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Abstract 

Vacuolization of hematopoietic precursors cells is a common future of several oth-
erwise non-related clinical settings such as VEXAS, Chediak–Higashi syndrome 
and Danon disease. Although these disorders have a priori nothing to do with one 
other from a clinical point of view, all share abnormal vacuolization in different cell 
types including cells of the erythroid/myeloid lineage that is likely the consequence 
of moderate to drastic dysfunctions in the ubiquitin proteasome system and/
or the endo-lysosomal pathway. Indeed, the genes affected in these three diseases 
UBA1, LYST or LAMP2 are known to be direct or indirect regulators of lysosome traf-
ficking and function and/or of different modes of autophagy. Furthermore, all three 
genes are highly expressed in the more mature myeloid cells pointing out their 
likely important function in these cells. LAMP2 deficiency for instance is known to be 
associated with alterations of lysosome architecture and function. It is thus well 
established that different cell types from Danon disease patients that harbor invali-
dating mutations in LAMP2 exhibit giant lysosomes containing undigested materials 
characteristic of defects in the fusion of lysosomes with autophagosomes, a feature 
also found in VEXAS and CHS. Other similarities regarding these three diseases include 
granulocyte and monocyte dysfunctions and a recurrent inflammatory climate. In 
the present review we discuss the possibility that some common clinical manifesta-
tions of these diseases, notably the hematopoietic ones are consecutive to a dysfunc-
tion of the endo-lysosomal pathway in myeloid/erythroid progenitors and in mature 
myeloid cells including neutrophiles, monocytes and macrophages. Finally, we 
propose reacidification as a way of reinducing lysosome functionalities and autophagy 
as a potential approach for a better management of these diseases.
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Introduction
VEXAS syndrome

VEXAS syndrome is an auto-inflammatory disease caused by somatic mutations of the 
X-linked Ubiquitin like modifier activating enzyme 1 (UBA1) gene primarily affecting 
initiating Met41 [1]. VEXAS syndrome (VS) is an acronym for Vacuoles; E1 ubiqui-
tin conjugating enzyme; X chromosome; Auto inflammatory and Somatic. The disease 
occurs in advanced adulthood, around 50  years, preferentially in men and is charac-
terized by both rheumatological and dermatological symptoms [2]. Patients with VS 
present with autoinflammatory manifestations, including neutrophil-rich lesions rem-
iniscent of Sweet’s syndrome and recurrent polychondritis [3, 4]. Loss of UBA1 jeop-
ardizes ubiquitination and triggers immune and inflammatory responses. Inhibition of 
inflammation using glucocorticoids or anti-IL6 antibodies has shown limited efficacy in 
VS, while Ruxolitinib and 5-azacytidine (Aza) triggers moderate to sometimes complete 
responses [5]. Allogeneic hematopoietic stem cell transplantation (HSCT) has shown 
promising results in treating patients with VS with good overall survival and acceptable 
incidence of graft versus host reaction and represents to date the only curative option 
for younger adult suffering VS [6, 7]. Besides rheumatological and dermatological symp-
toms, hematologic defects are also symptomatic of VS and includes macrocytic anemia, 
low platelet counts and a predisposition to develop myelodysplastic syndrome (MDS), 
a pre-leukemic status [8, 9]. The presence of large cytoplasmic vacuoles in myeloid and 
erythroid precursors in the bone marrow is also a characteristic hallmark of the disease 
[10, 11]. Both the molecular mechanisms of VS and how UBA1 mutations can lead to 
vacuolization are currently poorly understood, even though UBA1 deficiency has been 
previously associated with defects in non-canonic autophagy [12].

Chediak–Higashi syndrome

Mutations in lysosome trafficking regulator (LYST) are responsible for Chediak–Higashi 
Syndrome (CHS), a rare hereditary immune deficiency [13]. The main hallmarks of CHS 
are oculocutaneous albinism, immunodeficiency, bleeding tendency, recurrent infec-
tions, multiorgan inflammation, and neurological troubles. Patients with CHS also 
develop hemophagocytic lymphohistiocytosis (HLH) infiltration of different organs 
leading to fever, splenomegaly, hepatomegaly and bleeding [14]. HLH is associated with 
excessive lymphocyte and macrophages responses and is the leading cause of death in 
CHS patients [15]. CHS is due to nonsense mutations, splice site mutations or even 
exon deletion of the LYST gene leading to a loss of function [16, 17]. Patients with CHS 
also develop a characteristic periodontitis [18], a manifestation also found in Papillon-
Lefevre syndrome [19] a rare autosomal hereditary disorder due to a deficiency of cath-
epsin C, a cysteine protease involved in the degradation of proteins imported into the 
lysosome and leading to defects in chemotaxis and ROS production by neutrophiles. Of 
note, alterations in CHS patient’s neutrophiles also lead to neutropenia, impaired chem-
otaxis, delay in phagolysosome fusion and finally defects in bactericidal activity, that 
results amongst other in periodontal disease [18]. The main diagnostic hallmarks of CHS 
are i) enlarged lysosomes and lysosome-related organelles in various cell types, includ-
ing myeloid cells and melanocytes [20, 21] and ii) detection of mutations in the LYST 
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gene. In CHS, autophagosomes seems to be formed in almost normal size and quantities 
and can fuse to the enlarged lysosomes. However, LYST depletion causes a reduction of 
the number of small lysosomes per cell with a concomitant increase in large lysosomes, 
supporting a role for LYST in autophagic lysosome reformation [22]. Thus, the diagnosis 
of CHS is established by the presence of large cytoplasmic granules in leukocytes and 
platelets on a peripheral smear and is further confirmed by identification of a patho-
genic variant of the LYST gene. HSCT is the treatment of choice for CHS patients [23]. 
Following HSCT the 5 years overall survival is around 50% [24]. Nevertheless, most of 
patients suffering CHS die from recurrent infection.

Danon disease

Danon disease (DD) is a rare X-linked lethal metabolic disorder associated with hyper-
trophic cardiomyopathy, skeletal weakness and intellectual deficiencies [25]. The dis-
ease is more severe in male, where it occurs during childhood and adolescence, than in 
female who are generally affected in the late adolescence or early adulthood. Currently, 
there is no treatment for DD patients, excepted heart transplantation with a survival 
rate at 5 years of 87% on a small cohort of patients [26]. DD is due to genetic mutations 
in Lysosomal Associated Membrane Protein 2 (LAMP2), an essential component of 
the lysosome. Liver, muscle, brain and myeloid cells from DD patients exhibit enlarged 
lysosomes that accumulate undigested cellular materials [27]. These characteristics are 
reminiscent of defects in degradative pathways including macro-autophagy. Recent 
data in the literature has led to the conclusion that among the three LAMP2 isoforms 
(LAMP2A, B and C), LAMP2B deficiency is sufficient and necessary to cause the pheno-
types observed in DD cardiomyocytes [28]. Moreover, mice deficient for LAMP2A have 
no defect in autophagosome-lysosome fusion reinforcing the specific role of LAMP2B 
and not LAMP2A in DD pathogenesis [28]. In conclusion, the three diseases present 
similar dysfunctions also affecting hematopoietic cells and more particularly cells of the 
myeloid lineage that have been only partially characterized.

