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Abstract: The Golgi apparatus (GA) is essential for intracellular sorting, trafficking and the targeting
of proteins to specific cellular compartments. Anatomically, the GA spreads all over the cell but is
also particularly enriched close to the base of the primary cilium. This peculiar organelle protrudes at
the surface of almost all cells and fulfills many cellular functions, in particular during development,
when a dysfunction of the primary cilium can lead to disorders called ciliopathies. While ciliopathies
caused by loss of ciliated proteins have been extensively documented, several studies suggest that
alterations of GA and GA-associated proteins can also affect ciliogenesis. Here, we aim to discuss how
the loss-of-function of genes coding these proteins induces ciliary defects and results in ciliopathies.
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1. Introduction

The Golgi apparatus (GA) was described in 1898 by Camillo Golgi as an intracellular
compartment that turns black when it is processed with a silver osmium technique col-
oration. This internal reticular apparatus was first observed in neurons, where it plays, as in
all cells, a key role in the intracellular sorting, trafficking and targeting of proteins and lipids.
GA dysfunction is involved in a wide range of diseases. However, whether it is a cause or
a consequence of the disease is always a question. Considering a step further, when Golgi
alterations/dysfunction is the cause, the induced cellular defects that are responsible for
a clinical feature of the disease can be diverse (targeting to the cell membrane, glycosylation,
etc.). Here, we will focus on one specific downstream effect of GA dysfunction that has been
less explored, the alteration of the primary cilium, a peculiar thin organelle protruding at
the cell surface. The primary cilium is composed of an axoneme made of nine pairs of
microtubules that emerge from the basal body, which is derived from the mother centriole
of the centrosome (Figure 1A). Most cells form a primary cilium when they are not dividing.
Primary cilia regulate essential cellular processes, such as proliferation, differentiation and
cell migration. Their dysfunction causes multiple organ diseases known as ciliopathies. In
these pathologies, defects could affect immotile primary cilia but also motile cilia that carry,
in addition to the nine outer doublets, two central microtubule singlets. Motile cilia are
present in specialized cells in the respiratory epithelial cells, ependymal cells present on
the ventricular surface of the brain, and in the fallopian tubes. While initially identified
genes all encode proteins localized at cilia and centrosomes, it has been recently observed
that genetic deficiency of proteins associated with other sub-compartments can also induce
defects in ciliogenesis and ciliary signaling [1]. This new class of diseases, which are named
second-order ciliopathies, is in particular associated with genes encoding for resident Golgi
proteins or involved in Golgi maintenance. The aim of this review was to point out the im-
portance of Golgi and post-Golgi trafficking in ciliary function and to discuss how a number
of defects observed in diseases associated with mutations in Golgi proteins—referred to as
Golgipathies—could be attributed to cilium dysfunction. We will focus on primary cilium,
as clinical manifestations of motile ciliopathy [2] do not overlap with those of Golgipathies.
We will first describe the anatomical relationship between the GA and the cilium and how
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pathologies that affect the GA or the primary cilium display common clinical features. We
will then review Golgi proteins (resident and involved in the maintenance of this compart-
ment) that were identified by the genomic screening of patients with ciliopathy (Table 1)
or that were described as essential for ciliogenesis in animal (Table 2) and cellular models.
As dividing cells do not form a cilium, the investigation of ciliogenesis in epithelial cell
culture implies a serum starvation that reduces cell survival, increases autophagy, affects
trafficking of proteins and certainly affects other essential cellular processes. Aware of these
limitations, we have chosen to focus as far as possible on studies using animal tissues.
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Figure 1. Schematic representation of the primary (A) and connecting cilium (B). The axoneme con-
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The Golgi apparatus is anatomically closely related to the cilium. In photoreceptors, the connecting 
cilium links the photoreceptor inner and outer segments and has a specialized transition zone com-
posed of Y-linkers and specialized post-Golgi rhodopsin carriers (RTC) that allow the targeting of 
rhodopsin to the outer segment. IC is the intermediate compartment between the endoplasmic re-
ticulum and the Golgi apparatus. Microtubules allow dynein-dependent trafficking between the 
centrioles and the Golgi apparatus. All proteins mentioned in the manuscript as being involved in 
ciliogenesis/ciliary function appear in their resident compartment.  

Figure 1. Schematic representation of the primary (A) and connecting cilium (B). The axoneme
contains nine pairs of microtubules grown from the mother centriole differentiated into a basal body.
The Golgi apparatus is anatomically closely related to the cilium. In photoreceptors, the connecting
cilium links the photoreceptor inner and outer segments and has a specialized transition zone
composed of Y-linkers and specialized post-Golgi rhodopsin carriers (RTC) that allow the targeting
of rhodopsin to the outer segment. IC is the intermediate compartment between the endoplasmic
reticulum and the Golgi apparatus. Microtubules allow dynein-dependent trafficking between the
centrioles and the Golgi apparatus. All proteins mentioned in the manuscript as being involved in
ciliogenesis/ciliary function appear in their resident compartment.
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Table 1. List of mutated genes coding for GA and GA-associated proteins identified in patients
presenting some of the clinical features of ciliopathies. *, stop codon.

Gene Nucleotide Change Predicted Amino
Acid Change Protein Level Reference

GMAP210/
Trip11

c.[1314+5G>A]; [chr14:g.
(?_ 92.474.069)_
(92.597.431_?)del

p.[(Glu439Valfs*20)];
[(?)]A N.D

[3]

c.[1228G>T];
[4815_4818delAGAG]

p.[Asp410_
Lys438del];
[Glu1606Leufs*3]

Strongly reduced (reduction of
approximately 90%)

c.[586C>T];[4534C>T] p.[Gln196*];
(Gln1512*] N.D

c.[1228G>T];
[2128_2129delAT]

p.[Asp410Tyr];
[Ile710Cysfs*19] Complete absence

c.[1622delA]; [5416A>G] p.[Lys541Argfs*17];
[Met1806Val] Complete absence

c.[586C>T];
[2993_2994delAA]

p.[Gln196*];
[(ys998Serfs*5] N.D

c.[586C>T]; [790C>T] p.[Gln196*];
[Arg264*] Reduced (30% of control)

c.[5457+81T>A] N.D Complete absence [4]

VPS15 c.[2993G>A] p.[Arg998Gl] N.D [5]

KIF1C
c.[4925567C>T] N.D Complete absence [6]

c.[1019+1dup] N.D N.D [7]

c.[1166-2A>G] N.D N.D [8]

YIF1B

c.[598G>T] p.[Glu200*] N.D

[9]

c.[539+1G>A] p.[Ala161Glyfs*18] Complete absence

c.[367A>C] p.[Lys123Gln] Strongly reduced

c.[177dupT] p.[Ala63Cysfs*13] N.D

c.[539+1G>A]; [696-2A>C] p.[Ala161Glyfs*18];
[Met233Phefs*40] Complete absence

c.[577_592del); [501C>A] p.[Ala193Profs*36]; [Tyr167*] N.D

TAPT1 c.[1108-1G>C] p.[Val370_Asn389del] N.D [10]

Table 2. List of mammalian animal models lacking expression of GA and GA-associated proteins.

