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Phospholipase D (PLD) proteins are major enzymes that regulate various cellular func-
tions, such as cell growth, cell migration, membrane trafficking, and cytoskeletal dynam-
ics. As they are responsible for such important biological functions, PLD proteins have 
been considered promising therapeutic targets for various diseases, including cancer 
and vascular and neurological diseases. Intriguingly, emerging evidence indicates that 
PLD1 and PLD2, 2 major mammalian PLD isoenzymes, are the key regulators of bone re-
modeling; this suggests that these isozymes could be used as potential therapeutic tar-
gets for bone diseases, such as osteoporosis and rheumatoid arthritis. PLD1 or PLD2 de-
ficiency in mice can lead to decreased bone mass and dysregulated bone homeostasis. 
Although both mutant mice exhibit similar skeletal phenotypes, PLD1 and PLD2 play 
distinct and nonredundant roles in bone cell function. This review summarizes the phys-
iological roles of PLD1 and PLD2 in bone metabolism, focusing on recent findings of the 
biological functions and action mechanisms of PLD1 and PLD2 in bone cells.
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INTRODUCTION

Bone is a metabolically active and highly dynamic tissue. Throughout adult life, 
bones undergo continuous reconstruction in a process called bone remodeling. 
This is a strictly controlled process coordinated by 2 main types of bone cells, os-
teoblasts, and osteoclasts.[1-4] Osteoblasts, derived from mesenchymal stem cells, 
play a crucial role in the synthesis and mineralization of bone, whereas osteoclasts, 
which originate from hematopoietic stem cells, are responsible for bone matrix 
degradation. During bone remodeling, old and brittle portions of bones are re-
sorbed by osteoclasts and replaced with newly formed bones by osteoblasts. A 
fine balance between bone resorption and bone formation must be maintained 
to preserve bone mass and integrity and mineral homeostasis. However, derange-
ment in bone remodeling leads to the development of osteoporosis, which is a 
major public health issue.

Osteoclasts are exclusive multinuclear cells derived from the monocyte/macro-
phage lineage progenitor cells. The proliferation, differentiation, and fusion of their 
precursor cells result in the formation of these polykaryons. These processes are 
controlled by 2 essential cytokines, macrophage colony-stimulating factor (M-CSF) 
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and receptor activator of nuclear factor-κB (RANK) ligand 
(RANKL). RANKL induces the differentiation of osteoclasts 
by binding to its corresponding receptor, RANK.[5-8] This 
binding mediates the activation of nuclear factor-κB, p38, 
c-JUN N-terminal kinase, and extracellular signal-regulated 
kinase pathways.[9] These signaling molecules then induce 
and activate nuclear factor of activated T cells cytoplasmic 
1 (NFATc1),[10,11] leading to osteoclast differentiation. While 
RANKL regulates osteoclast differentiation, M-CSF contrib-
utes to osteoclast development by promoting the prolifer-
ation, survival, and motility of osteoclast precursor cells 
and accelerating cytoskeletal organization.[12-14] M-CSF 
function is mediated by its receptor c-Fms (also known as 
CSF-1R) through the dimerization and autophosphoryla-
tion of c-Fms and the subsequent activation of Akt and 
ERK.[15] 

Phospholipase D (PLD) enzyme belongs to the phospho-
lipase superfamily that catalyzes phosphatidylcholine, the 
most abundant phospholipid component of cell membranes, 
to produce choline and phosphatidic acid.[16-18] Mam-
malian cells have 2 major PLD isozymes, PLD1 and PLD2.
[19-21] These isozymes have a similar domain structure, 
with approximately 50% amino acid sequence homology, 

and contain several conserved domains (Fig. 1). They pos-
sess 2 conserved HKD catalytic motifs essential for enzy-
matic activity. Other conserved regions of PLD1 and PLD2 
include the phox-homology and pleckstrin homology do-
mains, which are known to mediate membrane interactions 
and control proper PLD localization. However, PLD1 differs 
from PLD2 because it has a unique loop region that is not 
present in PLD2. Although these enzymes exhibit high struc-
tural similarity, their subcellular localization is significantly 
different. PLD1 is generally localized in the inner membranes 
of cells, such as lysosome, endosome, autophagosome, and 
Golgi complex.[22-24] In contrast, PLD2 is primarily local-
ized in the plasma membrane.[21,25,26] The different sub-
cellular distribution of these isozymes may reflect their dis-
tinct biological functions.

