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utations in the glucocerebrosidase gene (GBA1) in Gaucher
disease (GD) lead to the accumulation of glucocerebroside
(GL-1) in the lysosomes of mononuclear phagocytes and systemic
inﬁltration by glycolipid-laden macrophages. The human GD1
phenotype is remarkable in its heterogeneity, and involves combinations of hepatosplenomegaly, bone marrow inﬁltration, cytopenia,
skeletal defects, and pulmonary disease. The rare neuronopathic
variants additionally display neurodegeneration (1). However, only
part of the clinical variability of type 1 GD (GD1) can be attributed to
GBA1 mutations. This discordance is exempliﬁed by the striking
variation in patients harboring identical mutations, between affected
sibling pairs, and even in monozygotic twins (2).
The pathophysiologic steps that translate GBA1 deﬁciency and
lysosomal GL-1 accumulation to the complex clinical phenotype are
not known (3). The central paradox, however, is that, despite massive organomegaly, GL-1 accumulation accounts for less than 1% of
organ weight, suggesting the involvement of additional interacting
molecular mechanisms (3). Likewise, challenging the macrophagecentric view of GD1 is the recognition of unusual manifestations,
such as gammopathies, cancer risk, pulmonary hypertension, cholesterol cholelithiasis, and Parkinson disease (3–7).
Although disabling skeletal complications, notably osteoporosis and fragility fractures, have been attributed to increased
bone resorption, evidence for the involvement of osteoclasts in
GD is weak. That osteoclasts have never been shown to harbor
GL-1 storage material (8), that serum resorption markers are
inconsistently elevated (9), and that potent inhibitors of bone
resorption, namely the bisphosphonates, have modest, if any,
effects in ameliorating the skeletal disease (10) all suggest that
www.pnas.org/cgi/doi/10.1073/pnas.1003308107

cell types beyond osteoclast precursors, or more generally, cells
other than those of the mononuclear phagocyte lineage, might
be affected.
Several groups have attempted to develop a mouse model that
replicates GD1 fully (11). However, germline KO of the GBA1
gene results in neonatal lethality (11), whereas knocking-in disease
mutations result in either unexpected lethality or mild increases in
tissue GL-1, but without phenotypes that reﬂect clinical disease
(12). The homozygous L444P knock-in mouse, for example, displays systemic inﬂammation, but no GL-1 accumulation (13). The
recently described conditional GBA1 KO mouse, nonetheless,
recapitulates the visceral manifestations of GD1, but not its skeletal defects (14).
Here, we report a mouse in which the GBA1 gene was deleted
conditionally in cells of the hematopoietic and mesenchymal lineages through an Mx1 promoter (15). In addition to striking visceral and hematologic disease resembling human GD1, these
GBA1-deﬁcient mice (hence termed GBA1 mice) displayed profound osteopenia. We show that this osteopenia arises from a defect in bone formation as a result of the inhibition of PKC in
osteoblasts by GL-1 and the minor lipid LysoGL-1. Furthermore,
cytokine arrays, microarray, and immunophenotyping revealed not
only the dysfunction of macrophages, but also striking, widespread
aberrations in thymic T-cell and dendritic cell development. We
believe that GBA1 mice are invaluable in delineating dysfunctional
signaling pathways responsible for the clinical heterogeneity of
human GD1.
Results
Conditional GBA1 Deletion. By conditionally deleting exons 8 through
11 of the GBA1 gene beginning at postnatal day 2, we achieved
greater than 95% reduction of lysosomal glucocerebrosidase activity
in cells of the hematopoietic and mesenchymal stem cell lineages in
young adult 3- and 14-mo-old mice (Fig. S1 and SI Text). Consistent
with the absence of GBA1, GBA1 mice exhibited a striking, up to
approximately 60- and approximately 30-fold accumulation of GL-1
in liver (mean, approximately 15-fold) and spleen (mean, approxi-
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In nonneuronopathic type 1 Gaucher disease (GD1), mutations in
the glucocerebrosidase gene (GBA1) gene result in glucocerebrosidase deﬁciency and the accumulation of its substrate, glucocerebroside (GL-1), in the lysosomes of mononuclear phagocytes. This
prevailing macrophage-centric view, however, does not explain
emerging aspects of the disease, including malignancy, autoimmune disease, Parkinson disease, and osteoporosis. We conditionally deleted the GBA1 gene in hematopoietic and mesenchymal cell
lineages using an Mx1 promoter. Although this mouse fully recapitulated human GD1, cytokine measurements, microarray analysis,
and cellular immunophenotyping together revealed widespread
dysfunction not only of macrophages, but also of thymic T cells,
dendritic cells, and osteoblasts. The severe osteoporosis was caused
by a defect in osteoblastic bone formation arising from an inhibitory
effect of the accumulated lipids LysoGL-1 and GL-1 on protein kinase
C. This study provides direct evidence for the involvement in GD1 of
multiple cell lineages, suggesting that cells other than macrophages
may be worthwhile therapeutic targets.