Gene Model Silencing Strategy Protein Level Reference

GIANTIN

OCD rat (mutant inbred strain)

10-bp (CTGCAGGCAG) duplication in
the 13th exon resulting in a frame shift
mutation and introducing a premature
termination codon at codon 1082

Absent [11]

Golgb1 KO mice (CRISPR/
Cas9-mediated genome editing)

Extension of exon 9 introducing
a premature termination codon Absent [12]

IFT20

Ift20 flox/flox [13]/HRGP-Cre
mice [14]

Homologous recombination with
a disrupting cassette

Absent in cone
photoreceptor [15]

Ift20 flox/flox [13]/Stra8-iCre
(Jackson Laboratory) mice

Homologous recombination with
a disrupting cassette

Absent in male
germ cell [16]
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Table 2. Cont.

Gene Model Silencing Strategy Protein Level Reference

GMAP210/
Trip11

Gmap210 KO mice

Insertion of a splice acceptor site and
a βgalactosidase-neomycin resistance
gene fusion into intron 4 and duplication
of Chr16

Absent [17]

Gmap210flox/flox [17]/Stra8-iCre
(Jackson Laboratory) mice

Homologous recombination with
a disrupting cassette

Absent in male
germ cell [18]

YIF1B Yif1B KO mice [19] Homologous recombination with
a disrupting cassette Absent [9]

TAPT1 mice carrying L5Jcs1 mutation
T>A in the 5′ splice site of intron 7 resulting
in the introduction of 12 aa after N279 and
a premature termination codon

N.D [20]

2. Golgi Apparatus and Primary Cilium Are Closely Linked

Primary cilia are immotile structures that are present at the surface of most cells. They
are also named sensory cilia since they are sensors of external cues and transduce signals
from the environment by expressing G-protein coupled receptors, receptor tyrosine kinases
and receptors for morphogens [21]. Specialized immotile cilia named connecting cilia are
observed in photoreceptors in the retina. They do not extend to sense extracellular cues but
connect the inner and the outer segments of photoreceptors. The inner segment is the cell
body that contains all subcellular organelles, including the GA; the outer segment contains
rhodopsin that transduces photoexcitation (Figure 1B). As rhodopsin is degraded after
stimulation, its traffic from the inner to the outer segment through the connecting cilium is
essential for visual transduction. Whether a cell extends a primary cilium or a connecting
cilium, immunolabeling or electron microcopy experiments have systematically shown
the presence of GA saccules at the base of the cilium. The first evidence was provided in
1985 by Poole and al., who examined more than 300 primary cilia by electron microscopy
in embryonic and mature connective tissue cells. This study showed that the basal body of
the primary cilium was consistently associated with the maturing face of the GA complex
and GA vacuoles [22]. Since then, this structural association between the primary cilium
and the GA has been observed by electron microscopy in many other cells, such as rat
pancreatic islet cells [23], rabbit epithelial cells, stromal fibroblasts and ciliary processes of
the rabbit eye [24]. Published electron microscopy pictures of primary cilia quite often reveal
a proximity between the basal body and the GA, as shown in Figure 2 (unpublished and
kindly provided by Jorge Diaz, Université Paris Cité, CNRS, Integrative Neuroscience and
Cognition Center, F-75006 Paris, France), in the mouse adult hippocampus. This proximity
was demonstrated by double immunofluorescence experiments on ciliated cells [25,26].

Moreover, common clinical features of pathologies involving mutations in cilium-
related and Golgi-related genes are observed. Surprisingly, despite a wide range of tissues
affected and a high heterogeneity in clinical features, both classes of diseases, respectively
referred to as ciliopathies [27] and Golgipathies [28], frequently affect the central nervous
system, the retina, the skeleton and gonads (Figure 3).
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ence and Cognition Center, F-75006 Paris, France). The basal body is visible in (A), the mother cen-
triole in (B,C), and the axoneme of a primary cilium in (B). Whether the primary cilium extends 
close (C) or far (B) from the nucleus, Golgi apparatus saccules coat the base [6]. 
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one disease class (in blue for Golgipathy and in green for ciliopathy), some are common and concern 
alterations in the central nervous system (in red, including obesity that has been described to be 
caused by hyperphagia), the skeleton (in orange) and the gonad (in pink). 

3. Targeting Proteins to the Cilium 
The GA is essential to process proteins and sort them to their functional destinations. 

This is emphasized, for example, in epithelial cells that have a basal and an apical com-
partment, or in neurons in which the post-Golgi sorting of vesicles will target some pro-
teins to dendrites, whereas others will be confined in the soma or sent to the axon. In the 
majority of cells, the GA appears as a coherent and dynamic structure located in the soma, 
close to the nucleus, generally around the centriole. However, in specialized cells such as 
neurons that extend dendrites and axons, the GA is also detectable away from the nucleus, 
in particular in a number of dendrites where it appears as more discrete structures named 
Golgi outposts. Whether the GA associated with the basal body of ciliated cells represents 
a specialized Golgi sub-compartment has never been investigated, but these Golgi sac-
cules could be either pericentriolar or far from the nucleus, as shown in Figure 3. How 

Figure 2. Electron microscopy pictures of hippocampal pyramidal cells in the mouse brain (unpub-
lished and kindly provided by Jorge Diaz, Université Paris Cité, CNRS, Integrative Neuroscience
and Cognition Center, F-75006 Paris, France). The basal body is visible in (A), the mother centriole
in (B,C), and the axoneme of a primary cilium in (B). Whether the primary cilium extends close
(C) or far (B) from the nucleus, Golgi apparatus saccules coat the base [6].
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Figure 3. Clinical features of Golgipathies and ciliopathies. Whereas some defects are specific tor
one disease class (in blue for Golgipathy and in green for ciliopathy), some are common and concern
alterations in the central nervous system (in red, including obesity that has been described to be
caused by hyperphagia), the skeleton (in orange) and the gonad (in pink).

3. Targeting Proteins to the Cilium

The GA is essential to process proteins and sort them to their functional destinations.
This is emphasized, for example, in epithelial cells that have a basal and an apical compart-
ment, or in neurons in which the post-Golgi sorting of vesicles will target some proteins to
dendrites, whereas others will be confined in the soma or sent to the axon. In the majority of
cells, the GA appears as a coherent and dynamic structure located in the soma, close to the
nucleus, generally around the centriole. However, in specialized cells such as neurons that
extend dendrites and axons, the GA is also detectable away from the nucleus, in particular
in a number of dendrites where it appears as more discrete structures named Golgi outposts.
Whether the GA associated with the basal body of ciliated cells represents a specialized
Golgi sub-compartment has never been investigated, but these Golgi saccules could be
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either pericentriolar or far from the nucleus, as shown in Figure 3. How specific proteins
are targeted to the primary cilium has been studied, and for transmembrane proteins,
the first ciliary targeting motif identified was QVS(A)PA. In rhodopsin, the C terminus
domain that lacks this sequence is blocked in the trans-Golgi network (TGN) and fails to
reach the connecting cilium of photoreceptors [29]. This motif was later extended to VxPx,
Ax[S/A]xQ, [I/V]KARK and RDYR [30–34], suggesting the existence of multiple targeting
pathways. Through its ability to sort proteins and target them to the basal body or the
cilium, the GA plays a critical role in ciliogenesis and in cilium signaling, which relies on
the ciliary targeting of receptors that sense external cues and the presence of secondary
messengers in the axoneme. In this context, the dysfunction of resident GA proteins, or
of proteins involved in post-Golgi transport, or even of some proteins required for Golgi
integrity but not directly located at the GA, could be responsible for ciliary defects observed
in Golgipathies.