PLD plays a crucial role in various cellular functions, such 
as proliferation, migration, cytoskeleton dynamics, vesicle 
trafficking, endocytosis, exocytosis, and receptor signaling. 
Disruption in these functions may lead to various disease 
states, such as cancer, hypertension, and neurodegenera-
tive disease, thus making PLD a promising therapeutic tar-
get for such diseases.[16,17,27-31] Furthermore, accumu-
lating evidence implicates PLD in the modulation of bone 
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cell function and bone remodeling. The potential role of 
PLD in bone tissue has been proposed based on the results 
of cell-based in vitro studies. Moreover, recent studies us-
ing knockout mouse models have clarified the pivotal role 
of PLD1 and PLD2 in bone homeostasis, thus improving 
our understanding of their role in bone diseases such as 
osteoporosis.[32,33] This review summarizes the role of 
PLD1 and PLD2 in skeletal homeostasis and the diverse 
mechanisms through which PLD-mediated signaling con-
tributes to different aspects of bone cell function.

ROLE OF PLD IN BONE HOMEOSTASIS

Osteoporosis is a metabolic skeletal disease caused by 
an imbalance between bone resorption and bone forma-
tion. Studies using PLD1- or PLD2-deficient mice have dem-
onstrated that PLD plays a critical role in bone homeosta-
sis. Twelve-week-old Pld1−/− mice exhibited decreased bone 
mass, trabecular number, and thickness.[33] A similar phe-
notype was observed in Pld2−/− mice, which showed a re-
duced bone mass at 8 and 16 weeks of age compared with 
their WT littermates.[32] The osteoporotic phenotype of 
Pld2−/− mice was further confirmed to be present in their 
lumbar vertebrae. These findings indicate that both PLD1 
and PLD2 are important regulators of bone homeostasis 
and remodeling. In the next sections, we briefly outline 
how PLD participates in bone homeostasis through vari-
ous mechanisms, including osteoclast differentiation, mi-
gration, and cytoskeletal organization as well as osteoblast 
differentiation.

1. Role of PLD in osteoblasts
Numerous studies have indicated that PLD is activated 

and regulated by various agonists, such as hormones, growth 
factors, and cytokines, in various cell types. The potential 
role of PLD in osteoblasts was initially proposed based on 

the results of studies on the effects of agonists on PLD ac-
tivity. Prostaglandins (PGs) play an important role in bone 
metabolism by stimulating bone formation and resorption. 
[34] In osteoblast-like MC3T3-E1 cells, PLD is activated by 
PGD2,[35] PGE2,[36] and PGF2α.[37,38] Growth factors, such 
as platelet-derived growth factor [39] and basic fibroblast 
growth factor,[40] which are known to promote osteoblast 
proliferation, also activate the PLD signaling pathway in 
MC3T3-E1 cells. Studies on primary osteoblastic cells fur-
ther showed that PLD is activated by epidermal growth fac-
tor (EGF) [41] and that EGF-induced proliferation of these 
cells requires PLD activation.[42] Parathyroid hormone, an 
anabolic agent and a key regulator of bone remodeling, 
also stimulates PLD activation in UMR-106 osteoblastic cells. 
[43,44] Furthermore, MG63 osteoblast-like cells cultured 
on titanium surfaces exhibited increased PLD activity, alka-
line phosphatase (ALP) activity, and osteocalcin production. 
[45] Together, these findings indicate the potential role of 
PLD in osteoblast differentiation.

As mentioned above, most previous studies focused on 
the effect of various agonists on PLD activation. However, 
recent studies have demonstrated the expression pattern 
of PLDs and their functional role in osteoblasts. The mRNA 
and protein expression levels of PLD1 were upregulated 
during the differentiation of murine primary osteoblasts 
[46] and human mesenchymal stem cells (MSCs).[33] In 
contrast, PLD2 expression was low [33] and did not change 
significantly during the osteogenic process.[33,46] PLD1 
overexpression in Saos-2 cells stimulated the mineraliza-
tion process, whereas PLD2 overexpression did not affect 
calcium nodule formation.[46] Conversely, PLD1 knockdown 
in human MSCs decreased mineral deposition, ALP activity, 
and osteogenic marker expression.[33] Pharmacological 
suppression of PLD1 through its selective inhibitor reduced 
osteogenic differentiation.[46] However, treatment with a 
PLD2-selective inhibitor had no significant effect.[46] 

Fig. 1. Basic structure of phospholipase D (PLD) isozymes. PLD1 and PLD2 comprises phox-homology (PX) and pleckstrin homology (PH), the cata-
lytic HKD motif (HKD), phosphatidylinositol bisphosphate (PIP2), and PLD1 loop region. 
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The physiological function of PLD in osteoblasts was clear-
ly demonstrated by studies on PLD-deficient mice. MSCs 
derived from Pld1−/− mice exhibit impaired osteogenic po-
tential and reduced expression of osteogenic markers, in-
cluding Runx2 and osteocalcin.[33] In contrast, Pld2−/− mice 
did not show any differences in osteoblast parameters, such 
as bone formation rate and mineral apposition rate, com-
pared with WT mice, demonstrating that PLD2 is not impli-
cated in the osteoblast bone-forming process.[32] Taken 
together, these findings indicate that PLD1, but not PLD2, 
plays a crucial role in bone mineralization in vivo as well as 
in vitro.

