolysosomal and autophagic function. Modulation of rab5
function could cause changes in endocytosis and/or autophagosome formation. Altered endocytosis could also modulate signalling events
occurring at the plasma membrane or on intracellular organelles, thereby, indirectly impacting upon autophagy through phosphorylation
events of distinct proteins required for the process. At later stages, through modulating rab7 function, LRRK2 may alter the fusion of
autophagosomes/endosomes with lysosomes or impair lysosome reformation, which would impact upon autophagic-lysosomal clearance
in both cases. As most of the abovementioned membrane fusion/reformation steps require intraluminal calcium, LRRK2 may further
regulate endolysosomal clearance by modulating NAADP-sensitive calcium channels (NAADP-R) located on endosomes and lysosomes.
The increasing intraluminal calcium concentrations along the endocytic/lysosomal pathway are indicated by the progressively darkened blue
color. Ligand binding to receptors, followed by endocytosis and interaction with signalling complexes are schematically indicated. EE: early
endosome; AV: autophagosome; LE/MVB: late endosome/multivesicular body; LYS: lysosome. For further details and references, see text.
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Figure 3: Diagram of proposed mechanism(s) by which LRRK2 regulates autophagy via modulation of NAADP-dependent calcium channels
(NAADP-R) on lysosomes. LRRK2 localizes to lysosomes and regulates calcium release through two-pore channels (TPCs). Whether this
is due to a direct interaction of LRRK2 with NAADP-R, an indirect interaction via rab7 or additional proteins, or whether it is mediated
by a phosphorylation event remains to be determined. Calcium release from acidic organelles then causes calcium-induced calcium release
(CICR) from the ER to amplify cytosolic calcium signals, which leads to the activation of a cascade to increase autophagosome numbers.
Diminished luminal calcium will further cause a decrease in autophagosome-lysosome fusion, and increased pH may have additional effects
on eventually impairing lysosomal proteolysis, leading to the observed autophagic-lysosomal clearance phenotype.

membrane fusion events, thus, directly impacting upon
endosomal and autophagic trafficking events [73].

The analogy between the effects of LRRK2 overexpres-
sion and NAADP action prompted us to test the connection
between NAADP and LRRK2 action. Accordingly, we

found that elevation of cellular NAADP levels using a cell
permeable NAADP analogue (NAADP-AM) [89] increases
autophagosome numbers, lysosomal pH, and lipid droplet
numbers, thus, largely mimicking the effects observed
upon LRRK2 overexpression [54]. Conversely, the NAADP
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antagonist NED19 recently identified by virtual screening
methods [90] reverted the effects of LRRK2. The increase in
autophagosome number could also be blocked by overex-
pression of TPC2 mutated within the pore region [91]. This
inactive mutant likely acts in a dominant manner similar
to TPC1 in which the corresponding residue is mutated
[84, 92]. Together, these data uncover a hitherto unknown
link between NAADP and LRRK2 function (Figure 3).

7. Summary

A wealth of recent data supports the idea that LRRK2
regulates autophagy. Another ROCO protein family member,
death-associated protein kinase 1 (DAPK1), also seems
to be an essential regulator of autophagy [93], and it
will be interesting to determine whether other ROCO
proteins are autophagy modulators as well. Furthermore,
LRRK2 variants have been associated with Crohn’s disease
(CD), an inflammatory bowel disease [94]. As other CD-
associated risk genes are also linked to autophagy trig-
gered as an antibacterial response, the disease may result
from ineffective control of bacterial infection and resultant
chronic inflammation [95]. Similarly, recent data suggest
that LRRK2 dysfunction in PD may involve the immune
system [96], and the involvement of aberrant autophagy
in such process warrants further investigation. Whilst the
link between LRRK2 and autophagy is becoming solid, the
precise underlying mechanism(s) remain unknown. Both
direct and indirect scenarios can be envisioned, and evidence
for both is emerging. Rab proteins and calcium seem
to play potentially important and not mutually exclusive
roles. Calcium is known to both positively and negatively
regulate autophagy, and these dual effects may depend on
the precise intraorganellar location at which it is required
for autophagosome-lysosome or endosome-lysosome fusion,
respectively [49, 72]. Many questions remain to be addressed,
such as whether TPCs (or NAADP binding proteins) are
LRRK2 targets, whether LRRK2 causes indeed measurable
changes in intracellular calcium levels, or how LRRK2
regulates the activity or localization of distinct rab proteins.
Additional work is needed toward delineating the precise
molecular links between LRRK2, autophagy, and NAADP-
mediated events.
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al., “The LRRK2 G2019S mutant exacerbates basal autophagy
through activation of the MEK/ERK pathway,” Cellular Molec-
ular Life Sciences. In press.