4. GA Related Proteins Necessary for Normal Ciliogenesis/Ciliary Function
4.1. Resident GA Proteins
4.1.1. GIANTIN

GIANTIN was identified in 1993 as an integral component of the GA membrane with
a disulfide-linked lumenal domain [35]. GIANTIN belongs to the golgin family that extends
out from the surface of the GA to tether transport vesicles and other Golgi membranes.

GIANTIN is involved in glycosylation, and GIANTIN loss accelerates anterograde
transport without affecting GA morphology [36–38], although it may inhibit lateral teth-
ering between cisternae. Mutations in Golgb1, the gene encoding GIANTIN, or loss-of-
function models display morphological alterations reminiscent of ciliopathies. In the rat,
a spontaneous 10 bp insertion in Golgb1 induces craniofacial abnormalities, edema, shorter
limbs and embryonic lethality [11]. In knock out (KO) mice, the phenotype was mild with
a cleft palate [12]. The link between GIANTIN and the primary cilium has been finally
investigated in the zebrafish using morpholino and KO [39]. The acute knock down (KD)
(embryos injected at ATG or E14 MO) displays characteristic phenotypes of ciliopathies
in zebrafish larvae, such as small eyes and body length, kinks and curls in the tail, fre-
quent edema of the heart and brain, and heart laterality defects. Using acetylated tubulin
and Arl13B staining, this study further showed that GIANTIN morphants have less and
longer cilia in the ependymal cells that border the ventral neural tube. These ciliary defects
were confirmed by scanning electron microscopy in the olfactory placode, which bears
kinocilia displaying a bulbous appearance of the ciliary tips, a phenotype reproduced in
the LLC-PK1 cell line transfected with short interfering RNAs (siRNA) targeting GIANTIN.
This phenotype was also observed in the KO zebrafish, but without the anatomical ciliary
defects [39].

4.1.2. GALNT11

GALNT11 is an N-acetylgalactosaminyltransferase whose role is to initiate the GalNAc-
type O-glycosylation of proteins. Although GALNT11 subcellular localization has not been
reported, it belongs to a class of enzymes acting at the GA and distributed throughout
the Golgi stacks [40]. A rare genic deletion involving the GALNT11 gene was identified in
a patient with a congenital heart disease called heterotaxy and resulting from abnormalities
in left–right body patterning, a landmark of ciliopathy [41]. Xenopus morpholinos targeting
galnt11 recapitulated cardiac defects observed in the patient that were rescued follow-
ing overexpression of the human GALNT11 transcript [42]. Using embryonic left–right
organizer (LRO) explants that carry motile cilia in their center and primary cilia at the
periphery, the authors showed that galnt11 modulates the spatial distribution and ratio of
motile and immotile cilia through Notch signaling activation. Galnt11 loss-of-function thus
impairs a balance between motile and immotile cilia essential to determine laterality at the
LRO [42].
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4.1.3. IFT20 and Its Associated Complex

Ciliogenesis and ciliary signaling pathways rely on intraflagellar transport (IFT), which
is performed by a class of molecules that contain binding sites for cargos and promote the
retrograde and anterograde transport along the cilium axoneme. IFT proteins are expressed
in the axoneme, and most of them are also expressed in the peri-basal body, except for
IFT20 that is expressed in the cilium and at the GA. Using heterologous cellular models,
IFT20 has been observed all along a thin thread extending from the GA to the base of the
cilium. Whereas a full depletion of IFT20 prevents ciliogenesis, a weaker reduction only
reduces the amount of the ciliary protein PC2 in the axoneme [43]. Electron microscopy
analyses in photoreceptors also identified IFT20 at both the GA and the base of the cilium
but not in the axoneme. Moreover, the depletion of IFT20 leads to opsin accumulation in
the inner segment with a high concentration at the Golgi, without affecting the connecting
cilium and outer segment morphologies [15]. Finally, in the male reproductive system,
primary cilium differentiates into the sperm tail, and IFT20 has been shown to be essential
in this process by transporting two flagellar proteins, ODF2 and SPAG16L [16].

Several proteins interacting with IFT20 have been identified. IFT20 is anchored to
the GA by GMAP210/Trip11, and CCDC41 recruits IFT20 at the GA to target it to the
basal body.

GMAP210/Trip11 is associated with microtubules, and its overexpression in heterolo-
gous cells (HeLa and COS-7) induces a dramatic enlargement of GA stacks and perturbates
the microtubule network [44]. Oppositely, the deletion of Trip11 affects the formation of the
acrosome of sperm, a Golgi vesicle-derived structure [18], but no effect on GA structure
was observed in mouse embryonic kidney (MEK) cells and fibroblasts [17]. Interestingly,
MEK Trip11-depleted cells no longer express IFT20 at the GA and display a decrease in
cilium length and a reduction in the expression of the ciliary protein PC2 [17], whereas
flagella formation was not affected by the genetic deletion of Trip11 [18]. In a mutant for
sql-1, the Caenorhabditis elegans homologue of Trip11, the Golgi is disorganized and the
stability of the IFT machinery is affected, although the ciliogenesis does not seem to be
disturbed, judging by a normal length of cilia [45]. Patients carrying hypomorphic muta-
tions in the TRIP11 gene display odontochondrodysplasia, a pathology affecting skeletal
and dental development [3]. The functional analysis using fibroblasts isolated from skin
patients demonstrated that the Golgi structure (evaluated by electron microscopy and
GM130 and ZFPL1 staining) is altered with an increase in large vesicular elements. How-
ever, no changes in ciliary length (evaluated by acetylated tubulin) and ciliary expression of
IFT20 were observed, which may be attributed to a residual variant GMAP210 expression
in the cis-Golgi. Conversely, in fibroblasts isolated from fetuses carrying biallelic loss of
TRIP11, the GA appeared highly compacted, the number of ciliated cells was drastically
reduced (80%), and the few remaining cilia were reduced in length, as shown by the
quantification of Arl13B and acetylated α tubulin [4]. The biallelic loss of TRIP11 is lethal
during embryonic life, and fetuses displayed achondrogenesis type 1A, a rare skeletal
dysplasia [4,46]. How IFT20 depletion or mistargeting from the GA to the primary cilium
affects ciliogenesis has been investigated by [47]. The docking of a GA-derived vesicle to
the distal end of the mother centriole establishes a membrane–centriole association at the
onset of ciliogenesis.