2. Role of PLD in osteoclasts
Early studies on PLD signaling in osteoclasts indicated its 

potential role in pathological conditions, such as cancer 
metastasis and rheumatoid arthritis (RA). Bone is a com-
mon metastasis site for lung, breast, and prostate cancers, 
which can lead to severe morbidity. Cancer cells produce 
numerous substances that induce their migration to the 
bone and stimulate osteoclastic bone resorption. For ex-
ample, the expression of an inflammatory cytokine inter-
leukin-8 (IL-8) is elevated in human lung adenocarcinoma 
and breast cancer cells, thus promoting osteolysis.[47] Treat-
ment of peripheral blood mononuclear cells (PBMCs) with 
recombinant human IL-8 or their exposure to conditioned 
media derived from human lung cancer cells increases os-
teoclast formation and function. In addition, PBMCs treat-
ed with the serum of patients with lung cancer induce os-
teoclast formation. This increase in osteoclast formation 
was associated with elevated PLD activity. Blocking PLD 
using its specific inhibitor reduces osteoclast formation.
[48] These findings suggest that PLD is involved in osteo-
clastic bone resorption mediated by lung cancer-derived 
IL-8.

Although PLD has been suggested to stimulate osteo-
clast formation under pathological conditions, recent stud-
ies on mice models of Pld1−/− and Pld2−/− have provided 
further insight into the direct physiological role of PLD in 
osteoclasts.[32,33] 

1) PLD and osteoclast differentiation
Pld1-deficient mice exhibit reduced bone mass because 

of increased osteoclast differentiation as well as impaired 
osteoblastogenesis.[33] Pld1−/− preosteoblasts (pre-OBs) 

cocultured with WT bone marrow macrophages (BMMs) or 
WT pre-OBs cocultured with Pld1−/− BMMs leads to an in-
crease in the number of tartrate-resistant acid phospha-
tase (TRAP)-positive osteoclasts and upregulates the ex-
pression of osteoclastogenic markers relative to that of WT 
pre-OBs cocultured with WT BMMs. Pld1−/− pre-OBs cocul-
tured with Pld1−/− BMMs results in the highest increase in 
osteoclast number compared with other groups. Consis-
tently, in vivo TRAP staining revealed that osteoclast num-
ber increased in Pld1−/− mice compared with WT mice. Mech-
anistically, accelerated osteoclast differentiation in PLD1 
deficiency condition is associated with increased RANKL/
osteoprotegerin (OPG) ratio in osteoblasts and the upregu-
lation of peroxisome proliferator-activated receptor-γ (PPARγ) 
and CCAAT/enhancer binding protein-α (C/EBPα)-induced 
c-Fos expression in osteoclasts. Osteoblasts produce RANKL 
and OPG, a decoy receptor for RANKL, both of which affect 
osteoclastogenesis. Pld1−/− osteoblasts exhibit an increased 
RANKL/OPG ratio, enhancing osteoclast differentiation. 
PPARγ [49] and C/EBPα [50] function as direct upstream 
regulators of c-Fos, an essential modulator of osteoclasto-
genesis. Osteoclast-specific deletion of PPARγ using a Tie2-
Cre/flox mouse model indicated increased bone mass in 
mice due to defective osteoclastogenesis.[49] Similarly, C/
EBPα-deficient newborn mice develop osteopetrosis ow-
ing to impaired osteoclast differentiation.[50] PLD1 defi-
ciency not only increases the expression of PPARγ and C/
EBPα but also increases the binding capacity of PPARγ and 
C/EBPα to the c-Fos promoter as well as its promoter activ-
ity. Together, these findings indicate that accelerated os-
teoclast differentiation in PLD1 deficiency condition is due 
to the combined action of osteoclasts and osteoblasts. 
Further, PLD2 deficiency does not affect osteoclast differ-
entiation, as evidenced by the unaltered expression of os-
teoclastogenic markers including c-Fos, NFATc1, and TRAP, 
as well as unaltered RANKL signaling.[32] 

2) PLD and osteoclast migration
Cell migration is essential for several biological functions 

and is a highly dynamic event that involves remodeling of 
the actin cytoskeleton. In particular, the migration of os-
teoclastic cells is crucial for osteoclast-mediated bone re-
sorption. It is well recognized that PLD acts as a major play-
er in the migration of various cell types, such as cancer and 
inflammatory cells. In osteoclasts, PLD2 participates in cell 
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migration.[32] PLD2 deficiency promotes M-CSF–induced 
migration of osteoclast lineage cells, including BMMs and 
preosteoclasts.