[63] M. Hakimi, T. Selvanantham, E. Swinton et al., “Parkinson’s
disease-linked LRRK2 is expressed in circulating and tissue
immune cells and upregulated following recognition of micro-
bial structures,” Journal of Neural Transmission, vol. 118, no. 5,
pp. 795–808, 2011.

[64] A. Orsi, H. E. J. Polson, and S. A. Tooze, “Membrane
trafficking events that partake in autophagy,” Current Opinion
in Cell Biology, vol. 22, no. 2, pp. 150–156, 2010.

[65] C. M. Fader and M. I. Colombo, “Autophagy and multi-
vesicular bodies: two closely related partners,” Cell Death and
Differentiation, vol. 16, no. 1, pp. 70–78, 2009.

[66] N. Shin, H. Jeong, J. Kwon et al., “LRRK2 regulates synaptic
vesicle endocytosis,” Experimental Cell Research, vol. 314, no.
10, pp. 2055–2065, 2008.

[67] Y. Xiong, C. E. Coombes, A. Kilaru et al., “GTPase activity
plays a key role in the pathobiology of LRRK2,” PLoS Genetics,
vol. 6, no. 4, Article ID e1000902, 2010.

[68] G. Piccoli, S. B. Condliffe, M. Bauer et al., “LRRK2 controls
synaptic vesicle storage and mobilization within the recycling
pool,” Journal of Neuroscience, vol. 31, no. 6, pp. 2225–2237,
2011.

[69] C. Bucci, R. G. Parton, I. H. Mather et al., “The small GTPase
rab5 functions as a regulatory factor in the early endocytic
pathway,” Cell, vol. 70, no. 5, pp. 715–728, 1992.

[70] B. Ravikumar, S. Imarisio, S. Sarkar, C. J. O’Kane, and D.
C. Rubinsztein, “Rab5 modulates aggregation and toxicity of

mutant huntingtin through macroautophagy in cell and fly
models of Huntington disease,” Journal of Cell Science, vol. 121,
no. 10, pp. 1649–1660, 2008.

[71] H. W. Platta and H. Stenmark, “Endocytosis and signaling,”
Current Opinion in Cell Biology, vol. 23, no. 4, pp. 393–403,
2011.

[72] I. G. Ganley, P. M. Wong, N. Gammoh, and X. Jiang, “Distinct
autophagosomal-lysosomal fusion mechanism revealed by
thapsigargin-induced autophagy arrest,” Molecular Cell, vol.
42, no. 6, pp. 731–743, 2011.

[73] P. R. Pryor, B. M. Mullock, N. A. Bright, S. R. Gray, and J.
P. Luzio, “The role of intraorganellar Ca2+ in late endosome-
lysosome heterotypic fusion and in the reformation of lyso-
somes from hybrid organelles,” Journal of Cell Biology, vol. 149,
no. 5, pp. 1053–1062, 2000.

[74] L. Yu, C. K. McPhee, L. Zheng et al., “Termination of
autophagy and reformation of lysosomes regulated by mTOR,”
Nature, vol. 465, no. 7300, pp. 942–946, 2010.

[75] M. W. Dodson, T. Zhang, C. Jiang et al., “Roles of the
Drosophila LRRK2 homolog in rab7-dependent lysosomal
positioning,” Human Molecular Genetics, vol. 21, pp. 1350–
1363, 2012.

[76] F. Di Domenico, R. Sultana, A. Ferree et al., “Redox proteomics
analyses of the influence of co-expression of wild-type or
mutated LRRK2 and Tau on C. elegans protein expression
and oxidative modification: relevance to Parkinson disease,”
Antioxidants and Redox Signaling, vol. 17, no. 11, pp. 1490–
1506, 2012.

[77] A. Ferree, M. Guillily, H. Li et al., “Regulation of physiologic
actions of LRRK2: focus on autophagy,” Neurodegenerative
Disease, vol. 10, pp. 238–241, 2012.

[78] A. H. Guse and H. C. Lee, “NAADP: a universal Ca2+ trigger,”
Science Signaling, vol. 1, no. 44, p. re10, 2008.

[79] A. J. Morgan and A. Galione, “NAADP induces pH changes in
the lumen of acidic Ca2+ stores,” Biochemical Journal, vol. 402,
no. 2, pp. 301–310, 2007.

[80] E. Lloyd-Evans, A. J. Morgan, X. He et al., “Niemann-Pick
disease type C1 is a sphingosine storage disease that causes
deregulation of lysosomal calcium,” Nature Medicine, vol. 14,
no. 11, pp. 1247–1255, 2008.

[81] S. Patel and R. Docampo, “Acidic calcium stores open
for business: expanding the potential for intracellular Ca2+

signaling,” Trends in Cell Biology, vol. 20, no. 5, pp. 277–286,
2010.