Loss of protein functions causing VS, CHS and DD
UBA1

The protein encoded by the UBA1 gene catalyzes the first step in ubiquitin conjugation 
which is the limiting step for Ubiquitin–Proteasome System (UPS)-dependent degrada-
tion of cellular proteins. UBA1 activates ubiquitin by first adenylating its C-terminal gly-
cine residue with ATP, and thereafter linking this residue to the side chain of a cysteine 
residue in an E1 enzyme, yielding a ubiquitin-E1 thioester and free AMP [29]. The 
UBA1 gene is located on the X-chromosome in position Xp11.23. Diseases associated 
with UBA1 deficiency include VS [1] and spinal muscular atrophy, X-linked 2 [30–32]. 
UBA1 behaves as both a cytoplasmic and nuclear isoform that are initiated at Met41 
and Met67, respectively. UBA1 is a 110 to 120 kDa protein depending on the isoform 
and consists of five functional domains including an N-terminal inactive adenylation 
domain (IAD), the first catalytic cysteine half domain, the active adenylation domain 
(AAD), the second catalytic cysteine half domain, and C-terminal ubiquitin fold domain. 
The IAD and AAD domain adenylate the first ubiquitin, and transfer ubiquitin to the 
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E1-like enzyme. Mutations in UBA1 lead to loss of function proteins with altered cata-
lytic activity.

LYST

The Lysosomal Trafficking Regulator LYST gene located on chromosome 1 encodes a 
protein that regulates intracellular protein trafficking in endosomes and fusion of intra-
cellular vesicles such as lysosomes [33, 34]. LYST exerts important functions in immune 
cells. For instance, in cytotoxic T-cells and natural killer cells, LYST controls the size, 
number and exocytosis of lytic granules [35]. In macrophages and dendritic cells, it 
regulates phagosome maturation by controlling the conversion of early phagosomal 
compartments into late phagosomes [36]. LYST also participates in TLR3- and TLR4-
induced production of pro-inflammatory cytokines by regulating the endosomal TLR3-
TICAM1/TRIF and TLR4-TICAM1/TRIF signaling pathways [37]. Because of its huge 
size of around 430 kDa, LYST protein function has remained enigmatic for a long time, 
but pieces of evidence indicate a role in the lysosomal endosomal pathway and more 
precisely in autophagic lysosome reformation [22]. Interestingly, two animal models 
with acquired or spontaneous mutations of the LYST gene have been reported, the beige 
mutation that occurs spontaneously in a strain of C57BL/6J mice phenocopies the fea-
tures of the human disease [38] and established mutants of the mauve gene that codes 
for drosophila LYST that recapitulate the cellular defects associated with CHS [39, 40]. 
As the main hallmark of CHS is immunological dysfunction, it is noteworthy that lys-
osomes in bone marrow-derived macrophages and melanosomes of the skin epidermal 
melanocytes and eye-pigmented cells from beige mice showed abnormal tubular mor-
phology and trafficking [41].

LAMP2

The LAMP2 gene is located on the X chromosome in position Xq24 [42]. It encodes 
a highly glycosylated 120  kDa glycoprotein of the lysosome accounting with LAMP1 
for 50% of all lysosomal membrane proteins [43–45]. LAMP2 behaves as three differ-
ent isoforms generated by alternative splicing of exon 9, namely LAMP2A, LAMP2B 
and LAMP2C [46]. Each isoform exerts a unique function in the regulation of different 
modes of autophagy. LAMP2A acts as the receptor for chaperone-mediated autophagy, 
a highly selective form of autophagy in which proteins endowed with a KFERQ motif 
are directed to the lysosome for degradation [47]. LAMP2B has a unique role in the 
fusion of autophagosome with lysosome in the process of macro autophagy [45]. Finally, 
LAMP2C is thought to participate in the lysosomal degradation of DNA and RNA 
through a process known as DNA/RNAphagy [48]. LAMP2 deficiency is associated 
with a X-linked disorder called DD whose clinical manifestations includes hypertrophic 
cardiomyopathy, myopathy and intellectual disability [27]. This disease is more sever in 
male than in female and most male patients die around 25 years old. The role of LAMP2 
deficiency as a driver of DD is exemplified by LAMP2-deficient mice models that reca-
pitulates accurately the main characteristics of the disease [49, 50]. However, the specific 
role of each of the three LAMP2 isoforms in DD is not fully known. Most of the genetic 
studies on the role of LAMP2 have been performed with the LAMP2A isoform, which is 
involved in a great number of pathologies including atherosclerosis, aging, liver diseases 
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and neurodegenerative disorders [51–54]. The absence of mouse models with specific 
deletion of LAMP2B had precluded any analysis of its potential role in DD. However, the 
discovery that some DD patients carry mutations that only affect LAMP2B function is a 
strong argument for an indispensable role of this isoform in the disease [55]. In addition, 
the characteristic transmission electronic microscopy images of lysosomes from LAMP2 
deficient mice showing giant lysosomes harboring undigested material strongly argues 
for a role of LAMP2B and not LAMP2A and C in DD.