Phosphoinositide 3-kinase (PI3K) is a key signaling mol-
ecule involved in cell migration of various cells and is re-
quired for Akt activation. For example, dual Ig domain-con-
taining adhesion molecule suppresses endothelial cell mi-
gration by inhibiting the PI3K/Akt pathway.[51] Deletion of 
the p85α subunit of class I PI3K results in impaired osteo-
clast migration toward αvβ3 integrins or osteopontin in 
the presence of M-CSF.[52] Consequently, p85α-deficient 
mice have reduced bone resorption ability, increasing bone 
mass.[52] Exposure of BMMs to a PI3K specific inhibitor 
LY294002 decreases the ability of M-CSF to stimulate BMM 
migration.[32] These findings indicate that PI3K/Akt signal-
ing is critical for the migration of osteoclastic cells. PLD2-
deficient BMMs exhibit increased activation of Akt signal-
ing in response to M-CSF.[32] Thus, PLD2 negatively regu-
lates osteoclastic cell migration by modulating M-CSF-in-
duced PI3K/Akt signaling pathway. The function of PLD1 in 
osteoclastic cell migration has not been investigated yet.

3) PLD and osteoclast cytoskeleton
Degradation of the bone matrix is a hallmark action of 

osteoclasts. During bone resorption, osteoclasts attach tight-
ly to the bone surface and reorganize their cytoskeleton to 
generate F-actin ring or sealing zone.[53,54] These unique 
and specialized structures are required for the bone-resorp-
tive function of mature osteoclasts. To degrade the bone 
matrix, osteoclasts secrete protons and enzymes, such as 
cathepsin K and matrix metalloproteinases, through the 
ruffled border, which is surrounded by actin rings. The size 
of osteoclasts and actin ring indicates the capacity of os-
teoclasts to resorb the bone matrix. PLD2 deficiency incre-
ases osteoclast size and leads to larger actin ring formation 
in vitro.[32] Consistently, in vivo TRAP staining revealed an 
increased osteoclast surface per bone surface in Pld2−/− mice. 
The formation of actin rings in osteoclasts depends on an 
intact microtubule network, specifically on the acetylated 
form of microtubules.[53-55] Reflecting their enlarged ac-
tin rings, Pld2−/− osteoclasts have more acetylated microtu-
bules than WT osteoclasts.[32] 

PI3K/Akt pathway is central for actin remodeling as well 
as cell migration. Osteoclasts derived from mice lacking 
the p85α subunit of PI3K failed to form actin rings from ac-

tin clusters.[52] Osteoclast-specific deletion of p85α and β 
subunits results in high bone mass due to defective ruffled 
border formation and vesicle transport.[56] Targeted dele-
tion of Akt1 and Akt2 in osteoclasts causes failure of actin 
ring formation, resulting in the formation of an osteoscle-
rosis phenotype.[57] Treatment with Akt inhibitor in osteo-
clasts reduces the expression level of acetylated tubulin.
[57] Akt promotes osteoclast actin remodeling by inhibit-
ing glycogen synthase kinase-3β (GSK-3β) phosphoryla-
tion. GSK-3β then regulates microtubule stability by mod-
ulating the interaction of microtubules with microtubule-
associated proteins, such as adenomatous polyposis coli, 
end-binding protein 1, and dynactin.[57] 

Overall, these studies indicate that PI3K/Akt/GSK-3β sig-
naling controls osteoclast bone-resorptive function by mod-
ulating actin ring formation and microtubule stability. PLD2 
deficiency enhances Akt phosphorylation induced by M-
CSF, but not RANKL.[32] In Pld2−/− osteoclasts, GSK-3β was 
hyperphosphorylated. Furthermore, increased microtubule 
acetylation in Pld2−/− osteoclasts was restored after treat-
ment with Akt inhibitor. Mechanistically, PLD2 binds with 
the M-CSF receptor (c-Fms) and PI3K and blocks M-CSF–
mediated PI3K/Akt/GSK-3β pathway, which in turn inhibits 
the migration of osteoclast lineage cells and cytoskeletal 
organization in mature osteoclasts.[32] The role of PLD1 in 
osteoclastic cell migration and cytoskeletal organization 
has not been investigated yet.

CONCLUSION

In this review, we discussed the role of the PLD family 
proteins PLD1 and PLD2 in bone metabolism and found 
that they are key modulators of bone homeostasis. Defi-
ciency of either PLD1 or PLD2 results in a similar osteopo-
rotic phenotype. However, these isozymes play distinct 
roles in bone formation and bone resorption. PLD1 posi-
tively regulates osteoblast differentiation but negatively 
modulates osteoclastogenesis (Fig. 2). In contrast, PLD2 is 
not essential for bone formation but is involved in osteo-
clast function. PLD2 acts as a negative regulator of osteo-
clastic bone resorption by modulating cell migration and 
microtubule stability (Fig. 3). The function of PLD is known 
to be mediated through its enzymatic activity or direct in-
teraction with other signaling molecules. Thus, PLD can con-
trol bone cell function, presumably in an activity-depen-
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dent manner or by acting as an adaptor molecule. There-
fore, given the pivotal role of the PLD family in bone me-
tabolism, the design of novel compounds capable of mod-
ulating the enzymatic activity or the interaction between 
PLD and signaling proteins will provide promising thera-
peutic potential for various bone diseases, such as osteo-
porosis, RA, and osteoarthritis.