mately 10-fold), respectively. There was also a dramatic and, importantly, an earlier elevation of LysoGL-1, a minor substrate, up to
166-fold (mean, approximately 30-fold) and 60-fold (mean, approximately 23-fold) in liver and spleen, respectively (Fig. S1). The
splenomegaly correlated with the tissue content of GL-1 and
LysoGL-1, despite which the overall lipid content constituted no
more than 1% of the weight of the grossly enlarged organs.
Visceral Phenotype of GBA1 Mice. GBA1 mice displayed exceptional runting and classic “gibbus” formation, seen typically in
severe, type 3 GD (Fig. 1A) (1). They also exhibited hepatosplenomegaly, anemia, and a trend toward thrombocytopenia
(Figs. 1 B–D). Similar to human disease, GBA1 mice also showed
low HDL cholesterol (4) and increased liver enzymes, but no increase in chitotriosidase, a serum biomarker of human GD1 (16)
(Table S1). The latter ﬁnding was expected as, unlike the human
chitotriosidase gene, the murine gene is not expressed in the
mononuclear phagocytes. Noteworthy and reminiscent of human
GD1 were the impressive, up to eightfold enlarged spleens, often
with surface infarcts, as well as the distinct color and texture of the
GBA1 mouse livers (Fig. 1 B and C).
The GBA1 phenotype was accompanied by a ﬂorid accumulation of storage cells in the liver, spleen, bone marrow, lymph
nodes, and thymus (Fig. 1E, arrows). Estimates of the number of
storage cells (as a percentage of total cells) were as follows: spleen,
50%; liver, 30%; lymph node, 20%; thymus, 70%. Transmission
EM of the liver revealed storage cells harboring classic tubular
structures (e.g., Fig. 1F). In addition, we found evidence for
extramedullary hematopoiesis (Fig. 1E, Bottom) in both liver and

spleen, which we believe can explain, at least in part, the massive
organomegaly in GBA1 mice.
Immunophenotyping of GBA1 Mice. Not many studies have examined systematically how GBA1 mutations affect hematopoietic
cells beyond those of the mononuclear phagocyte lineage. Only
the L444P knock-in mouse has been reported to display features
of inﬂammation, including B-cell proliferation and elevated IL1β and TNFα mRNA, but is without Gaucher cells or GL-1 accumulation (13). We immunophenotyped cells derived from the
spleens, lymph nodes, and thymi of 6-mo-old GBA1 mice (Fig.
2). Compared with control littermates, GBA1 mice displayed
increased cellularity in whole spleen (14 × 107 vs. 30 × 107 cells),
but not in thymi (4.2 × 107 vs. 4.3 × 107) or lymph nodes (2.8 ×
107 vs. 2.3 × 107). Overall, changes in cell populations in thymi
were striking (Fig. 2), mostly with reciprocal changes in the
spleen. The exceptions were the dendritic cell and macrophage
populations, which were elevated both in thymi and spleens.
Additionally, compared with control mice, GD1 thymi showed
greater than 10-fold increase of MHCII+ (IA/IE) and B220+
(CD45R) cells (Fig. 2). In contrast, there was a reduction in the
CD4+/CD8+ cell population in GBA1 mice and an increase in
the CD4+ cell subset (Fig. 2). Finally, cells bearing CD69, an
early T-cell activation marker, and CD44, an early thymocyte
differentiation marker, were also increased in GBA1 mice
compared with control mice (Fig. 2). Thus, thymic T-cell maturation was impaired in GBA1 deﬁciency.
To complement the ﬂow cytometry studies, we measured cytokine levels in mouse serum using the Bioplex-23 cytokine
array platform. Signiﬁcant elevations of cytokines were noted