CCDC41/CEP83 was identified by centrosome proteomics as a distal appendage
associated protein (DAP). This coiled-coil domain containing 41 proteins belongs to a DAP
complex, and its loss leads to the failure of the undocked mother centriole to dock to
the membrane, an essential step of ciliogenesis in RPE-1 cells [47,48]. A pool of CCDC41
colocalizes with GIANTIN and with IFT20, and the interaction of IFT20 with CCDC41 was
confirmed by immunoprecipitation. Depletion of IFT20 induces a decrease in CCDC41
expression at the GA, whereas depletion of CCDC41 affects centrosomal IFT20 expression,
suggesting that IFT20 plays a role in CCDC41 recruitment to the GA and that CCDC41 is
involved in IFT20 recruitment to the centrosome [47].
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4.1.4. VPS15/PIK3R4

Vacuolar protein sorting 15 (VPS15) encodes the regulatory subunit 4 of the phospho-
inositide 3-kinase (PI3K) complex required for the synthesis of the lipid phosphatidyli-
nositol 3-phosphate. In the yeast Saccharomyces cerevisiae, VPS15 is required for vacuolar
protein sorting [49], and in mammals, it is involved in autophagy [50]. The GA localization
of VPS15 has been shown in a study in which the function of VPS15 in ciliogenesis was
identified [5]. In this study, the cis-Golgi protein GM130 was found as an interactor of
VPS15 in cell lysates from control human fibroblasts. Confocal microscopy further con-
firmed that a pool of VPS15 colocalizes with GM130. Patients carrying a missense mutation
in the VPS15 gene with clinical features compatible with a ciliopathy (early-onset retinal
degeneration, late childhood kidney failure, mild skeletal developmental features and
intellectual disability) were identified, and cells from these patients displayed shorter cilia.
The interaction of VPS15 with GM130 was found unaffected. Since IFT20 is required for
ciliary assembly and is anchored at the cis-Golgi, the localization of IFT20 at the GA was
investigated upon cilium induction using serum starvation. While IFT20 was colocal-
ized both at the cis-Golgi and scattered in vesicles throughout the cytoplasm in complete
medium, serum starvation resulted in a restricted distribution of the protein in the GA,
only in VPS15-deficient patient cells, suggesting a defect in the release of IFT20 positive
vesicles from the cis-Golgi to the primary cilium [5]. The interplay between ciliogenesis
and autophagy has been pointed out [51]. As in Vps15-depleted cells, autophagy flux
is compromised (increase in the accumulation of adaptor protein p62, LC3 and Lamp2
positive vesicles); we can thus hypothesize that the loss of VPS15 could affect ciliogenesis
through an abnormal autophagic process [50].

4.1.5. KIF1C

Kinesin family members are motor proteins mediating the intracellular transport
of various cargoes and protein complexes in a microtubule-dependent manner. KIF1C
has been shown to associate to the minus end of microtubules via its tail domain and
to serve as a linker between the GA and the microtubules to regulate Golgi positioning
around the centrosome [52]. Like VPS15, KIF1C partially associates with GM130, and
KIF1C depletion using CRISPR/Cas9 in HEK293T cells resulted in GA dispersal into small
vesicles. Interestingly, KIF1C is also required to export membrane proteins from the GA
to the primary cilium, as its knockdown severely inhibited serum starvation-induced
ciliogenesis in RPE1 cells, resulting in the accumulation of ciliary receptors in the Golgi
area [53]. In particular, the recruitment of IFT20 to the basal body of the cilium was
markedly reduced in KIF1C-depleted cells. KIF1C-mediated transport to the cilium was
proposed to involve a physical interaction with ASAP1, an ARF GTPase-activating protein
serving as a scaffold protein to regulate ARF4, RAB8/RAB11-mediated ciliary receptor
targeting [54]. Several studies have identified patients carrying mutations in the KIF1C
gene as suffering from hereditary spastic paraparesis, a disorder characterized by spasticity
predominantly in the lower limb that could be associated with cerebellar ataxia and upper
cervical atrophy [6–8,55]. None of these studies investigated potential defects in ciliogenesis.
However, it is interesting to note that spasticity and cerebellar defects are often observed in
patients with ciliopathies.

4.2. Golgi Proteins Involved in Post-Golgi Transport

ARF4 is a small G protein belonging to the Ras-related subfamily proteins. It is
localized primarily to the GA and is essential for the secretory pathway. In photoreceptors,
ARF4 binds to rhodopsin thanks to the VxPx ciliary motif [31]. It regulates the rhodopsin
association with the TGN and with a protein complex composed of ARF4, ASAP1, FIP3
and RAB8/RAB11 that controls the budding of post-TGN carriers to target rhodopsin to
the primary cilium [56]. To dissect the mechanism responsible for the targeting of the
ARF4 complex to the cilium, a cellular model of the mouse inner medullary collecting duct
cells (IMDC3) was used, as it is able to build a cilium and to target rhodopsin into the
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axoneme. Depleting ASAP1 (known as an actin regulator) in IMDC3 abolished the targeting
of rhodopsin to the cilium and accumulated it in actin-rich juxtaciliary protrusions. In this
context, ASAP1 seems to be involved in a post-Golgi step allowing the translocation across
the periciliary diffusion barrier [54]. However, in photoreceptors, post-TGN rhodopsin
ciliary-targeted carriers (RTC) are generated, and it was shown using sucrose gradient
experiments that while ASAP1 and RAB11 co-fractionated with GA/TGN and RTC markers,
ARF4 only associated with GA/TGN compartments. This shows that ARF4 is involved in
the progression out of the TGN before the release of RTC from the TGN, whereas ASAP1
acts as a scaffold for RAB8/11 for the budding of RTC [54].

4.3. Proteins Required for Golgi Integrity but Not Directly Located at the GA

Morphological integrity and functionality of the GA both depend on anterograde and
retrograde trafficking with the endoplasmic reticulum through the intermediate/ERGIC
compartment [57]. The GA and the centrosome (the major microtubule organizing cen-
ter required for ciliogenesis) have close physical proximity and are functionally linked
by a microtubule network (Figure 1). How disrupting Golgi–centrosome proximity can
affect ciliogenesis is still debated [58], but one can hypothesize that centrosomal protein
deletion affects GA structure, that in turn will reinforce ciliary defects primarily induced
by centrosomal alterations.

4.3.1. YIF1B

Recently, Diaz et al. demonstrated that a protein expressed in the intermediate com-
partment between the ER and the GA is required for normal ciliogenesis [9]. The YIF1B
protein was initially isolated as a chaperone protein for the targeting of the serotonergic
receptor in the dendritic arborization of neurons [59]. Subcellular expression of YIF1B
in heterologous cells and neuronal cultures and pharmacological treatments disturbing
anterograde and retrograde transport from the ER to the cell membrane demonstrated that
YIF1B is not a resident protein of the GA but is rather located in the vesicles trafficking
between the ER and the GA [19]. Constitutive loss of YIF1B induces GA fragmentation in
mouse neurons and defects in cilium/basal body structure in skin fibroblasts from both
KO mice and patients carrying mutations in the YIF1B gene [9].