DECLARATIONS

Funding
This work was supported by the National Research Foun-

dation of Korea (NRF) grant funded by the Korean Govern-
ment (MSIT) (NRF-2022R1A2C1006105, NRF-2018R1A2B 
6001298) and Basic Science Research Program through the 
NRF funded by the Ministry of Education (NRF-2021R1I-
1A1A01051983).

Ethics approval and consent to participate
Not applicable.

Conflict of interest
No potential conflict of interest relevant to this article 

was reported.

ORCID
Hyun-Ju Kim https://orcid.org/0000-0002-5836-5841
Dong-Kyo Lee https://orcid.org/0000-0002-5202-5352
Je-Yong Choi https://orcid.org/0000-0002-5057-8842

REFERENCES

1. Boyle WJ, Simonet WS, Lacey DL. Osteoclast differentia-
tion and activation. Nature 2003;423:337-42. https://doi.
org/10.1038/nature01658.

2. Kim BJ, Koh JM. Coupling factors involved in preserving 
bone balance. Cell Mol Life Sci 2019;76:1243-53. https://
doi.org/10.1007/s00018-018-2981-y.

3. Takayanagi H. Osteoimmunology: Shared mechanisms 
and crosstalk between the immune and bone systems. 
Nat Rev Immunol 2007;7:292-304. https://doi.org/10.1038/ 
nri2062.

4. Teitelbaum SL. Bone resorption by osteoclasts. Science 
2000;289:1504-8. https://doi.org/10.1126/science.289. 
5484.1504.

5. Kong YY, Yoshida H, Sarosi I, et al. OPGL is a key regulator 
of osteoclastogenesis, lymphocyte development and lymph-
node organogenesis. Nature 1999;397:315-23. https://doi.
org/10.1038/16852.

6. Lacey DL, Timms E, Tan HL, et al. Osteoprotegerin ligand is 

Fig. 3. Schematic diagram of phospholipase D2 (PLD2) action in bone 
cells. In osteoclasts, PLD2 forms a complex with the macrophage col-
ony-stimulating factor (M-CSF) receptor (c-Fms) and phosphoinositide 
3-kinase (PI3K) and antagonizes cell migration and microtubule sta-
bility by attenuating the Akt/glycogen synthase kinase-3β (GSK-3β) 
signaling pathway, thereby leading to impaired bone resorption. On 
the other hand, PLD2 does not affect bone formation.

Fig. 2. Schematic diagram of phospholipase D1 (PLD1) action in bone 
cells. PLD1 induces osteoblast differentiation by upregulating Runt-
related transcription factor 2 (Runx2) and suppresses osteoclast dif-
ferentiation by downregulating receptor activator of nuclear factor-
κB ligand (RANKL)/osteoprotegerin (OPG) ratio and peroxisome pro-
liferator-activated receptor-γ (PPARγ) and CCAAT/enhancer binding 
protein-α (C/EBPα)-mediated c-Fos expression. NFATc1, nuclear fac-
tor of activated T cells cytoplasmic 1.

https://doi.org/10.1038/nri2062
https://doi.org/10.1038/nri2062


PLD Function in Bone Metabolism

https://doi.org/10.11005/jbm.2023.30.2.117 https://e-jbm.org/  123

a cytokine that regulates osteoclast differentiation and 
activation. Cell 1998;93:165-76. https://doi.org/10.1016/
s0092-8674(00)81569-x.

7. Wong BR, Josien R, Lee SY, et al. TRANCE (tumor necrosis 
factor [TNF]-related activation-induced cytokine), a new 
TNF family member predominantly expressed in T cells, is 
a dendritic cell-specific survival factor. J Exp Med 1997; 
186:2075-80. https://doi.org/10.1084/jem.186.12.2075.

8. Yasuda H, Shima N, Nakagawa N, et al. Osteoclast differ-
entiation factor is a ligand for osteoprotegerin/osteoclas-
togenesis-inhibitory factor and is identical to TRANCE/
RANKL. Proc Natl Acad Sci U S A 1998;95:3597-602. https: 
//doi.org/10.1073/pnas.95.7.3597.

9. Park JH, Lee NK, Lee SY. Current understanding of RANK 
signaling in osteoclast differentiation and maturation. Mol 
Cells 2017;40:706-13. https://doi.org/10.14348/molcells. 
2017.0225.