UBA1, LYST and LAMP2 expression in hematopoietic stem cells (HSCS) 
and the myeloid lineage
Using Bloodspot, we analyzed the level of expression of UBA1, LYST and LAMP2 
mRNA in the myeloid cell differentiation tree from HSC to mature myeloid cells. 
UBA1 mRNA expression is relatively low in HSCs and in myeloid progenitors. UBA1 
mRNA expression then increases at the common multipotent (CMP) and granulocyte/
monocytes (GMP) progenitor stages. Myelocytes (MY), myeloid/erythroid progenitors 
(MEP), metamyelocytes (MM), band cells (BC) and polymorphonuclear neutrophiles 
(PMN) express high to very high level of UBA1 mRNA (Fig. 1A), while an intermediate 
expression is detected in monocytes. Of note, this high pattern of expression in PMN 
is compatible with the defects observed in granulocytes from CHS patients. RNA seq 
analysis of myeloid differentiation tree shows very low expression of LYST mRNA in 
HSCs and precursors (Fig.  1B). LYST mRNA expression then increases during termi-
nal differentiation of the myeloid lineage and more particularly in MY, BC and PMN, 
while an intermediate expression is also detected in MM and monocytes (Fig. 1B). This 
is also consistent with the defect observed in neutrophiles and monocytes in this dis-
ease. LAMP2 mRNA expression is relatively high in HSCs, in agreement with its impor-
tant role in HSC homeostasis. LAMP2 mRNA expression is also very high in MM, BC 
and PMN (Fig. 1C). Accordingly, we have recently reported that in human, neutrophiles 
express the highest levels of LAMP2 protein expression among all blood cells [56]. Inter-
estingly, LAMP2 mRNA expression phenocopies LYST and UBA1 mRNA expression 
in the myeloid differentiation tree (Fig.  1C). To conclude the pattern of expression of 
UBA1, LYST and LAMP2 is very similar in the myeloid lineage, more particularly in the 
more mature cells, which may explain some of the overlapping hematopoietic manifesta-
tions found in neutrophiles and monocytes of VS, CHS and DD patients.

Similarities in haematological disease manifestations
Although highly different in nature and clinical manifestations, all three diseases are 
characterized morphologically by the accumulation of enlarged vesicles containing 
undigested cellular materials in the cytoplasm of many cell types. This is particularly 
true regarding cells issued from the myeloid lineage whose dysfunction may be respon-
sible for the impairment of granulocyte functions and pro-inflammatory conditions 
characteristic of these diseases. Although these defects have not been characterized in 
detail, they likely correspond to moderate to severe dysfunction of the endo-lysosomal 
pathway in myeloid cells leading to impaired mechanisms of autophagy and defects in 
granulocyte functionality. The hematological manifestations that occur in all three dis-
eases could be thus the direct consequence of the deregulation of lysosomal degradation 
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Fig. 1  Expression of UBA1, LYST and LAMP in the myeloid lineage. A UBA1, LYST and LAMP2 mRNA 
expression follow identical trajectories during development of the myeloid lineage. Relatively low in 
hematopoietic stem cells (HSC) and multipotent myeloid progenitors (MMP), granulocytic/monocytic 
progenitors (GMP), monocytes (Mono) and drastically decreases in polymorphonuclear (MPP), UBA1, 
LYST and LAMP2 mRNA expression increases in polymorphonuclear neutrophiles (PMN). The data used to 
generate these Hierarchical Differentiation Tree was obtained from a cohort known as “normal hematopoiesis 
with AMLs” through the bloodspot website (https://​blood​spot.​eu/)

https://bloodspot.eu/
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and/or trafficking. Morphologically, erythroid and myeloid cells in VS, CHS and DDS 
exhibit large or even giant lysosomes containing undigested materials that are also found 
in cells treated with lysosomotropic drugs including chloroquine, hydroxychloroquine 
or V-ATPase inhibitors such as bafilomycin A1 and concanamycin A, that all increase 
intra lysosomal pH and inhibit fusion of autophagosomes with lysosomes. Thus, one 
hypothesis to explain these common features could be a defect in the regulation of intra-
lysosomal pH that warrants to be analyzed in detail in all three diseases. Interestingly, 
as it is the case for CHS, impaired phagosomal maturation also leads to a periodontal 
disease in LAMP2 deficient mice [57] comforting another similarity between these two 
diseases. Exacerbated inflammatory responses are also a hallmark of VS, CHS, DD and 
LAMP2-deficient mice. RNAseq analysis identified some similarities in cytokine expres-
sion in the blood of VS patients [9] and the bone marrow and blood of LAMP2 deficient 
mice [58]. In conclusion, Fig. 2 recapitulates the main similarities in myeloid manifesta-
tions of VS, CHS and DD.

Fig. 2  Similarities in hematopoietic manifestations in VS, CHS and DD. VS, CHS and DD are characterized by 
inactivating mutations in UBA1, LYST and LAMP2, respectively. The main similarities between these three 
clinical conditions are a recurrent dysfunction of the proteosomal and/or the endolysosomal pathways 
which leads to an accumulation of small to giant vacuoles, corresponding to non-functional lysosomes. 
Granulocytic dysfunction and neutropenia are also common features of VS, CHS and DD, while anemia is 
also consistently observed in VS. Finally, diverse inflammatory manifestations and increase production of 
inflammatory cytokines are also hallmarks of all three diseases
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Abnormal endolysosomal function as a common feature?
While very different in their clinical presentation and regarding the types of organs 
affected, VS, CHS and DD all share defects in the development and function of the 
erythroid/myeloid lineage. As previously mentioned, these defects are likely due 
to alterations in the endo-lysosomal compartment leading to impaired catabo-
lism related to different processes including macro autophagy, chaperone-mediated 
autophagy and the ubiquitin proteasome system. Accordingly, VS is characterized 
by a mutation of UBA1, a main E1-ligase involved in protein ubiquitination, CHS by 
mutations in LYST a protein controlling the size and numbers of lysosomes and DD 
by mutations in LAMP2, a key protein involved in lysosome integrity and function 
and in the regulation of different forms of autophagy. These defects are particularly 
prevalent in myeloid cells such as monocytes, macrophages and neutrophiles that 
expressed high level of UBA1, LYST and LAMP2. In normal condition, lysosomes are 
acidic organelles with an intracellular pH of 4.5–5. This low pH ensures an optimal 
function of the hydrolytic enzymes responsible for catabolism and is also required for 
the proper function of different modes of autophagy. The question that arises from 
these observations is whether increased intra-lysosomal pH is responsible for the 
defects observed in hematopoietic cells in these three diseases, and if so, is it possible 
to restore the functionality of blood cells, more particularly monocytes and neutro-
philes using drugs capable of reacidifying intra-lysosomal pH?