[82] G. C. Churchill, Y. Okada, J. M. Thomas, A. A. Genazzani, S.
Patel, and A. Galione, “NAADP mobilizes Ca2+ from reserve
granules, lysosome-related organelles, in sea urchin eggs,” Cell,
vol. 111, no. 5, pp. 703–708, 2002.

[83] A. J. Morgan, F. M. Platt, E. Lloyd-Evans et al., “Molecular
mechanisms of endolysosomal Ca2+ signalling in health and
disease,” Biochemical Journal, vol. 439, pp. 349–374, 2011.

[84] E. Brailoiu, D. Churamani, X. Cai et al., “Essential requirement
for two-pore channel 1 in NAADP-mediated calcium signal-
ing,” Journal of Cell Biology, vol. 186, no. 2, pp. 201–209, 2009.

[85] P. J. Calcraft, M. Ruas, Z. Pan et al., “NAADP mobilizes
calcium from acidic organelles through two-pore channels,”
Nature, vol. 459, no. 7246, pp. 596–600, 2009.

[86] S. Patel, L. Ramakrishnan, T. Rahman et al., “The endo-
lysosomal system as an NAADP-sensitive acidic Ca2+ store:
role for the two-pore channels,” Cell Calcium, vol. 50, no. 2,
pp. 157–167, 2011.

[87] Y. Lin-Moshier, T. F. Walseth, D. Churamani et al., “Pho-
toaffinity labeling of nicotinic acid adenine dinucleotide



Parkinson’s Disease 9

phosphate (NAADP) targets in mammalian cells,” Journal of
Biological Chemistry, vol. 287, pp. 2296–2307, 2012.

[88] C. C. Scott and J. Gruenberg, “Ion flux and the function of
endosomes and lysosomes: PH is just the start: the flux of ions
across endosomal membranes influences endosome function
not only through regulation of the luminal pH,” BioEssays, vol.
33, no. 2, pp. 103–110, 2011.

[89] R. Parkesh, A. M. Lewis, P. K. Aley et al., “Cell-permeant
NAADP: a novel chemical tool enabling the study of Ca2+

signalling in intact cells,” Cell Calcium, vol. 43, no. 6, pp. 531–
538, 2008.

[90] E. Naylor, A. Arredouani, S. R. Vasudevan et al., “Identification
of a chemical probe for NAADP by virtual screening,” Nature
Chemical Biology, vol. 5, no. 4, pp. 220–226, 2009.

[91] E. Brailoiu, T. Rahman, D. Churamani et al., “An NAADP-
gated two-pore channel targeted to the plasma membrane
uncouples triggering from amplifying Ca2+ signals,” Journal of
Biological Chemistry, vol. 285, no. 49, pp. 38511–38516, 2010.

[92] V. Rybalchenko, M. Ahuja, J. Coblentz et al., “Membrane
potential regulates NAADP dependence of the pH and Ca2+

sensitive organellar two-pore channel TPC1,” Journal of
Biological Chemistry, vol. 287, pp. 20407–20416, 2012.

[93] S. Bialik and A. Kimchi, “Lethal weapons: DAP-kinase,
autophagy and cell death. DAP-kinase regulates autophagy,”
Current Opinion in Cell Biology, vol. 22, no. 2, pp. 199–205,
2010.

[94] J. C. Barrett, S. Hansoul, and D. L. Nicolae, “Genome-wide
association defines more than 30 distinct susceptibility loci for
Crohn’s disease,” Nature Genetics, vol. 40, pp. 955–962, 2008.

[95] A. Kabi, K. P. Nickerson, and C. R. Homer, “Digesting the
genetics of inflammatory bowel disease: insights from study of
autophagy risk genes,” Inflammatory Bowel Diseases, vol. 18,
pp. 782–792, 2012.

[96] E. Greggio, L. Civiero, M. Bisaglia et al., “Parkinson’s disease
and immune system: is the culprit LRRKing in the periphery?”
Journal of Neuroinflammation, vol. 9, article 94, 2012.



Submit your manuscripts at
http://www.hindawi.com

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

Oxidative Medicine and 
Cellular Longevity

Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2013
Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2013

The Scientific 
World Journal

International Journal of

Endocrinology
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2013

ISRN 
Anesthesiology

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

Oncology
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

PPAR
Re sea rch

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

Ophthalmology
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

ISRN 
Allergy

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

BioMed Research 
International

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

Obesity
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

ISRN 
Addiction

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

 Computational and  
Mathematical Methods 
in Medicine

ISRN 
AIDS

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

Clinical &
Developmental
Immunology

Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2013

Diabetes Research
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

Evidence-Based 
Complementary and 
Alternative Medicine

Volume 2013
Hindawi Publishing Corporation
http://www.hindawi.com

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

Gastroenterology 
Research and Practice

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

ISRN 
Biomarkers

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2013

MEDIATORS
INFLAMMATION

of