Fig. 1. GBA1 mice display a visceral and hematologic phenotype. (A) Gross appearance of a 14mo-old GBA1 mouse showing severe runting,
Gibbus formation, and striking extremity pallor.
(B) Hepatomegaly and (C) splenomegaly in GBA1
mice demonstrate areas of prominent surface
infarction; note the difference in texture and
color of the GBA1 organs. (D) Comparison of (i)
spleen weight and (ii) liver weight as a percentage of body weight, as well as (iii) white blood
cell (WBC) count, (iv) hemoglobin (Hb), and (v)
platelet (PLT) count in GBA1 compared with
control mice. Note the anemia and reduced
platelet count. Student t test, **P < 0. 01, control
versus GBA1, n = 19–59 mice/group. (E) H&E
staining showing focal collections of classical
foamy Gaucher cells (arrows) in two representative sections of liver, spleen, lymph nodes, lungs,
and thymus of GBA1 mice. Control (WT) sections
are shown. (E, Lower). Extensive extramedullary
hematopoiesis in liver and spleens of GBA1 mice;
arrows denote megakaryocytes. (F) The extensive accumulation of tubular storage material
within liver Gaucher cells was conﬁrmed on
transmission EM.
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(Table S2). Elevations in IL-1β, IL-1α, IL-6, MIP-1α, MCP-1,
and TNF-α were all consistent with increased macrophage
numbers. Likewise, elevated IL-2, IL-10, GM-CSF, IFN-γ, IL-3,
IL-9, MIP-1β, and IL-13 are presumed to be derived from speciﬁc T-cell subsets likely involved in GD1 (Table S2).
Skeletal Phenotype of GBA1 Mice. The two most debilitating skeletal complications of human GD1 are focal osteonecrosis and
osteopenia (1). Our GD1 mouse replicates both these features.
Fig. 3A, ii shows histological evidence of medullary infarction
and associated avascular osteonecrosis (cf. Fig. 3A, i). A mass of
Gaucher cells is seen extruding from necrotic bone to form a focal
mass of storage cells under the muscle layer, referred to as
“Gaucheroma” in human disease (Fig. 3A, i). Additionally, typical
clusters of abnormal Gaucher cells can be seen in the bone
marrow of GBA1 mice (Fig. 3A, iii). Osteocyte lacunae in cortical
bone were also grossly disorganized (cf. Fig. 3A, iv and v).
Areal bone mineral density (BMD) measurements showed
that 14-mo-old GBA1 mice had signiﬁcant osteopenia at all sites,
namely the lumbar spine, femurs, and tibiae (Fig. 3B). Micro-CT
of trabecular bone of the lumbar spine showed a reduction in
trabecular bone volume (BV/TV) and a trend toward decreased
trabecular number and thickness with increased trabecular spacing (Fig. 3 C and D). This pattern of bone loss was conﬁrmed on
Mistry et al.

