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Lysosomal storage disorders (LSDs) are rare, monogenic diseases characterized by
aberrant lysosomes with storage material. These diseases often manifest as neurodegenera-
tion and developmental delay, together with further defects such as organomegaly, vision
impairment and skeletomuscular problems. Many LSDs are also associated with a reduced
life span, but life expectancy is highly variable between the different LSDs, ranging from
very early death to near-normal life expectancy. Most LSDs result from the deficiency
of a single enzyme, whereas others are caused by mutations in non-enzymatic proteins.
The molecular mechanisms and cellular pathology of these diseases have been subject
to intensive research for decades, but for many of these diseases, no approved therapy
options are available. However, ever more preclinical studies on novel therapies such as
gene therapy, chaperone therapy, substrate reduction and enzyme replacement therapy
(ERT) have emerged in the past few years.

The purpose of this Special Issue (SI) is to summarize our current understanding of
the disease pathogenesis and molecular mechanisms of LSDs, and to explore therapeutic
strategies that can be used in LSDs. In addition, this SI addresses the involvement of
various cellular pathways such as autophagy and organelle crosstalk in the pathogenesis
of LSDs. Novel treatment concepts, natural history studies, diagnostic tools and disease
biomarkers are also a subject of this SI, which contains both timely review articles and
original research papers.

Hematopoietic cell transplant (HCT) and bone marrow transplantation were treatment
options explored many years ago for several LSDs, with varying success. In their review
article, Naumchik et al. summarize the history of HCT in glycoprotein storage disorders
and compare its success with ERT in diseases for which both options have been explored [1].
They conclude that HCT should be pursued early in life, but the efficiency may still vary
largely, and some diseases may be poor candidates for HCT. However, for a specific group
of LSDs, HCT, when carried out very early, may still provide a valid therapy option [1].

Since early diagnosis is very important for many treatment options, especially in
diseases that manifest very early in life, newborn screening (NBS) programs and diagnostics
based on genomics tools, such as sequencing, will facilitate an early identification of LSD
patients. La Cognata et al. provide an update on worldwide NBS programs in LSDs,
and on the importance of the use of modern genomics tools for diagnostic and research
purposes [2]. With the emergence of multinational NBS programs and platforms, such
as MetabERN (European Reference Network for Hereditary Metabolic Disorders), the
awareness of clinicians regarding tools and treatment options of rare diseases will be
enhanced [2]. In the long run, this will hopefully provide earlier diagnoses and access to
treatment options for many more patients worldwide.

LSDs frequently present as multi-system disorders that require the management of
symptoms that are present in various organ systems. Yim et al. provide an overview and
clinical recommendations for the management of cardiomyopathy in Fabry disease (FD),
an X-linked LSD [3]. They stress that FD should be considered as a potential diagnosis
in patients that show a thickening of the left ventricular wall that cannot be otherwise
explained [3], since as much as 4 to 12% of such cases may be caused by FD [4–6]. As
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treatment options including ERT, substrate reduction and oral chaperones are available for
FD, the early identification of FD in patients is of particular importance.

Mucopolysaccharidoses (MPS) are a group of LSDs that affect the degradation of
glycosaminoglycans (GAGs) in lysosomes. Three articles in this SI have been dedicated
to various aspects of MPS. Hampe et al. summarize the natural history and molecular
pathology in MPS type I [7]. In accordance with the above studies, they also stress the
importance of the early diagnosis of MPS I, so that potentially fatal complications of
the disease can be managed and avoided. De Pasquale et al. provide an overview of
the cathepsin proteases in MPS [8]. Pathogenic variants of cathepsins A, D, F and K
are the genetic cause of some LSDs, but cathepsins also play a role in numerous other
diseases [9]. In MPS, abnormal activity and regulation of cathepsins are involved in the
skeletal and neuronal pathology, and inhibition of selected cathepsins may thus provide
a novel treatment option in MPS, which should be explored in preclinical and clinical
studies [8].