Reacidification of lysosomes as a therapeutic strategy in VEXAS, CHS and DD?
Lysosomes play an essential role in different cellular processes including endocytosis, 
phagocytosis, nutrient sensing, energy metabolism and autophagy [59, 60]. Lysoso-
mal catabolic functions are ensured by a panel of hydrolytic enzymes that degrade 
engulfed macromolecules and whose activity is optimal at acidic pH. Defects of lyso-
somal acidification are involved in the pathogenesis of different illnesses such as neu-
rodegeneration, cancer, infectious diseases and metabolic disorders [61]. Lysosomes 
and lysosome-related organelles are acidified by a family of proton pumps, referred as 
the vacuolar H (+)-ATPases (v-ATPase) [62–64]. The electrogenic v-ATPase creates 
electrical and chemical gradients across lysosomal membranes. As mentioned pre-
viously, lysosomes from DD patients and LAMP2 knock-out mice exhibit an abnor-
mally basic pH responsible for profound defects in cellular catabolism and autophagy. 
Concerning the pathophysiology of VS and CHS, although lysosome dysfunctions 
are suspected to play a role, it is not known whether lysosome acidification defects 
are involved. Of note, electron microscopy images of lysosomes in VS and CHS are 
reminiscent of those found in numerous cell types from DD patients and LAMP2-
deficient mice, suggesting a dysfunction due to abnormal acidification. Nevertheless, 
modulating lysosomal pH appears as an attractive and promising therapeutic strategy 
to restore at least partially lysosomal functions in VS, CHS and DD. Of note, while a 
plethora of agents can increase lysosomal pH including Chloroquine, Hydroxychlo-
roquine, Bafilomycine A1, Concanamycine A, some chemotherapeutic drugs (Doxo-
rubicine) and targeted therapies due to their high pKa values, only a small number of 
compounds have been described so far to be able to reduce it. Among them are PLGA 
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and PLA nanoparticles, 4-aminopyridine a general inhibitor of potassium channels, 
prosapogenin A and mTORC1 inhibitors.

Reacidification of lysosomes using PLGA and PLA nanoparticles

Lysosomal dysfunctions including impairment of lysosomal acidity have been associ-
ated with neurodegenerative diseases and Non-Alcoholic Fatty Liver Disease (NAFLD) 
[65, 66]. Based on the notion that neutrophile and monocyte dysfunctions in VS, CHS 
and DD are associated with altered lysosomal pH, strategies to restore normal lysosomal 
acidity could represent a therapeutic opportunity in all three diseases. In this line, acidic 
nanoparticles such as poly-lactide-co-glycolic acid (PLGA) and polylactic acid (PLA) 
have emerged as a new option to target specific tissues and cell types and serve as drug 
delivery vehicles. Nanoparticles are mostly engulfed by monocytes/macrophages leading 
to degradation of their cargo in lysosomes. As myeloid cell lysosomes from VS, CHS and 
DD are thought to be defective likely through increased intra-lysosomal pH, reacidifica-
tion of lysosomes could thus appeared as a pertinent therapeutic strategy. In agreement 
with this possibility, PLGA and PLA have shown promising results in atherosclerosis and 
NAFLD. Indeed, Zhang et  al. administered two commonly used acidic nanoparticles, 
PLGA and PLA both in vitro and in vivo. They established that PLGA-based nanopar-
ticles triggered reacidification of lysosomes leading to enhanced lysosomal degrada-
tion, promotion of autophagy and reduced apoptosis and inflammasome activation [67]. 
In vivo, PLGA also accumulate in lysosomes and trigger lysosomal acidification of mac-
rophages in atherosclerotic plaques improving atherosclerotic lesions [67]. In the same 
line, Zeng et al., reported that restoration of lysosomal acidification rescues autophagy 
and metabolic dysfunction in NAFLD [66].

Targeting TMEM175 using 4‑aminopyridine

TMEM175 has been initially identified as a constitutively active leak-like potassium 
channel that regulates lysosomal pH stability and fusion of lysosomes and autophago-
somes during autophagy, since these functions are dysregulated in the lysosomes of 
TMEM175 KO mice [68]. TMEM175 deficiency results in an unstable lysosomal pH, 
which leads to decreased lysosomal catalytic activity and impaired autophagosome clear-
ance [69]. More recently, it was established that TMEM175 is a proton-activated pro-
ton channel able to further acidify lysosomal lumen [70]. A missense single nucleotide 
polymorphism (Met393Thr) in TMEM175 also affects lysosomal pH and autophago-
some clearance [71]. In summary, recent findings reveal the role of TMEM175 as a pro-
ton-activated proton channel of the lysosomal membrane. Of note, it has been recently 
reported that lysosomal LAMP1 and 2 proteins are crucial for the regulation of lyso-
somal pH through direct inhibition of the TMEM175 channel [72]. Indeed, LAMP1 or 
LAMP2 binding to TMEM175 leads to inhibition of proton efflux contributing to intra-
lysosomal acidification, which is conducive to a better activation of lysosomal hydro-
lases. 4-aminopyridine (Fampridine) which is a general inhibitor of voltage-dependent 
potassium channels used to limit spastic gait disorders in patients with multiple sclerosis 
could be therefore tested to restore the intra-lysosomal pH in these diseases.
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Prosapogenin A

Prosapogenin A (PA), a steroid saponin and bioactive compound has shown potential as 
an antineoplastic agent against various human tumors [73]. It has been recently reported 
that PA promotes lysosomal membrane permeabilization (LMP), leading to the release 
of cathepsins that activate caspase 8/3 to cleave Gasdermin E. PA also upregulates three 
key functional subunits of V-ATPase-ATP6V1A, ATP6V1B2, and ATP6V0C, resulting 
in lysosomal over-acidification. This over-acidification exacerbates LMP and subsequent 
lysosomal damage. Neutralization of lysosomal lumen acidification or inhibition/knock-
down of these V-ATPase subunits attenuates PA-induced lysosomal damage, pyroptosis, 
and growth inhibition of thyroid cancer cells, highlighting the critical role for lysosomal 
acidification and LMP in PA’s anticancer effects. PA may thus act as a V-ATPase agonist 
targeting lysosomal acidification, and as such could represent a new potential therapeu-
tic option in diseases associated with defects in lysosomal acidification.

Azacitidine

Azacitidine (Aza), an hypomethylating agent, is the leading treatment for patients suf-
fering MDS and AML and has been recently used to treat VS patients. Several cases 
of molecular responses to Aza have been reported in VS patients and among them 
two patients were shown to have complete clinical response [74–77]. Interestingly, in 
human-induced pluripotent stem cell-derived cardiomyocytes established from a female 
patient with DD, administration of azacitidine was shown to reactivate the silent LAMP2 
allele, to improve deficient autophagy and to ameliorate contractile cardiac activity in 
cardiomyocytes [78]. We have previously reported that azacytidine can increase LAMP2 
expression in MDS and AML patient’s bone marrow cells [56]. As AZA has shown some 
efficacy in VS patients it would be interesting in further studies to assess whether it may 
induce lysosomal acidification of hematopoietic cells in patients suffering VHS and DD.

Targeting mTORC1

Inhibitors of mTORC1 including Torin1 and AZD8055 has been reported to trigger par-
tial reacidification of lysosome [79]. Indeed, both drugs trigger a significant decrease of 
intra-lysosomal pH in different cell lines and in vivo. According to our hypothesis that 
reacidification of lysosomes could be a therapeutic window in VS, CHS and DD, clini-
cally available mTORC1 inhibitors could be tested in these diseases.