static histomorphometry (Table S3), but statistical signiﬁcance
could not be achieved because of the anisotropic, regionally nonuniform effect of GD1, in part reﬂecting local tumor-like effects
and necrosis, but, in part, also reﬂecting focal effects of Gaucher
cells on bone formation.
Dynamic histomorphometry performed following calcein labeling showed a signiﬁcant (P = 0.036) reduction in bone formation rate in 14-mo-old GBA1 mice compared with control
littermates (Table 1). This effect was not seen in younger 3-mo-old,
immediately postpubertal, mice (Table S4). The latter result suggests that the depletion of GBA1 beginning postnatal day 2 did not
affect bone formation, and hence, bone acquisition during growth.
TRAP-labeled surfaces, indicative of the rate of bone resorption,
remained unaltered at both ages (Table 1 and Table S4).
Cellular and Molecular Basis of Osteoblast Defect. We examined the
cellular basis of this dramatic reduction in bone formation by (i)
measuring the proliferation of bone marrow stromal cells by
MTT assay, (ii) examining osteoblast colony formation at day 10
and day 21 in ex vivo stromal cell cultures, and (iii) quantitating
osteoblast gene expression by quantitative PCR in 10-d cultures.
The proliferation of isolated stromal cells was attenuated signiﬁcantly in GBA1 ex vivo cultures compared with controls, but
this reduction was restored to control levels by the addition of
PNAS | November 9, 2010 | vol. 107 | no. 45 | 19475
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Fig. 2. Marked alternations in immune cell populations in the GBA1 mouse thymus. Thymocytes were isolated from 6-mo-old control (WT) and GBA1 mice
and labeled with antibodies to CD4, CD8, CD11b, B220, TCRα/β, CD44, CD69, IA/IE, CD11c, NK1.1, and CD25 for ﬂow cytometry (Materials and Methods).
Severely diseased GBA1 mice, selected as having a spleen size greater than ﬁve times the normal size, but having normal thymic weight and cellularity, were
analyzed. Shown are representative data from three separate experiments.

Fig. 3. Bone marrow inﬁltration,
avascular necrosis, and systemic osteopenia in GBA1 mice. (A) Control vertebral section with adjacent bone marrow (i) shows marked differences
fromGBA1 mice (ii), which have focal
collections of Gaucher cells (arrow) interspersed within the normal vertebral
hematopoietic marrow. (iii) GBA1
mouse bone section showing medullary infarction and avascular necrosis;
also shown is an extrusion of Gaucher
cells into skeletal muscle. Control section (iv) of femoral cortical bone compared with a GBA1 section (v) showing
disorganized osteocyte lacunae with
a loss of lamellar structure. (B) Areal
BMD (aBMD) using a Lunar Piximus
densitometer in 14-mo-old GBA1 and
control (WT) mice at six sites, namely
lumbar spine (L4–L6 and >L6) and right
and left femurs and tibiae as shown.
Student t test was used to compare GD1
and WT mice; n = 2–10 mice/group; *P <
0. 05, **P < 0. 01. (C and D) Micro-CT of
lumbar spine shows representative
images of lumbar vertebrae, as well as
the mean and range (parentheses) of
BV/TV, trabecular number (Tb.N), trabecular thickness (Tb.Th.), and trabecular spacing (Tb.Sp.) in GBA1 mice
compared with WT littermates (n = 2–
10 mice/group). The orange color in the
composite images shows a reduction in
mineralized bone (D). MTT assay (E)
shows proliferation of bone marrow stromal cells from WT and GBA1
mice with or without PMA. (F and G)
ALP-positive cfu-f and (H) von Kossapositive cfu-ob from WT and GBA1
mice with or without PMA. Results are
shown as optical density (OD) (E), or
cfu-f (%); mean ± SEM, or representative wells. Statistics by Student t test:
**P < 0. 01; four mice per group, triplicate estimations for all three experiments. (I) Markers of osteoblast differentiation, namely ALP, BSP, Runx2, and
osterix by quantitative PCR in GBA1
mice compared with WT. Student t test was used to compare WT and GBA1 mice; n = 2–10 mice in triplicate wells; *P < 0. 05, **P < 0. 01. (J) Ex vivo TRAP-positive
osteoclast formation in WT and GBA1 mice. Student t test was used to compare WT and GBA1; n = 2–10 mice per group, eight wells per group; P > 0.5.