Lung manifestations are a typical feature of many LSDs. Paget et al. explored the
importance of surfactant function in a mouse model for MPS IIIA [10]. They show that al-
tered amounts of heparan sulphate, specific lipids and surfactant components are observed
in pulmonary tissue and bronchoalveolar lavage fluid of this mouse model [10]. Thus,
the lung manifestations in MPS IIIA may be exacerbated by the altered composition of
lung surfactant.

Although the primary organelle dysfunction in LSD is the deficiency of lysosomal
function, an impairment of the function of further organelles, especially mitochondria, has
been detected in many LSDs. In their review article, Kuk et al. summarize the current
knowledge on the crosstalk between mitochondrial and lysosomes and suggest that this
crosstalk may provide a novel means for treatment of LSDs [11].

Dysfunctional mitochondria are removed by autophagy, and defects in autophagy are
commonly found in LSDs. Petcherski et al. carried out a high-content screen to identify
small molecules that modify autophagy and could this provide a potential pharmacological
treatment for the juvenile form of neuronal ceroid lipofuscinosis (jNCL) [12]. They identified
several cellular processes, such as calcium signaling and the mevalonate pathway, the
modulation of which resulted in an improvement of the autophagy defects and, in some
cases, ameliorated the lysosomal dysfunction. This study thus suggests that drugs that
target these pathways may be novel candidates for the treatment of LSD [12].

Ever more preclinical and clinical studies aiming at treatment for LSD are currently
being conducted. For monitoring the effect of such therapy trials, biomarkers that can pro-
vide a quantitative assessment of the treatment effect are required. Percival et al. describe a
novel strategy for the identification of new biomarkers for GM1 type 2 gangliosidosis, with
a nuclear magnetic resonance (NMR)-linked metabolomics strategy [13]. The development
of such methods for further LSD is of high importance, as they also facilitate diagnosis and
may identify novel metabolic targets for therapy interventions.

Many LSDs are based on the defects of single enzymes, and the measurement of
enzyme activity is an important part of the diagnosis of these LSDs, but can also be
used as a biomarker for clinical studies. However, the choice of material used for the
enzyme activity measurement is important for obtaining reliable data. Strobel et al. ana-
lyzed the reliability of enzyme activity measurements in metachromatic leukodystrophy
and gangliosidoses [14]. They show that the enzyme activities in different leucocyte
subpopulations may vary considerably. In addition, the preparation of the sample (cell
lysate) for the activity measurement is also an important factor that affects the measure-
ments [14]. Therefore, the careful optimization of the protocols is a prerequisite for accurate
activity measurements.

Gene therapy has been viewed as a promising treatment option for LSD. For a recent
summary on gene therapy approaches in LSD, the readers are referred to the recent review
by Massaro et al. (not part of our SI) [15]. Most of the gene therapy approaches for LSDs
are based on adeno-associated virus (AAV), typically an AAV serotype 9 that is capable
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of infecting the brain. However, a major drawback of AAV9 is that it only poorly infects
cultured human cell lines. Since potency assays for the demonstration of the efficiency of
the gene therapy vector are requested by regulatory authorities, an assay that can be carried
out in standard cell lines is desirable. The paper from my own group, by Banning et al.,
shows that the knockout of the CMP-sialic acid transporter SCL35A1 in human embryonic
kidney (HEK) cells results in an efficient transduction with AAV9, providing a novel tool
for the development of potency assays [16].

Animal models are of vital importance for studies of LSD pathology and the devel-
opment of treatments. However, the use of some animal models may be complicated
by genetic differences to humans. Gaucher disease (GD) is caused by the deficiency of
the lysosomal acid β-glucocerebrosidase (GCase). In Drosophila melanogaster, the fruit fly,
there are two gene orthologs, of which GBA1b was shown to be equivalent to GCase [17].
Cabasso et al. characterized the function of the second gene ortholog, GBA1a, which was
shown to be involved in the maturation of the mid-gut during larval development [18].
The authors show that a mutant version of the protein encoded by GBA1a activated the
unfolded protein response (UPR), further demonstrating the function of the gene product
in the regulation of cell survival [18].

Taken together, the present SI provides a collection of original articles and reviews
that address various features of LSD. Collectively, these articles provide an overview of
the recent developments in the pathology, management and treatment of various LSDs.
As this field is continuously developing, we look forward to future research on this
important topic.
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