Conclusions and future perspectives
Exploring the molecular mechanisms underlying the dysfunction of the lysosomal/endo-
somal pathway in the myeloid lineage from VS, CHS and DD will certainly help to better 
understand their pathophysiology and to propose new therapeutic opportunities. These 
dysfunctions stand out to macro-autophagy, chaperone-mediated autophagy, fusion/
fission of lysosomes with endosomes, autophagic lysosomal reformation and more 
globally in endosomal/lysosomal trafficking. We hypothesize that similarities in some 
myeloid and erythroid manifestations of these diseases such as anemia, neutropenia, 
and monocyte/macrophage dysfunctions could be explained (i) by their high expression 
and functional importance in the erythroid/myeloid lineage, (ii) by mutations affecting 
directly or indirectly the proteasomal and endo-lysosomal pathways and by (iii) a general 
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deregulation of the lysosomal pH consecutive to these different mechanisms. We pro-
pose that abnormal stability of the lysosomal pH could be one of the main causes of 
lysosomal dysfunction in VS, CHS and DD. It was noted previously that a substantial 
fraction of lysosomes in mammalian cells, although containing degradative enzymes, 
has a more elevated pH and are catabolically less active [80]. In this context, reacidifica-
tion of lysosomes could represent a promising therapeutic option for VS, VHS and DD. 
Finally, it has been reported that lysosomal pH is regulated in a sex-dependent man-
ner in cells of the myeloid lineage [81], a finding of interest, notably regarding the fact 
that both VS and DD are X-linked diseases and that incidence of both diseases is higher 
in male than in female. A systematic analysis of intra-lysosomal pH of immune cells in 
both male and female patients, more particularly myeloid cells thus warrants further 
examination to better understand the importance of lysosomal alterations involved in 
the pathophysiology of these three diseases.

Abbreviations
CHS	� Chediak Higashi syndrome
DD	� Danon disease
VS	� Vexas syndrome
MDS	� MeyloDysplastic syndrome
NAFLD	� Non alcoholic fatty liver disease
UBA1	� Ubiquitin Like Modifyer Activating Enzyme 1
LYST	� Lysosomal trafficking regulator
LAMP1	� Lysosomal Associated Membrane protein 2
LAMP2	� Lysosomal Associated Membrane Protein 2
HSC	� Hematopoietic stem cell
Vav1	� Vav guanine nucleotide exchange factor 1
CMP	� Common myeloid progenitor
GMP	� Granulocyte-monocyte progenitor
MEP	� Megakaryocytes-erythroid progenitor
MY	� Myelocyte
MM	� Metamyelocyte
BC	� Band cell
PMN	� PolyMorphoNuclear
TGCA​	� TGCA AML cohort
CMA	� Chaperone-mediated autophagy
LAMP2	� Lysosomal-Associated Membrane Protein 2
mTORC1	� Mammalian Target Of Rapamycin Complex 1
TMEM175	� Transmembrane protein 175
PLGA	� Poly-lactide-co-glycolic acid
PLA	� Polylactic acid
PA	� Prosapogenine A
LMP	� Lysosomal membrane permeabilization
IAD	� Inactive adenylation domain
AAD	� Active adenylation domain

Acknowledgements
Not applicable.

Author contributions
Coline Savy: Analysis and interpretation of relevant data, drafting the article. Maxence Bourgoin: Analysis and interpreta-
tion of relevant data, drafting the article. Arnaud Jacquel: Analysis and interpretation of relevant data, drafting the article. 
Thomas Cluzeau: Analysis and interpretation of relevant studies, drafting the article. Guillaume Robert: Acquisition of 
data, drafting the article, analysis and interpretation of relevant studies, conception of the figures. Patrick Auberger: 
Conception and design of the study, acquisition, analysis, and interpretation of relevant studies, drafting the article.

Funding
This research was supported by the INSERM, Université Côte d’Azur, the Fondation ARC pour la Recherche con-
tre le Cancer (Equipe Labellisée 2022-2025), the Canceropole PACA, grants from PLBio (R19003AP-2019-2023, 
R22008AP-2023–2026), ITMO cancer 2019–2023 and the Association Laurette Fugain (ALF), ARC Cancer et Vieillissement 
2024-2027. This work was also funded by the French government (National Research Agency, ANR) through the “Inves-
tissement for the future” LABEX SIGNALIFE program reference #ANR-11-LABEX-0028-01. This research was also supported 
by grants from the Institut Carnot OPALE. PA, GR, AJ and TC are members of the OPALE Carnot institute (Grant obtained 
in 2022). MB is a recipient of a fellowship from the Fondation ARC (Equipe labellisée 2022).



Page 12 of 14Savy et al. Cellular & Molecular Biology Letters           (2025) 30:12 

Availability of data and materials
Not applicable.

Declarations

Ethics approval and consent to participate
Not Applicable.

Consent for publication
Not Applicable.

Competing interests
The authors declare no conflict of interest.

Received: 7 December 2024   Accepted: 8 January 2025

References
	1.	 Beck DB, Ferrada MA, Sikora KA, Ombrello AK, Collins JC, Pei W, et al. Somatic mutations in UBA1 and severe adult-

onset autoinflammatory disease. N Engl J Med. 2020;383(27):2628–38.
	2.	 Zhang Y, Dong X, Wang H. VEXAS syndrome-review. Glob Med Genet sept. 2023;10(3):133–43.
	3.	 Gurnari C, Mannion P, Pandit I, Pagliuca S, Voso MT, Maciejewski JP, et al. UBA1 screening in sweet syndrome with 

hematological neoplasms reveals a novel association between VEXAS and chronic myelomonocytic leukemia. 
HemaSphere. 2022;6(10):775.

	4.	 Lecoeuvre H, Le Gall F, Le Naoures C, Vignon-Pennamen MD, Lamaison C, Kammerer-Jacquet SF, et al. Clinical 
and histological features of histiocytoid Sweet syndrome associated with VEXAS syndrome. Clin Exp Dermatol. 
2024;49(8):825–33.