phorbol 12-myristate 13-acetate (PMA), a PKC activator (Fig.
3E). In addition, alkaline phosphatase-positive cfu-ﬁbroblast (cfuf) colony formation was attenuated in GD1 cultures (Fig. 3F), but
this reduction was again restored by PMA (Fig. 3G). Late osteoblast differentiation, notably von Kossa-positive cfu-osteoblastoid
(cfu-ob) formation, was modestly reduced in GBA1 ex vivo
cultures compared with controls, but was enhanced by PMA
(Fig. 3H). Reduced osteoblast differentiation in GBA1 mice was
conﬁrmed by a marked reduction in alkaline phosphatase (ALP),
bone sialoprotein (BSP), Runx2, and osterix mRNA expression
(Fig. 3I). Together, the ﬁndings suggest that the inhibitory effect
of GBA1 deﬁciency on both precursor proliferation and early
differentiation are mediated, at least in part, through PKC.
That an osteoblast phenotype was prominent in GBA1 mice led
us to examine if it could be secondary to altered osteoclastogenesis. However, the static bone histomorphometry parameters
suggested that there was no augmentation of in vivo osteoclast activity (Table S4). Consistent with this, ex vivo osteoclast
formation was normal in cultures from 14-mo-old mice (Fig. 3J).
Two lines of evidence suggest that defective PKC activation
contributes, at least in part, to the osteoblast defect of GBA1
19476 | www.pnas.org/cgi/doi/10.1073/pnas.1003308107

deﬁciency. First, as noted earlier, the attenuated proliferation and
differentiation of GBA1-deﬁcient osteoblasts were both fully restored by PMA, a PKC activator. Second, the lipids GL-1 and
LysoGL-1 that accumulate in GBA1-deﬁcient cells are known to
modulate PKC; in particular, LysoGL-1 inhibits PKC activation (24).
We therefore determined whether the PMA-induced osteoblast precursor proliferation and/or differentiation were sensitive
to inhibition by GL-1 and/or LysoGL-1. In bone marrow stromal
cell cultures, LysoGL-1, but not GL-1, inhibited PMA-induced
precursor proliferation (Fig. 4A), as well as cfu-f formation (Fig.
4B). The inhibition of PMA-induced cfu-ob formation was relatively modest (Fig. 4C). Quantitative PCR conﬁrmed the inhibition of the PMA-induced osteoblast differentiation genes
Runx2 and BSP (Fig. 4D). In conﬁrmatory experiments using
MC3T3, E1 osteoblast precursor cultures also showed strong inhibition byLysoGL-1 (but not GL-1) of PMA-induced CFU-f
formation, and ALP and Runx2 mRNA expression (Fig. 4E).
Thus, we suggest that the minor lipid LysoGL-1 and, to an extent,
GL-1 inhibit PKC-mediated osteoblast proliferation and early
differentiation, and thus likely contribute to the bone formation
defect in GBA1 mice.
Mistry et al.

Table 1. Histomorphometry parameters, including osteoclast surfaces, measured in 14-mo-old
GBA1 and control (WT) mice
Parameter
Bone forming/total area, calcein labeled/total area
Mineral apposition rate, μm/d
Osteoclast surface, TRAP label/total area
Bone forming rate, μm3/mm2

WT (n = 4)
0.175
2.28
0.161
494

±
±
±
±

0.017
0.1
0.055
50

GBA1 mice (n = 8)

P value*

±
±
±
±

0.022
NS
NS
0.0361

0.136
2.772
0.182
377

0.007
0.08
0.024
29

Mean number of mice ± SEM shown. NS, not signiﬁcant.
*Student t test.