10. Takayanagi H, Kim S, Koga T, et al. Induction and activa-
tion of the transcription factor NFATc1 (NFAT2) integrate 
RANKL signaling in terminal differentiation of osteoclasts. 
Dev Cell 2002;3:889-901. https://doi.org/10.1016/s1534-
5807(02)00369-6.

11. Kim JH, Kim N. Regulation of NFATc1 in osteoclast differ-
entiation. J Bone Metab 2014;21:233-41. https://doi.org/ 
10.11005/jbm.2014.21.4.233.

12. Feng X, Teitelbaum SL. Osteoclasts: New insights. Bone 
Res 2013;1:11-26. https://doi.org/10.4248/br201301003.

13. Teitelbaum SL. The osteoclast and its unique cytoskeleton. 
Ann N Y Acad Sci 2011;1240:14-7. https://doi.org/10.1111/ 
j.1749-6632.2011.06283.x.

14. Yoshida H, Hayashi S, Kunisada T, et al. The murine muta-
tion osteopetrosis is in the coding region of the macro-
phage colony stimulating factor gene. Nature 1990;345: 
442-4. https://doi.org/10.1038/345442a0.

15. Pixley FJ, Stanley ER. CSF-1 regulation of the wandering 
macrophage: Complexity in action. Trends Cell Biol 2004;14: 
628-38. https://doi.org/10.1016/j.tcb.2004.09.016.

16. Brown HA, Thomas PG, Lindsley CW. Targeting phospholi-
pase D in cancer, infection and neurodegenerative disor-
ders. Nat Rev Drug Discov 2017;16:351-67. https://doi.org/ 
10.1038/nrd.2016.252.

17. Ghim J, Chelakkot C, Bae YS, et al. Accumulating insights 
into the role of phospholipase D2 in human diseases. Adv 
Biol Regul 2016;61:42-6. https://doi.org/10.1016/j.jbior. 
2015.11.010.

18. Frohman MA. The phospholipase D superfamily as thera-
peutic targets. Trends Pharmacol Sci 2015;36:137-44. https: 
//doi.org/10.1016/j.tips.2015.01.001.

19. Kodaki T, Yamashita S. Cloning, expression, and character-
ization of a novel phospholipase D complementary DNA 
from rat brain. J Biol Chem 1997;272:11408-13. https://
doi.org/10.1074/jbc.272.17.11408.

20. Hammond SM, Altshuller YM, Sung TC, et al. Human ADP-
ribosylation factor-activated phosphatidylcholine-specific 
phospholipase D defines a new and highly conserved gene 
family. J Biol Chem 1995;270:29640-3. https://doi.org/10. 
1074/jbc.270.50.29640.

21. Colley WC, Sung TC, Roll R, et al. Phospholipase D2, a dis-
tinct phospholipase D isoform with novel regulatory prop-
erties that provokes cytoskeletal reorganization. Curr Biol 
1997;7:191-201. https://doi.org/10.1016/s0960-9822(97) 
70090-3.

22. Freyberg Z, Sweeney D, Siddhanta A, et al. Intracellular lo-
calization of phospholipase D1 in mammalian cells. Mol 
Biol Cell 2001;12:943-55. https://doi.org/10.1091/mbc.12. 
4.943.

23. Du G, Altshuller YM, Vitale N, et al. Regulation of phospho-
lipase D1 subcellular cycling through coordination of mul-
tiple membrane association motifs. J Cell Biol 2003;162: 
305-15. https://doi.org/10.1083/jcb.200302033.

24. Brown FD, Thompson N, Saqib KM, et al. Phospholipase 
D1 localises to secretory granules and lysosomes and is 
plasma-membrane translocated on cellular stimulation. 
Curr Biol 1998;8:835-8. https://doi.org/10.1016/s0960-
9822(98)70326-4.

25. O’Luanaigh N, Pardo R, Fensome A, et al. Continual pro-
duction of phosphatidic acid by phospholipase D is es-
sential for antigen-stimulated membrane ruffling in cul-
tured mast cells. Mol Biol Cell 2002;13:3730-46. https://
doi.org/10.1091/mbc.e02-04-0213.

26. Du G, Huang P, Liang BT, et al. Phospholipase D2 localizes 
to the plasma membrane and regulates angiotensin II re-
ceptor endocytosis. Mol Biol Cell 2004;15:1024-30. https://
doi.org/10.1091/mbc.e03-09-0673.

27. Park JB, Lee CS, Jang JH, et al. Phospholipase signalling 
networks in cancer. Nat Rev Cancer 2012;12:782-92. https: 
//doi.org/10.1038/nrc3379.