	5.	 Nakajima H, Kunimoto H. VEXAS syndrome. Int J Hematol. 2024. https://​doi.​org/​10.​1007/​s12185-​024-​03799-9.
	6.	 Diarra A, Duployez N, Fournier E, Preudhomme C, Coiteux V, Magro L, et al. Successful allogeneic hematopoietic 

stem cell transplantation in patients with VEXAS syndrome: a 2-center experience. Blood Adv. 2022;6(3):998–1003.
	7.	 Shahzad M, Khalid MF, Abbas S, Anwar I, Amin MK, Basharat A, et al. Outcomes of allogeneic hematopoietic stem 

cell transplantation in vexas syndrome: a systematic review and meta-analysis. Blood. 2023;142(Supplement 1):7085.
	8.	 Wu Z, Gao S, Gao Q, Patel BA, Groarke EM, Feng X, et al. Early activation of inflammatory pathways in UBA1-mutated 

hematopoietic stem and progenitor cells in VEXAS. Cell Rep Med. 2023;4(8):101160.
	9.	 Kosmider O, Possémé C, Templé M, Corneau A, Carbone F, Duroyon E, et al. VEXAS syndrome is characterized by 

inflammasome activation and monocyte dysregulation. Nat Commun. 2024;15(1):910.
	10.	 Gurnari C, Maciejewski JP. How I manage acquired pure red cell aplasia in adults. Blood. 2021;137(15):2001–9.
	11.	 Lacombe V, Hadjadj J, Georgin-Lavialle S, Lavigne C, Geneviève F, Kosmider O. Vacuoles in bone marrow progenitors: 

VEXAS syndrome and beyond. Lancet Haematol. 2024;11(2):e160–7.
	12.	 Chang TK, Shravage BV, Hayes SD, Powers CM, Simin RT, Wade Harper J, et al. Uba1 functions in Atg7- and Atg3-

independent autophagy. Nat Cell Biol. 2013;15(9):1067–78.
	13.	 Sharma P, Nicoli ER, Serra-Vinardell J, Morimoto M, Toro C, Malicdan MCV, et al. Chediak–Higashi syndrome: a review 

of the past, present, and future. Drug Discov Today Dis Model. 2019;31:31.
	14.	 Lange M, Linden T, Müller HL, Flasskuehler MA, Koester H, Lehmberg K, et al. Primary haemophagocytic lympho-

histiocytosis (Chédiak-Higashi Syndrome) triggered by acute SARS-CoV-2 infection in a six-week-old infant. Br J 
Haematol. 2021;195(2):198–200.

	15.	 Faber IV, Prota JRM, Martinez ARM, Nucci A, Lopes-Cendes I, Júnior MCF. Inflammatory demyelinating neuropathy 
heralding accelerated Chediak–Higashi syndrome. Muscle Nerve. 2017;55(5):756–60.

	16.	 Barbosa MDFS, Nguyen QA, Tchernev VT, Ashley JA, Detter JC, Blaydes SM, et al. Identification of the homologous 
beige and Chediak–Higashi syndrome genes. Nature. 1996;382(6588):262–5.

	17.	 Nagle DL, Karim MA, Woolf EA, Holmgren L, Bork P, Misumi DJ, et al. Identification and mutation analysis of the 
complete gene for Chediak–Higashi syndrome. Nat Genet. 1996;14(3):307–11.

	18.	 Bailleul-Forestier I, Monod-Broca J, Benkerrou M, Mora F, Picard B. Generalized periodontitis associated with Chédiak-
Higashi syndrome. J Periodontol. 2008;79(7):1263–70.

	19.	 Moutsopoulos NM, Konkel J, Sarmadi M, Eskan MA, Wild T, Dutzan N, et al. Defective neutrophil recruitment in 
leukocyte adhesion deficiency type i disease causes local IL-17-driven inflammatory bone loss. Sci Transl Med. 
2014;6(229):22940–22940.

	20.	 Shiflett SL, Kaplan J, Ward DM. Chediak–Higashi syndrome: a rare disorder of lysosomes and lysosome related orga-
nelles. Pigment Cell Res. 2002;15(4):251–7.

	21.	 Ajitkumar A, Yarrarapu SNS, Ramphul K. Chediak–Higashi syndrome. In: StatPearls [Internet]. Treasure Island (FL): 
StatPearls Publishing; 2024. Disponible sur: http://​www.​ncbi.​nlm.​nih.​gov/​books/​NBK50​7881/.

	22.	 Serra-Vinardell J, Sandler MB, De Pace R, Manzella-Lapeira J, Cougnoux A, Keyvanfar K, et al. LYST deficiency impairs 
autophagic lysosome reformation in neurons and alters lysosome number and size. Cell Mol Life Sci. 2023;80(2):53.

	23.	 Umeda K, Hiramatsu H, Kawaguchi K, Iwai A, Mikami M, Nodomi S, et al. Impact of pretransplant minimal 
residual disease on the post-transplant outcome of pediatric acute lymphoblastic leukemia. Pediatr Transplant. 
2016;20(5):692–6.

	24.	 Bhatia S. Long-term health impacts of hematopoietic stem cell transplantation inform recommendations for follow-
up. Expert Rev Hematol. 2011;4(4):437–52 (quiz 453‑4).

https://doi.org/10.1007/s12185-024-03799-9
http://www.ncbi.nlm.nih.gov/books/NBK507881/


Page 13 of 14Savy et al. Cellular & Molecular Biology Letters           (2025) 30:12 	

	25.	 Boucek D, Jirikowic J, Taylor M. Natural history of Danon disease. Genet Med. 2011;13(6):563–8.
	26.	 Hong KN, Battikha C, John S, Lin A, Bui QM, Brambatti M, et al. Cardiac transplantation in Danon disease. J Card 

Fail. 2022;28(4):664–9.
	27.	 Tanaka Y, Guhde G, Suter A, Eskelinen EL, Hartmann D, Lüllmann-Rauch R, et al. Accumulation of autophagic 

vacuoles and cardiomyopathy in LAMP-2-deficient mice. Nature. 2000;406(6798):902–6.
	28.	 Chi C, Leonard A, Knight WE, Beussman KM, Zhao Y, Cao Y, et al. LAMP-2B regulates human cardiomyocyte func-

tion by mediating autophagosome-lysosome fusion. Proc Natl Acad Sci USA. 2019;116(2):556–65.
	29.	 Collins JC, Magaziner SJ, English M, Hassan B, Chen X, Balanda N, et al. Shared and distinct mechanisms of UBA1 

inactivation across different diseases. BioRxiv. 2023. https://​doi.​org/​10.​1101/​2023.​10.​10.​56176​9v1.
	30.	 Groen EJN, Gillingwater TH. UBA1: at the crossroads of ubiquitin homeostasis and neurodegeneration. Trends 