volved in cell cycle, immune response, and signal transduction were
up-regulated as a function of disease severity.
Discussion
The hallmark of GD1 is the tissue macrophage engorged with
GL1-containing lysosomes (1). Pathophysiologic delineation and
therapeutic intervention has therefore focused on this single cell
type, the macrophage. This approach is testiﬁed by the success of
macrophage-directed enzyme therapy (1). However, poorly responsive variants of GD1, such as cancers, Parkinson disease,
hepatocellular disease, and osteoporosis, have emerged. This
clinical complexity seen with a single gene defect, in essence,
underscores our limited understanding of the multiple cell types
and pathways that are likely involved in the pathogenesis of GD1
(17). Here, we report that a mouse in which the GBA1 gene was
deleted conditionally using an Mx1 promoter recapitulated the
human disease almost in its entirety. In addition, we noted hitherto unexpected effects on T-cell and dendritic cell development
and osteoblastic bone formation.
The dramatic reduction in bone formation, which we show is
caused by a defect in osteoblastogenesis, was importantly not
accompanied by increased bone resorption. This observation is
consistent with the limited efﬁcacy of macrophage-targeted
therapies in reversing osteopenia (10). It is also in agreement with
the increased GL-1 content and abnormal secretome in bone
marrow stromal cells cultured from a GD1 patient (18). Mechanistically, it could be explained, at least in part, by the direct in-

Fig. 4. LysoGL-1 inhibits osteoblastogenesis via PKC. (A)
Proliferation of bone marrow stromal cells in the presence
of PMA (100 nM) with or without LysoGL-1 (10 μM) or GL-1
(40 μM), using the MTT assay. (B and C) ALP-positive cfu-f
(B) or cfu-ob (C) with or without PMA and LysoGL-1 or GL-1.
Results are shown as optical density (OD) (A) or representative wells (B and C). (D) Markers of osteoblast differentiation, namely BSP and Runx2, for 10- and 21-d cultures by
quantitative PCR in the presence of PMA with or without
Lyso-GL1 or GL-1. Statistics by Student t test: **P < 0. 01 vs.
zero dose; n = 4 mice per group, triplicate estimations for all
experiments. (E) Differentiation ofMC3T3. E1 osteoblast
precursors, assessed by cfu-f formation and quantitative
PCR for ALP and Runx 2 (at day 10) with or without PMA
and LysoGL-1 or GL-1. Results are shown as representative
wells or relative expression. Statistics by Student t test:
**P < 0. 01 vs. zero dose, triplicate estimations.
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Microarray Proﬁling of GBA1 Mice. Using an Affymetrix Gene 1.0 ST
Array displaying 28, 869 genes, we compared control gene expression patterns against successively increasing severities of
the GD1 phenotype, i.e., no clinical phenotype, and mild, moderate, and severe (i.e., life-threatening) GD1. Genes whose expression altered sequentially in relation to disease severity were
identiﬁed [Table S5; Gene Expression Omnibus (GEO) accession
no. GSE23086]. For biomarker studies, spleen and liver datasets
were sorted into three groups per disease severity. Ingenuity proﬁling showed that certain proteases, including cathepsins S and Z,
and MMP-12 (all of which are involved in tissue remodeling) are
exclusive markers of severe disease (Table S6). Conversely, the
normal group consisted of candidate biomarkers that were elevated in a nondisease state, but in the presence of mild or severe
disease, the genes were down-regulated. Thus, the latter genes
could potentially be used to exclude GD1. Similarly, candidate
genes for moderate and severe disease could be used to easily
identify disease severity (Table S6).
To our knowledge, an exploration of gene expression in the viscera of murine GD1 models has not been reported. We show that,
in the liver and spleen, 291 and 89 genes, respectively, displayed a
5- to 50-fold elevation in transcript levels, whereas considerably
fewer genes were down-regulated (Table S7). Although the pathophysiologic relevance remains unclear, a dramatic up-regulation of
several peptidases, lipases, and amylases was noted in the spleen,
whereas in the liver a number of proteases, such as MMPs and
cathepsins, were up-regulated by at least 20-fold. Finally, genes in-