28. Kang DW, Choi KY, Min DS. Functional regulation of phos-
pholipase D expression in cancer and inflammation. J Biol 
Chem 2014;289:22575-82. https://doi.org/10.1074/jbc.

https://doi.org/10.1073/pnas.95.7.3597
https://doi.org/10.1073/pnas.95.7.3597
https://doi.org/10.14348/molcells.2017.0225
https://doi.org/10.14348/molcells.2017.0225
https://doi.org/10.11005/jbm.2014.21.4.233
https://doi.org/10.11005/jbm.2014.21.4.233
https://doi.org/10.1111/j.1749-6632.2011.06283.x
https://doi.org/10.1111/j.1749-6632.2011.06283.x
https://doi.org/10.1074/jbc.270.50.29640
https://doi.org/10.1074/jbc.270.50.29640
https://doi.org/10.1016/s0960-9822(97)70090-3
https://doi.org/10.1016/s0960-9822(97)70090-3


Hyun-Ju Kim, et al.

124  https://e-jbm.org/ https://doi.org/10.11005/jbm.2023.30.2.117

R114.569822.
29. Jin JK, Kim NH, Lee YJ, et al. Phospholipase D1 is up-regu-

lated in the mitochondrial fraction from the brains of Al-
zheimer’s disease patients. Neurosci Lett 2006;407:263-7. 
https://doi.org/10.1016/j.neulet.2006.08.062.

30. Hong KW, Jin HS, Lim JE, et al. Non-synonymous single-
nucleotide polymorphisms associated with blood pres-
sure and hypertension. J Hum Hypertens 2010;24:763-74. 
https://doi.org/10.1038/jhh.2010.9.

31. Bae EJ, Lee HJ, Jang YH, et al. Phospholipase D1 regulates 
autophagic flux and clearance of α-synuclein aggregates. 
Cell Death Differ 2014;21:1132-41. https://doi.org/10.1038/ 
cdd.2014.30.

32. Kim HJ, Lee DK, Jin X, et al. Phospholipase D2 controls bone 
homeostasis by modulating M-CSF-dependent osteoclas-
tic cell migration and microtubule stability. Exp Mol Med 
2022;54:1146-55. https://doi.org/10.1038/s12276-022-
00820-1.

33. Kang DW, Hwang WC, Noh YN, et al. Deletion of phospho-
lipase D1 decreases bone mass and increases fat mass via 
modulation of Runx2, β-catenin-osteoprotegerin, PPAR-γ 
and C/EBPα signaling axis. Biochim Biophys Acta Mol Ba-
sis Dis 2021;1867:166084. https://doi.org/10.1016/j.bbad-
is.2021.166084.

34. Blackwell KA, Raisz LG, Pilbeam CC. Prostaglandins in bone: 
bad cop, good cop? Trends Endocrinol Metab 2010;21:294-
301. https://doi.org/10.1016/j.tem.2009.12.004.

35. Imamura Y, Kozawa O, Suzuki A, et al. Mechanism of phos-
pholipase D activation induced by prostaglandin D2 in 
osteoblast-like cells: function of Ca2+/calmodulin. Cell 
Signal 1995;7:45-51. https://doi.org/10.1016/0898-6568 
(94)00059-k.

36. Oiso Y, Suzuki A, Kozawa O. Effect of prostaglandin E2 on 
phospholipase D activity in osteoblast-like MC3T3-E1 cells. 
J Bone Miner Res 1995;10:1185-90. https://doi.org/10.1002/ 
jbmr.5650100807.

37. Kozawa O, Suzuki A, Kotoyori J, et al. Prostaglandin F2 al-
pha activates phospholipase D independently from acti-
vation of protein kinase C in osteoblast-like cells. J Cell Bio-
chem 1994;55:373-9. https://doi.org/10.1002/jcb.240550 
315.

38. Sugiyama T, Sakai T, Nozawa Y, et al. Prostaglandin F2 al-
pha-stimulated phospholipase D activation in osteoblast-
like MC3T3-E1 cells: involvement in sustained 1,2-diacylg-
lycerol production. Biochem J 1994;298:479-84. https://doi.

org/10.1042/bj2980479.
39. Kozawa O, Suzuki A, Watanabe Y, et al. Effect of platelet-

derived growth factor on phosphatidylcholine-hydrolyz-
ing phospholipase D in osteoblast-like cells. Endocrinolo-
gy 1995;136:4473-8. https://doi.org/10.1210/endo.136.10. 
7664667.

40. Suzuki A, Shinoda J, Kanda S, et al. Basic fibroblast growth 
factor stimulates phosphatidylcholine-hydrolyzing phos-
pholipase D in osteoblast-like cells. J Cell Biochem 1996;63: 
491-9. https://doi.org/10.1002/(sici)1097-4644(19961215) 
63:4<491::aid-jcb10>3.0.co;2-h.

41. Carpio LC, Dziak R. Activation of phospholipase D signal-
ing pathway by epidermal growth factor in osteoblastic 
cells. J Bone Miner Res 1998;13:1707-13. https://doi.org/ 
10.1359/jbmr.1998.13.11.1707.