Mol Med. 2015;21(10):622–32.
	31.	 Khani M, Nafissi S, Shamshiri H, Moazzeni H, Taheri H, Sadeghi M, et al. Identification of UBA1 as the causative 

gene of an X-linked non-Kennedy spinal-bulbar muscular atrophy. Eur J Neurol. 2022;29(12):3556–63.
	32.	 Collins JC, Magaziner SJ, English M, Hassan B, Chen X, Balanda N, et al. Shared and distinct mechanisms of UBA1 

inactivation across different diseases. EMBO J. 2024;43(10):1919–46.
	33.	 Tchernev VT, Mansfield TA, Giot L, Kumar AM, Nandabalan K, Li Y, et al. The Chediak–Higashi protein interacts 

with SNARE complex and signal transduction proteins. Mol Med. 2002;8(1):56–64.
	34.	 Turner ME, Che J, Mirhaidari GJM, Kennedy CC, Blum KM, Rajesh S, et al. The lysosomal trafficking regulator 

“LYST”: an 80-year traffic jam. Front Immunol. 2024. https://​doi.​org/​10.​3389/​fimmu.​2024.​14048​46/​full.
	35.	 Gil-Krzewska A, Saeed MB, Oszmiana A, Fischer ER, Lagrue K, Gahl WA, et al. An actin cytoskeletal barrier inhibits 

lytic granule release from natural killer cells in patients with Chediak–Higashi syndrome. J Allergy Clin Immunol. 
2018;142(3):914-927.e6.

	36.	 Ji X, Zhao L, Umapathy A, Fitzmaurice B, Wang J, Williams DS, et al. Deficiency in Lyst function leads to accumu-
lation of secreted proteases and reduced retinal adhesion. PLoS ONE. 2022;17(3): e0254469.

	37.	 Westphal A, Cheng W, Yu J, Grassl G, Krautkrämer M, Holst O, et al. Lysosomal trafficking regulator Lyst links 
membrane trafficking to toll-like receptor-mediated inflammatory responses. J Exp Med. 2017;214(1):227–44.

	38.	 Ward DM, Griffiths GM, Stinchcombe JC, Kaplan J. Analysis of the lysosomal storage disease Chediak–Higashi 
syndrome. Traffic. 2000;1(11):816–22.

	39.	 Rahman M, Haberman A, Tracy C, Ray S, Krämer H. Drosophila mauve mutants reveal a role of LYST homologs 
late in the maturation of phagosomes and autophagosomes. Traffic. 2012;13(12):1680–92.

	40.	 Lattao R, Rangone H, Llamazares S, Glover DM. Mauve/LYST limits fusion of lysosome-related organelles and 
promotes centrosomal recruitment of microtubule nucleating proteins. Dev Cell. 2021;56(7):1000-1013.e6.

	41.	 Durchfort N, Verhoef S, Vaughn MB, Shrestha R, Adam D, Kaplan J, et al. The enlarged lysosomes in beige j cells 
result from decreased lysosome fission and not increased lysosome fusion. Traffic. 2012;13(1):108–19.

	42.	 Mattei MG, Matterson J, Chen JW, Williams MA, Fukuda M. Two human lysosomal membrane glycoproteins, 
h-lamp-1 and h-lamp-2, are encoded by genes localized to chromosome 13q34 and chromosome Xq24-25, 
respectively. J Biol Chem. 1990;265(13):7548–51.

	43.	 Eskelinen EL. Roles of LAMP-1 and LAMP-2 in lysosome biogenesis and autophagy. Mol Aspects Med. 
2006;27(5–6):495–502.

	44.	 Robert G, Jacquel A, Auberger P. Chaperone-mediated autophagy and its emerging role in hematological malig-
nancies. Cells. 2019;8(10):E1260.

	45.	 Qiao L, Hu J, Qiu X, Wang C, Peng J, Zhang C, et al. LAMP2A, LAMP2B and LAMP2C: similar structures, divergent 
roles. Autophagy. 2023;19(11):2837.

	46.	 Gough NR, Fambrough DM. Different steady state subcellular distributions of the three splice variants of 
lysosome-associated membrane protein LAMP-2 are determined largely by the COOH-terminal amino acid 
residue. J Cell Biol. 1997;137(5):1161–9.

	47.	 Kaushik S, Cuervo AM. The coming of age of chaperone-mediated autophagy. Nat Rev Mol Cell Biol. 
2018;19(6):365–81.

	48.	 Fujiwara Y, Furuta A, Kikuchi H, Aizawa S, Hatanaka Y, Konya C, et al. Discovery of a novel type of autophagy 
targeting RNA. Autophagy. 2013;9(3):403.

	49.	 Saftig P, Beertsen W, Eskelinen EL. LAMP-2: a control step for phagosome and autophagosome maturation. 
Autophagy. 2008;4(4):510–2.

	50.	 Huynh KK, Eskelinen EL, Scott CC, Malevanets A, Saftig P, Grinstein S. LAMP proteins are required for fusion of 
lysosomes with phagosomes. EMBO J. 2007;26(2):313–24.

	51.	 Qiao L, Ma J, Zhang Z, Sui W, Zhai C, Xu D, et al. Deficient chaperone-mediated autophagy promotes inflamma-
tion and atherosclerosis. Circ Res. 2021;129(12):1141–57.

	52.	 Zhang C, Cuervo AM. Restoration of chaperone-mediated autophagy in aging liver improves cellular mainte-
nance and hepatic function. Nat Med. 2008;14(9):959–65.

	53.	 Bauer PO, Goswami A, Wong HK, Okuno M, Kurosawa M, Yamada M, et al. Harnessing chaperone-mediated 
autophagy for the selective degradation of mutant huntingtin protein. Nat Biotechnol. 2010;28(3):256–63.

	54.	 Bourdenx M, Martín-Segura A, Scrivo A, Rodriguez-Navarro JA, Kaushik S, Tasset I, et al. Chaperone-mediated 
autophagy prevents collapse of the neuronal metastable proteome. Cell. 2021;184(10):2696-2714.e25.

	55.	 Nishino I, Fu J, Tanji K, Yamada T, Shimojo S, Koori T, et al. Primary LAMP-2 deficiency causes X-linked vacuolar 
cardiomyopathy and myopathy (Danon disease). Nature. 2000;406(6798):906–10.

	56.	 Robert G, Auberger P. Azacitidine resistance caused by LAMP2 deficiency: a therapeutic window for the use of 
autophagy inhibitors in MDS/AML patients? Autophagy. 2019;15(5):927–9.

	57.	 Beertsen W, Willenborg M, Everts V, Zirogianni A, Podschun R, Schröder B, et al. Impaired phagosomal matura-
tion in neutrophils leads to periodontitis in lysosomal-associated membrane protein-2 knockout mice. J Immu-
nol. 2008;180(1):475–82.

https://doi.org/10.1101/2023.10.10.561769v1
https://doi.org/10.3389/fimmu.2024.1404846/full


Page 14 of 14Savy et al. Cellular & Molecular Biology Letters           (2025) 30:12 

	58.	 Del Favero G, Bonifacio A, Rowland TJ, Gao S, Song K, Sergo V, et al. Danon disease-associated LAMP-2 deficiency 
drives metabolic signature indicative of mitochondrial aging and fibrosis in cardiac tissue and hiPSC-derived cardio-
myocytes. J Clin Med. 2020;9(8):2457.