4.3.2. TAPT1

In human fibroblasts, TAPT1 is localized at the basal body, and its loss leads to
a dispersion of the GA [10]. TAPT1 is a transmembrane anterior posterior transformation
1 protein (TAPT1) identified as an effector of HOXC8, a homeobox protein involved in the
antero-posterior developmental patterning in mice [20]. It is ubiquitously expressed, and
while its function remains unknown, it has been shown to be required for axial skeletal
patterning during development. Mutations in the human TAPT1 gene cause a complex
lethal osteochondrodysplasia and disrupt ciliogenesis [10]. Using a zebrafish morpholino,
the depletion of TAPT1P, the zebrafish TAPT1 homologue, induces a decrease in ciliary
length. Unfortunately, this study did not investigate the GA structure in the zebrafish model,
although the skeletal malformations described resemble those of affected patients [10].
TBCCD1, the TBCC-domain containing 1 protein related to tubulin cofactor C, localizes
at the centrosome. Although no mutations in the TBCCD1 gene have been identified in
patients displaying ciliopathic-like symptoms so far, its depletion caused a disorganization
of the GA and a decrease in the percentage of RPE-1 cells bearing a primary cilium after
serum deprivation [60], suggesting, as for TAPT1, that a centrosomal protein loss may
indirectly affect ciliogenesis through the disorganization of the GA.

5. Conclusions

In 2013, the SYSCILIA consortium proposed a list of genes (SCGSv.1,
http://www.syscilia.org/goldstandard.shtml (accessed on 5 September 2022)) related
to ciliary function, and several of them encode proteins expressed in the GA. In 2017,
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Reiter and Leroux proposed to group ciliopathies caused by the loss of extra-ciliary
proteins under the name of second-order ciliopathies, and this group obviously in-
cludes GA-related ciliopathies. So far, genomic DNA from patients with a clinical
suspicion of ciliopathy are tested with ciliopathy panels only consisting of ciliary genes
(https://www.ncbi.nlm.nih.gov/gtr/tests/552623/overview/ (accessed on 5 September 2022)),
and in case of the absence of the identification of a mutation in these genes, whole genome
sequencing is performed. The close functional relationship between GA and primary cilium
suggests that genes coding for GA proteins should be considered in a second intention.

Author Contributions: J.M. and V.E.G. wrote the review. All authors have read and agreed to the
published version of the manuscript.

Funding: J.M. and V.E.G. are supported by Centre National de la Recherche Scientifique.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Acknowledgments: We are grateful to Melody Atkins for the attentive editing of the manuscript.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Reiter, J.F.; Leroux, M.R. Genes and molecular pathways underpinning ciliopathies. Nat. Rev. Mol. Cell Biol. 2017, 18, 533–547.

[CrossRef] [PubMed]
2. Wallmeier, J.; Nielsen, K.G.; Kuehni, C.E.; Lucas, J.S.; Leigh, M.W.; Zariwala, M.A.; Omran, H. Motile ciliopathies. Nat. Rev. Dis.

Primers 2020, 6, 77. [CrossRef] [PubMed]
3. Wehrle, A.; Witkos, T.M.; Unger, S.; Schneider, J.; Follit, J.A.; Hermann, J.; Welting, T.; Fano, V.; Hietala, M.; Vatanavicharn, N.; et al.

Hypomorphic mutations of TRIP11 cause odontochondrodysplasia. JCI Insight 2019, 4, e124701. [CrossRef] [PubMed]
4. Upadhyai, P.; Radhakrishnan, P.; Guleria, V.S.; Kausthubham, N.; Nayak, S.S.; Superti-Furga, A.; Girisha, K.M. Biallelic

deep intronic variant c.5457+81T>A in TRIP11 causes loss of function and results in achondrogenesis 1A. Hum. Mutat. 2021,
42, 1005–1014. [CrossRef]

5. Stoetzel, C.; Bar, S.; De Craene, J.O.; Scheidecker, S.; Etard, C.; Chicher, J.; Reck, J.R.; Perrault, I.; Geoffroy, V.; Chennen, K.; et al.
A mutation in VPS15 (PIK3R4) causes a ciliopathy and affects IFT20 release from the cis-Golgi. Nat. Commun. 2016, 7, 13586.
[CrossRef] [PubMed]

6. Dor, T.; Cinnamon, Y.; Raymond, L.; Shaag, A.; Bouslam, N.; Bouhouche, A.; Gaussen, M.; Meyer, V.; Durr, A.; Brice, A.; et al.
KIF1C mutations in two families with hereditary spastic paraparesis and cerebellar dysfunction. J. Med. Genet. 2014, 51, 137–142.
[CrossRef]

7. Marchionni, E.; Meneret, A.; Keren, B.; Melki, J.; Denier, C.; Durr, A.; Apartis, E.; Boespflug-Tanguy, O.; Mochel, F. KIF1C Variants
Are Associated with Hypomyelination, Ataxia, Tremor, and Dystonia in Fraternal Twins. Tremor Other Hyperkinetic Mov. 2019, 9.
[CrossRef]

8. Santos, M.; Damasio, J.; Carmona, S.; Neto, J.L.; Dehghani, N.; Guedes, L.C.; Barbot, C.; Barros, J.; Bras, J.; Sequeiros, J.; et al.
Molecular Characterization of Portuguese Patients with Hereditary Cerebellar Ataxia. Cells 2022, 11, 981. [CrossRef]

9. Diaz, J.; Gerard, X.; Emerit, M.B.; Areias, J.; Geny, D.; Degardin, J.; Simonutti, M.; Guerquin, M.J.; Collin, T.; Viollet, C.; et al. YIF1B
mutations cause a post-Natal neurodevelopmental syndrome associated with Golgi and primary cilium alterations. Brain 2020,
143, 2911–2928. [CrossRef]

10. Symoens, S.; Barnes, A.M.; Gistelinck, C.; Malfait, F.; Guillemyn, B.; Steyaert, W.; Syx, D.; D’Hondt, S.; Biervliet, M.;
De Backer, J.; et al. Genetic Defects in TAPT1 Disrupt Ciliogenesis and Cause a Complex Lethal Osteochondrodysplasia. Am. J.
Hum. Genet. 2015, 97, 521–534. [CrossRef]

11. Katayama, K.; Sasaki, T.; Goto, S.; Ogasawara, K.; Maru, H.; Suzuki, K.; Suzuki, H. Insertional mutation in the Golgb1 gene is
associated with osteochondrodysplasia and systemic edema in the OCD rat. Bone 2011, 49, 1027–1036. [CrossRef] [PubMed]

12. Lan, Y.; Zhang, N.; Liu, H.; Xu, J.; Jiang, R. Golgb1 regulates protein glycosylation and is crucial for mammalian palate
development. Development 2016, 143, 2344–2355. [CrossRef] [PubMed]

13. Jonassen, J.A.; San Agustin, J.; Follit, J.A.; Pazour, G.J. Deletion of IFT20 in the mouse kidney causes misorientation of the mitotic
spindle and cystic kidney disease. J. Cell Biol. 2008, 183, 377–384. [CrossRef]

14. Le, Y.Z.; Ash, J.D.; Al-Ubaidi, M.R.; Chen, Y.; Ma, J.X.; Anderson, R.E. Targeted expression of Cre recombinase to cone
photoreceptors in transgenic mice. Mol. Vis. 2004, 10, 1011–1018.