hibition of osteoblastogenesis by the lipids LysoGL-1 and GL-1.
Overall, it appears that the osteoblast defect is distinct and
autonomous. Nonetheless, poor osteoclast-osteoblast signaling
from Gaucher osteoclasts, for example, via reduced sphingosine1-phosphate production (19, 20), may also play a causal role.
That osteoblastic bone formation is defective in GD1 opens
the possibility of the use of a skeletal anabolic agent. Moreover,
it is possible that non-cell-speciﬁc small molecules, such as substrate inhibitors, might be more efﬁcacious in reversing GD1related osteopenia than macrophage-directed therapies. Indeed,
the improvements of BMD with substrate inhibition have not
previously been seen with macrophage-directed therapy (28, 29).
Although the complex clinical proﬁle of human GD1 includes
an increased risk for cancers, gammopathies, autoimmune disease, and infections, there is paucity of studies that have examined
the effects of human GBA1 deﬁciency on the immune system.
Our GBA1 mouse has allowed an in-depth analysis of the Tand B-cell, macrophage, and dendritic cell repertoire. We show
a widespread effect of GBA1 deﬁciency on various immune cell
populations. Most notably, thymic T-cell development was profoundly impaired, with reciprocal changes in the spleen. Corresponding changes in serum cytokine levels indicated global effects
on both innate and adaptive immune systems. Finally, there was
widespread extramedullary hematopoiesis in both spleen and
liver, suggesting bone marrow failure. As accumulated GL-1 and
LysoGL-1 constitute no more than 1% of the weight of the grossly
enlarged organs, we attribute organomegaly at least in part to the
striking extramedullary hematopoiesis.
The mechanism of the widespread immune dysfunction remains unclear. Could it be similar to what we demonstrated in
the osteoblast, in which inhibition of osteoblastogenesis occurs
through LysoGL-1 and GL-1 interactions with PKC? Indeed,
GL-1 and LysoGL-1 have opposing effects, respectively, in
stimulating and inhibiting PKC activation (24, 25). Connectivity
mapping on our microarray data shows an overall reduction in
PKC activation, suggesting that the minor lipid LysoGL-1 may
be more important than previously appreciated. LysoGL-1 also
interacts with its orphan G protein-coupled receptor, the T-cell
death–associated gene 8 (TDAG8), to induce multinucleate
1. Grabowski GA (2008) Phenotype, diagnosis, and treatment of Gaucher’s disease.
Lancet 372:1263–1271.
2. Sidransky E (2004) Gaucher disease: Complexity in a “simple” disorder. Mol Genet
Metab 83:6–15.
3. Cox TM (2001) Gaucher disease: Understanding the molecular pathogenesis of
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globoid cells. These cells characterize yet another lysosomal
disease, Krabbe disease (25).
Thus, although dysfunctional signaling pathways in GD1 remain to be delineated precisely, our study provides evidence for
an effect of GBA1 deﬁciency on cell lineages other than mononuclear phagocytes—most notably osteoblasts, dendritic cells,
and T cells—in the pathophysiology of the diverse and complex
clinical spectrum of GD1. These ﬁndings, we believe, pave the
way for investigations that would deﬁne the role of each cell type,
and the mechanism of their pathogenetic contribution(s), by genetically ablating affected cells lineages on a GBA1 background.
Materials and Methods
All procedures involving animals were reviewed and approved by Institutional Animal Care and Use Committees of Yale School of Medicine and
Mount Sinai School of Medicine (SI Text).
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Bone marrow cell cultures were performed for the assessment of osteoblast
and osteoclast formation, using established protocols for cfu-f and TRAPpositive osteoclast formation, respectively (26). Quantitative PCR was performed as described (26).
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