	59.	 Bonam SR, Wang F, Muller S. Lysosomes as a therapeutic target. Nat Rev Drug Discov. 2019;18(12):923–48.
	60.	 Lawrence RE, Zoncu R. The lysosome as a cellular centre for signalling, metabolism and quality control. Nat Cell Biol. 

2019;21(2):133–42.
	61.	 Guerrero-Navarro L, Jansen-Dürr P, Cavinato M. Age-related lysosomal dysfunctions. Cells. 2022;11(12):1977.
	62.	 Mindell JA. Lysosomal acidification mechanisms. Annu Rev Physiol. 2012;74:69–86.
	63.	 Xu H, Ren D. Lysosomal physiology. Annu Rev Physiol. 2015;77:57.
	64.	 Song Q, Meng B, Xu H, Mao Z. The emerging roles of vacuolar-type ATPase-dependent lysosomal acidification in 

neurodegenerative diseases. Transl Neurodegen. 2020;9(1):17.
	65.	 Wu JJ, Cai A, Greenslade JE, Higgins NR, Fan C, Le NTT, et al. ALS/FTD mutations in UBQLN2 impede autophagy by 

reducing autophagosome acidification through loss of function. Proc Natl Acad Sci USA. 2020;117(26):15230–41.
	66.	 Zeng J, Acin-Perez R, Assali EA, Martin A, Brownstein AJ, Petcherski A, et al. Restoration of lysosomal acidification 

rescues autophagy and metabolic dysfunction in non-alcoholic fatty liver disease. Nat Commun. 2023;14(1):2573.
	67.	 Zhang X, Misra SK, Moitra P, Zhang X, Jeong SJ, Stitham J, et al. Use of acidic nanoparticles to rescue macrophage 

lysosomal dysfunction in atherosclerosis. Autophagy. 2023;19(3):886–903.
	68.	 Cang C, Aranda K, Seo Y, Gasnier B, Ren D. TMEM175 Is an organelle K(+) channel regulating lysosomal function. Cell. 

2015;162(5):1101–12.
	69.	 Jinn S, Drolet RE, Cramer PE, Wong AHK, Toolan DM, Gretzula CA, et al. TMEM175 deficiency impairs lysosomal and 

mitochondrial function and increases α-synuclein aggregation. Proc Natl Acad Sci USA. 2017;114(9):2389–94.
	70.	 Hu M, Li P, Wang C, Feng X, Geng Q, Chen W, et al. Parkinson’s disease-risk protein TMEM175 is a proton-activated 

proton channel in lysosomes. Cell. 2022;185(13):2292.
	71.	 Kang H, Lee CJ. Transmembrane proteins with unknown function (TMEMs) as ion channels: electrophysiological 

properties, structure, and pathophysiological roles. Exp Mol Med. 2024;56(4):850–60.
	72.	 Zhang J, Zeng W, Han Y, Lee WR, Liou J, Jiang Y. Lysosomal LAMP proteins regulate lysosomal pH by direct inhibition 

of the TMEM175 channel. Mol Cell. 2023;83(14):2524-2539.e7.
	73.	 Wang TX, Zhang ZQ, Cong Y, Shi XY, Liu YH, Zhao FL. Prosapogenin A induces apoptosis in human cancer cells 

in vitro via inhibition of the STAT3 signaling pathway and glycolysis. Oncol Lett. 2013;6(5):1323.
	74.	 Comont T, Kosmider O, Heiblig M, Terrier B, Bouscary D, Le Guenno G, et al. Azacitidine for patients with Vexas 

syndrome: data from the French Vexas Registry. Blood. 2023;142:4604.
	75.	 Aalbers AM, van Daele PLA, Dalm VASH, Valk PJM, Raaijmakers MHGP. Long-term genetic and clinical remissions after 

cessation of azacitidine treatment in patients with VEXAS syndrome. HemaSphere. 2024;8(8): e129.
	76.	 Sockel K, Götze K, Ganster C, Bill M, Georgi JA, Balaian E, et al. VEXAS syndrome: complete molecular remission after 

hypomethylating therapy. Ann Hematol. 2024;103(3):993–7.
	77.	 Trikha R, Kong KL, Galloway J, Basu TN, Quek L, Wilson J, et al. De-escalation of corticosteroids and clonal remission 

in UBA1 mutation-driven VEXAS syndrome with 5-azacytidine. Haematologica. 2024;109(10):3431–4.
	78.	 Ng FS, Efimov IR. Letter by Ng and Efimov regarding article, “Electrophysiological Effects of Selective Atrial Coronary 

Artery Occlusion in Humans.” Circulation. 2016;134(18):e397–8.
	79.	 Ratto E, Chowdhury SR, Siefert NS, Schneider M, Wittmann M, Helm D, et al. Direct control of lysosomal catabolic 

activity by mTORC1 through regulation of V-ATPase assembly. Nat Commun. 2022;13(1):4848.
	80.	 Bright NA, Davis LJ, Luzio JP. Endolysosomes are the principal intracellular sites of acid hydrolase activity. Curr Biol. 

2016;26(17):2233–45.
	81.	 Harris VM, Harley ITW, Kurien BT, Koelsch KA, Scofield RH. Lysosomal pH Is regulated in a sex dependent manner in 

immune cells expressing CXorf21. Front Immunol. 2019. https://​doi.​org/​10.​3389/​fimmu.​2019.​00578/​full.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in published maps and institutional affiliations.

https://doi.org/10.3389/fimmu.2019.00578/full

	VEXAS, Chediak–Higashi syndrome and Danon disease: myeloid cell endo-lysosomal pathway dysfunction as a common denominator?
	Abstract 
	Introduction
	VEXAS syndrome
	Chediak–Higashi syndrome
	Danon disease

	Loss of protein functions causing VS, CHS and DD
	UBA1
	LYST
	LAMP2

	UBA1, LYST and LAMP2 expression in hematopoietic stem cells (HSCS) and the myeloid lineage
	Similarities in haematological disease manifestations
	Abnormal endolysosomal function as a common feature?
	Reacidification of lysosomes as a therapeutic strategy in VEXAS, CHS and DD?
	Reacidification of lysosomes using PLGA and PLA nanoparticles
	Targeting TMEM175 using 4-aminopyridine
	Prosapogenin A
	Azacitidine
	Targeting mTORC1

	Conclusions and future perspectives
	Acknowledgements
	References