15. Keady, B.T.; Le, Y.Z.; Pazour, G.J. IFT20 is required for opsin trafficking and photoreceptor outer segment development. Mol. Biol.
Cell 2011, 22, 921–930. [CrossRef] [PubMed]

https://www.ncbi.nlm.nih.gov/gtr/tests/552623/overview/
http://doi.org/10.1038/nrm.2017.60
http://www.ncbi.nlm.nih.gov/pubmed/28698599
http://doi.org/10.1038/s41572-020-0209-6
http://www.ncbi.nlm.nih.gov/pubmed/32943623
http://doi.org/10.1172/jci.insight.124701
http://www.ncbi.nlm.nih.gov/pubmed/30728324
http://doi.org/10.1002/humu.24235
http://doi.org/10.1038/ncomms13586
http://www.ncbi.nlm.nih.gov/pubmed/27882921
http://doi.org/10.1136/jmedgenet-2013-102012
http://doi.org/10.5334/tohm.473
http://doi.org/10.3390/cells11060981
http://doi.org/10.1093/brain/awaa235
http://doi.org/10.1016/j.ajhg.2015.08.009
http://doi.org/10.1016/j.bone.2011.08.001
http://www.ncbi.nlm.nih.gov/pubmed/21851869
http://doi.org/10.1242/dev.134577
http://www.ncbi.nlm.nih.gov/pubmed/27226319
http://doi.org/10.1083/jcb.200808137
http://doi.org/10.1091/mbc.e10-09-0792
http://www.ncbi.nlm.nih.gov/pubmed/21307337


Cells 2022, 11, 2773 11 of 12

16. Zhang, Z.; Li, W.; Zhang, Y.; Zhang, L.; Teves, M.E.; Liu, H.; Strauss, J.F., 3rd; Pazour, G.J.; Foster, J.A.; Hess, R.A. Intraflagellar
transport protein IFT20 is essential for male fertility and spermiogenesis in mice. Mol. Biol. Cell 2016, 27, 3705–3716. [CrossRef]
[PubMed]

17. Follit, J.A.; San Agustin, J.T.; Xu, F.; Jonassen, J.A.; Samtani, R.; Lo, C.W.; Pazour, G.J. The Golgin GMAP210/TRIP11 anchors
IFT20 to the Golgi complex. PLoS Genet. 2008, 4, e1000315. [CrossRef] [PubMed]

18. Wang, Z.; Shi, Y.; Ma, S.; Huang, Q.; Yap, Y.T.; Shi, L.; Zhang, S.; Zhou, T.; Li, W.; Hu, B.; et al. Abnormal fertility, acrosome
formation, IFT20 expression and localization in conditional Gmap210 knockout mice. Am. J. Physiol. Cell Physiol. 2020,
318, C174–C190. [CrossRef]

19. Alterio, J.; Masson, J.; Diaz, J.; Chachlaki, K.; Salman, H.; Areias, J.; Al Awabdh, S.; Emerit, M.B.; Darmon, M. Yif1B Is Involved in
the Anterograde Traffic Pathway and the Golgi Architecture. Traffic 2015, 16, 978–993. [CrossRef]

20. Howell, G.R.; Shindo, M.; Murray, S.; Gridley, T.; Wilson, L.A.; Schimenti, J.C. Mutation of a ubiquitously expressed mouse
transmembrane protein (Tapt1) causes specific skeletal homeotic transformations. Genetics 2007, 175, 699–707. [CrossRef]

21. Wachten, D.; Mick, D.U. Signal transduction in primary cilia—Analyzing and manipulating GPCR and second messenger
signaling. Pharmacol. Ther. 2021, 224, 107836. [CrossRef] [PubMed]

22. Poole, C.A.; Flint, M.H.; Beaumont, B.W. Analysis of the morphology and function of primary cilia in connective tissues: A cellular
cybernetic probe? Cell Motil. 1985, 5, 175–193. [CrossRef]

23. Yamamoto, M.; Kataoka, K. Electron microscopic observation of the primary cilium in the pancreatic islets. Arch. Histol. Jpn.
Nihon Soshikigaku Kiroku 1986, 49, 449–457. [CrossRef] [PubMed]

24. Tenkova, T.; Chaldakov, G.N. Golgi-Cilium complex in rabbit ciliary process cells. Cell Struct. Funct. 1988, 13, 455–458. [CrossRef]
[PubMed]

25. Lee, J.H.; Silhavy, J.L.; Lee, J.E.; Al-Gazali, L.; Thomas, S.; Davis, E.E.; Bielas, S.L.; Hill, K.J.; Iannicelli, M.; Brancati, F.; et al.
Evolutionarily assembled cis-Regulatory module at a human ciliopathy locus. Science 2012, 335, 966–969. [CrossRef]

26. Ghossoub, R.; Molla-Herman, A.; Bastin, P.; Benmerah, A. The ciliary pocket: A once-Forgotten membrane domain at the base of
cilia. Biol. Cell 2011, 103, 131–144. [CrossRef]

27. Focsa, I.O.; Budisteanu, M.; Balgradean, M. Clinical and genetic heterogeneity of primary ciliopathies (Review). Int. J. Mol. Med.
2021, 48, 1–15. [CrossRef]

28. Rasika, S.; Passemard, S.; Verloes, A.; Gressens, P.; El Ghouzzi, V. Golgipathies in Neurodevelopment: A New View of Old Defects.
Dev. Neurosci. 2018, 40, 396–416. [CrossRef]

29. Deretic, D.; Schmerl, S.; Hargrave, P.A.; Arendt, A.; McDowell, J.H. Regulation of sorting and post-Golgi trafficking of rhodopsin
by its C-Terminal sequence QVS(A)PA. Proc. Natl. Acad. Sci. USA 1998, 95, 10620–10625. [CrossRef]

30. Berbari, N.F.; Johnson, A.D.; Lewis, J.S.; Askwith, C.C.; Mykytyn, K. Identification of ciliary localization sequences within the
third intracellular loop of G protein-Coupled receptors. Mol. Biol. Cell 2008, 19, 1540–1547. [CrossRef]

31. Deretic, D.; Williams, A.H.; Ransom, N.; Morel, V.; Hargrave, P.A.; Arendt, A. Rhodopsin C terminus, the site of mutations
causing retinal disease, regulates trafficking by binding to ADP-Ribosylation factor 4 (ARF4). Proc. Natl. Acad. Sci. USA 2005,
102, 3301–3306. [CrossRef] [PubMed]

32. Domire, J.S.; Green, J.A.; Lee, K.G.; Johnson, A.D.; Askwith, C.C.; Mykytyn, K. Dopamine receptor 1 localizes to neuronal cilia in
a dynamic process that requires the Bardet-Biedl syndrome proteins. Cell. Mol. Life Sci. 2011, 68, 2951–2960. [CrossRef] [PubMed]

33. Geng, L.; Okuhara, D.; Yu, Z.; Tian, X.; Cai, Y.; Shibazaki, S.; Somlo, S. Polycystin-2 traffics to cilia independently of polycystin-1
by using an N-Terminal RVxP motif. J. Cell Sci. 2006, 119, 1383–1395. [CrossRef] [PubMed]

34. Soetedjo, L.; Glover, D.A.; Jin, H. Targeting of vasoactive intestinal peptide receptor 2, VPAC2, a secretin family G-Protein coupled
receptor, to primary cilia. Biol. Open 2013, 2, 686–694. [CrossRef] [PubMed]

35. Linstedt, A.D.; Hauri, H.P. Giantin, a novel conserved Golgi membrane protein containing a cytoplasmic domain of at least
350 kDa. Mol. Biol. Cell 1993, 4, 679–693. [CrossRef]

36. Puthenveedu, M.A.; Linstedt, A.D. Evidence that Golgi structure depends on a p115 activity that is independent of the vesicle
tether components giantin and GM130. J. Cell Biol. 2001, 155, 227–238. [CrossRef]

37. Stevenson, N.L.; Bergen, D.J.M.; Skinner, R.E.H.; Kague, E.; Martin-Silverstone, E.; Robson Brown, K.A.; Hammond, C.L.;
Stephens, D.J. Giantin-Knockout models reveal a feedback loop between Golgi function and glycosyltransferase expression.
J. Cell Sci. 2017, 130, 4132–4143. [CrossRef]

38. Koreishi, M.; Gniadek, T.J.; Yu, S.; Masuda, J.; Honjo, Y.; Satoh, A. The golgin tether giantin regulates the secretory pathway by
controlling stack organization within Golgi apparatus. PLoS ONE 2013, 8, e59821. [CrossRef]

39. Bergen, D.J.M.; Stevenson, N.L.; Skinner, R.E.H.; Stephens, D.J.; Hammond, C.L. The Golgi matrix protein giantin is required for
normal cilia function in zebrafish. Biol. Open 2017, 6, 1180–1189. [CrossRef]

40. Rottger, S.; White, J.; Wandall, H.H.; Olivo, J.C.; Stark, A.; Bennett, E.P.; Whitehouse, C.; Berger, E.G.; Clausen, H.; Nilsson, T.
Localization of three human polypeptide GalNAc-Transferases in HeLa cells suggests initiation of O-Linked glycosylation
throughout the Golgi apparatus. J. Cell Sci. 1998, 111, 45–60. [CrossRef]

41. Fakhro, K.A.; Choi, M.; Ware, S.M.; Belmont, J.W.; Towbin, J.A.; Lifton, R.P.; Khokha, M.K.; Brueckner, M. Rare copy number
variations in congenital heart disease patients identify unique genes in left-Right patterning. Proc. Natl. Acad. Sci. USA 2011,
108, 2915–2920. [CrossRef] [PubMed]

http://doi.org/10.1091/mbc.e16-05-0318
http://www.ncbi.nlm.nih.gov/pubmed/27682589
http://doi.org/10.1371/journal.pgen.1000315
http://www.ncbi.nlm.nih.gov/pubmed/19112494
http://doi.org/10.1152/ajpcell.00517.2018
http://doi.org/10.1111/tra.12306
http://doi.org/10.1534/genetics.106.065177
http://doi.org/10.1016/j.pharmthera.2021.107836
http://www.ncbi.nlm.nih.gov/pubmed/33744260
http://doi.org/10.1002/cm.970050302
http://doi.org/10.1679/aohc.49.449
http://www.ncbi.nlm.nih.gov/pubmed/3545133
http://doi.org/10.1247/csf.13.455
http://www.ncbi.nlm.nih.gov/pubmed/3224383
http://doi.org/10.1126/science.1213506
http://doi.org/10.1042/BC20100128
http://doi.org/10.3892/ijmm.2021.5009
http://doi.org/10.1159/000497035
http://doi.org/10.1073/pnas.95.18.10620
http://doi.org/10.1091/mbc.e07-09-0942
http://doi.org/10.1073/pnas.0500095102
http://www.ncbi.nlm.nih.gov/pubmed/15728366
http://doi.org/10.1007/s00018-010-0603-4
http://www.ncbi.nlm.nih.gov/pubmed/21152952
http://doi.org/10.1242/jcs.02818
http://www.ncbi.nlm.nih.gov/pubmed/16537653
http://doi.org/10.1242/bio.20134747
http://www.ncbi.nlm.nih.gov/pubmed/23862016
http://doi.org/10.1091/mbc.4.7.679
http://doi.org/10.1083/jcb.200105005
http://doi.org/10.1242/jcs.212308
http://doi.org/10.1371/journal.pone.0059821
http://doi.org/10.1242/bio.025502
http://doi.org/10.1242/jcs.111.1.45
http://doi.org/10.1073/pnas.1019645108
http://www.ncbi.nlm.nih.gov/pubmed/21282601


Cells 2022, 11, 2773 12 of 12

42. Boskovski, M.T.; Yuan, S.; Pedersen, N.B.; Goth, C.K.; Makova, S.; Clausen, H.; Brueckner, M.; Khokha, M.K. The heterotaxy gene
GALNT11 glycosylates Notch to orchestrate cilia type and laterality. Nature 2013, 504, 456–459. [CrossRef] [PubMed]

43. Follit, J.A.; Tuft, R.A.; Fogarty, K.E.; Pazour, G.J. The intraflagellar transport protein IFT20 is associated with the Golgi complex
and is required for cilia assembly. Mol. Biol. Cell 2006, 17, 3781–3792. [CrossRef] [PubMed]

44. Infante, C.; Ramos-Morales, F.; Fedriani, C.; Bornens, M.; Rios, R.M. GMAP-210, A cis-Golgi network-Associated protein, is
a minus end microtubule-Binding protein. J. Cell Biol. 1999, 145, 83–98. [CrossRef] [PubMed]

45. Broekhuis, J.R.; Rademakers, S.; Burghoorn, J.; Jansen, G. SQL-1, homologue of the Golgi protein GMAP210, modulates
intraflagellar transport in C. elegans. J. Cell Sci. 2013, 126, 1785–1795. [CrossRef] [PubMed]

46. Smits, P.; Bolton, A.D.; Funari, V.; Hong, M.; Boyden, E.D.; Lu, L.; Manning, D.K.; Dwyer, N.D.; Moran, J.L.; Prysak, M.; et al.
Lethal skeletal dysplasia in mice and humans lacking the golgin GMAP-210. N. Engl. J. Med. 2010, 362, 206–216. [CrossRef]

47. Joo, K.; Kim, C.G.; Lee, M.S.; Moon, H.Y.; Lee, S.H.; Kim, M.J.; Kweon, H.S.; Park, W.Y.; Kim, C.H.; Gleeson, J.G.; et al. CCDC41 is
required for ciliary vesicle docking to the mother centriole. Proc. Natl. Acad. Sci. USA 2013, 110, 5987–5992. [CrossRef]

48. Tanos, B.E.; Yang, H.J.; Soni, R.; Wang, W.J.; Macaluso, F.P.; Asara, J.M.; Tsou, M.F. Centriole distal appendages promote membrane
docking, leading to cilia initiation. Genes Dev. 2013, 27, 163–168. [CrossRef]

49. Herman, P.K.; Stack, J.H.; DeModena, J.A.; Emr, S.D. A novel protein kinase homolog essential for protein sorting to the yeast
lysosome-Like vacuole. Cell 1991, 64, 425–437. [CrossRef]

50. Nemazanyy, I.; Blaauw, B.; Paolini, C.; Caillaud, C.; Protasi, F.; Mueller, A.; Proikas-Cezanne, T.; Russell, R.C.; Guan, K.L.;
Nishino, I.; et al. Defects of Vps15 in skeletal muscles lead to autophagic vacuolar myopathy and lysosomal disease. EMBO Mol.
Med. 2013, 5, 870–890. [CrossRef]

51. Senatore, E.; Iannucci, R.; Chiuso, F.; Delle Donne, R.; Rinaldi, L.; Feliciello, A. Pathophysiology of Primary Cilia: Signaling and
Proteostasis Regulation. Front. Cell Dev. Biol. 2022, 10, 833086. [CrossRef] [PubMed]

52. She, Z.Y.; Pan, M.Y.; Tan, F.Q.; Yang, W.X. Minus end-Directed kinesin-14 KIFC1 regulates the positioning and architecture of the
Golgi apparatus. Oncotarget 2017, 8, 36469–36483. [CrossRef] [PubMed]

53. Lee, S.H.; Joo, K.; Jung, E.J.; Hong, H.; Seo, J.; Kim, J. Export of membrane proteins from the Golgi complex to the primary cilium
requires the kinesin motor, KIFC1. FASEB J. Off. Publ. Fed. Am. Soc. Exp. Biol. 2018, 32, 957–968. [CrossRef] [PubMed]

54. Wang, J.; Morita, Y.; Mazelova, J.; Deretic, D. The Arf GAP ASAP1 provides a platform to regulate Arf4- and Rab11-Rab8-Mediated
ciliary receptor targeting. EMBO J. 2012, 31, 4057–4071. [CrossRef] [PubMed]

55. Yucel-Yilmaz, D.; Yucesan, E.; Yalnizoglu, D.; Oguz, K.K.; Sagiroglu, M.S.; Ozbek, U.; Serdaroglu, E.; Bilgic, B.; Erdem, S.;
Iseri, S.A.U.; et al. Clinical phenotype of hereditary spastic paraplegia due to KIF1C gene mutations across life span. Brain Dev.
2018, 40, 458–464. [CrossRef] [PubMed]

56. Mazelova, J.; Astuto-Gribble, L.; Inoue, H.; Tam, B.M.; Schonteich, E.; Prekeris, R.; Moritz, O.L.; Randazzo, P.A.; Deretic, D. Ciliary
targeting motif VxPx directs assembly of a trafficking module through Arf4. EMBO J. 2009, 28, 183–192. [CrossRef]

57. Lorente-Rodriguez, A.; Barlowe, C. Entry and exit mechanisms at the cis-Face of the Golgi complex. Cold Spring Harb. Perspect.
Biol. 2011, 3, a005207. [CrossRef]

58. Tormanen, K.; Ton, C.; Waring, B.M.; Wang, K.; Sutterlin, C. Function of Golgi-Centrosome proximity in RPE-1 cells. PLoS ONE
2019, 14, e0215215. [CrossRef]

59. Carrel, D.; Masson, J.; Al Awabdh, S.; Capra, C.B.; Lenkei, Z.; Hamon, M.; Emerit, M.B.; Darmon, M. Targeting of the 5-HT1A
serotonin receptor to neuronal dendrites is mediated by Yif1B. J. Neurosci. Off. J. Soc. Neurosci. 2008, 28, 8063–8073. [CrossRef]

60. Goncalves, J.; Nolasco, S.; Nascimento, R.; Lopez Fanarraga, M.; Zabala, J.C.; Soares, H. TBCCD1, a new centrosomal protein, is
required for centrosome and Golgi apparatus positioning. EMBO Rep. 2010, 11, 194–200. [CrossRef]

http://doi.org/10.1038/nature12723
http://www.ncbi.nlm.nih.gov/pubmed/24226769
http://doi.org/10.1091/mbc.e06-02-0133
http://www.ncbi.nlm.nih.gov/pubmed/16775004
http://doi.org/10.1083/jcb.145.1.83
http://www.ncbi.nlm.nih.gov/pubmed/10189370
http://doi.org/10.1242/jcs.116640
http://www.ncbi.nlm.nih.gov/pubmed/23444385
http://doi.org/10.1056/NEJMoa0900158
http://doi.org/10.1073/pnas.1220927110
http://doi.org/10.1101/gad.207043.112
http://doi.org/10.1016/0092-8674(91)90650-N
http://doi.org/10.1002/emmm.201202057
http://doi.org/10.3389/fcell.2022.833086
http://www.ncbi.nlm.nih.gov/pubmed/35646931
http://doi.org/10.18632/oncotarget.16863
http://www.ncbi.nlm.nih.gov/pubmed/28430595
http://doi.org/10.1096/fj.201700563R
http://www.ncbi.nlm.nih.gov/pubmed/29042452
http://doi.org/10.1038/emboj.2012.253
http://www.ncbi.nlm.nih.gov/pubmed/22983554
http://doi.org/10.1016/j.braindev.2018.02.013
http://www.ncbi.nlm.nih.gov/pubmed/29544888
http://doi.org/10.1038/emboj.2008.267
http://doi.org/10.1101/cshperspect.a005207
http://doi.org/10.1371/journal.pone.0215215
http://doi.org/10.1523/JNEUROSCI.4487-07.2008
http://doi.org/10.1038/embor.2010.5

	Introduction 
	Golgi Apparatus and Primary Cilium Are Closely Linked 
	Targeting Proteins to the Cilium 
	GA Related Proteins Necessary for Normal Ciliogenesis/Ciliary Function 
	Resident GA Proteins 
	GIANTIN 
	GALNT11 
	IFT20 and Its Associated Complex 
	VPS15/PIK3R4 
	KIF1C 

	Golgi Proteins Involved in Post-Golgi Transport 
	Proteins Required for Golgi Integrity but Not Directly Located at the GA 
	YIF1B 
	TAPT1 


	Conclusions 
	References