42. Carpio LC, Dziak R. Phosphatidic acid effects on cytosolic 
calcium and proliferation in osteoblastic cells. Prostaglan-
dins Leukot Essent Fatty Acids 1998;59:101-9. https://doi.
org/10.1016/s0952-3278(98)90088-6.

43. Singh AT, Frohman MA, Stern PH. Parathyroid hormone 
stimulates phosphatidylethanolamine hydrolysis by phos-
pholipase D in osteoblastic cells. Lipids 2005;40:1135-40. 
https://doi.org/10.1007/s11745-005-1477-y.

44. Singh AT, Gilchrist A, Voyno-Yasenetskaya T, et al. G alpha12/
G alpha13 subunits of heterotrimeric G proteins mediate 
parathyroid hormone activation of phospholipase D in 
UMR-106 osteoblastic cells. Endocrinology 2005;146:2171-
5. https://doi.org/10.1210/en.2004-1283.

45. Kim MJ, Choi MU, Kim CW. Activation of phospholipase 
D1 by surface roughness of titanium in MG63 osteoblast-
like cell. Biomaterials 2006;27:5502-11. https://doi.org/10. 
1016/j.biomaterials.2006.06.023.

46. Abdallah D, Skafi N, Hamade E, et al. Effects of phospholi-
pase D during cultured osteoblast mineralization and bone 
formation. J Cell Biochem 2019;120:5923-35. https://doi.
org/10.1002/jcb.27881.

47. Bendre MS, Margulies AG, Walser B, et al. Tumor-derived 
interleukin-8 stimulates osteolysis independent of the re-
ceptor activator of nuclear factor-kappaB ligand pathway. 
Cancer Res 2005;65:11001-9. https://doi.org/10.1158/0008- 
5472.Can-05-2630.

48. Hsu YL, Hung JY, Ko YC, et al. Phospholipase D signaling 
pathway is involved in lung cancer-derived IL-8 increased 
osteoclastogenesis. Carcinogenesis 2010;31:587-96. https: 
//doi.org/10.1093/carcin/bgq030.

https://doi.org/10.1002/jcb.240550315
https://doi.org/10.1002/jcb.240550315
https://doi.org/10.1042/bj2980479
https://doi.org/10.1042/bj2980479


PLD Function in Bone Metabolism

https://doi.org/10.11005/jbm.2023.30.2.117 https://e-jbm.org/  125

49. Wan Y, Chong LW, Evans RM. PPAR-gamma regulates os-
teoclastogenesis in mice. Nat Med 2007;13:1496-503. https: 
//doi.org/10.1038/nm1672.

50. Chen W, Zhu G, Hao L, et al. C/EBPα regulates osteoclast 
lineage commitment. Proc Natl Acad Sci U S A 2013;110: 
7294-9. https://doi.org/10.1073/pnas.1211383110.

51. Han SW, Jung YK, Lee EJ, et al. DICAM inhibits angiogene-
sis via suppression of AKT and p38 MAP kinase signalling. 
Cardiovasc Res 2013;98:73-82. https://doi.org/10.1093/
cvr/cvt019.

52. Munugalavadla V, Vemula S, Sims EC, et al. The p85alpha 
subunit of class IA phosphatidylinositol 3-kinase regulates 
the expression of multiple genes involved in osteoclast 
maturation and migration. Mol Cell Biol 2008;28:7182-98. 
https://doi.org/10.1128/mcb.00920-08.

53. Destaing O, Saltel F, Géminard JC, et al. Podosomes display 
actin turnover and dynamic self-organization in osteo-
clasts expressing actin-green fluorescent protein. Mol Biol 
Cell 2003;14:407-16. https://doi.org/10.1091/mbc.e02-07-

0389.
54. Jurdic P, Saltel F, Chabadel A, et al. Podosome and sealing 

zone: specificity of the osteoclast model. Eur J Cell Biol 2006; 
85:195-202. https://doi.org/10.1016/j.ejcb.2005.09.008.

55. Hong JM, Teitelbaum SL, Kim TH, et al. Calpain-6, a target 
molecule of glucocorticoids, regulates osteoclastic bone 
resorption via cytoskeletal organization and microtubule 
acetylation. J Bone Miner Res 2011;26:657-65. https://doi.
org/10.1002/jbmr.241.

56. Shinohara M, Nakamura M, Masuda H, et al. Class IA phos-
phatidylinositol 3-kinase regulates osteoclastic bone re-
sorption through protein kinase B-mediated vesicle trans-
port. J Bone Miner Res 2012;27:2464-75. https://doi.org/ 
10.1002/jbmr.1703.

57. Matsumoto T, Nagase Y, Hirose J, et al. Regulation of bone 
resorption and sealing zone formation in osteoclasts oc-
curs through protein kinase B-mediated microtubule sta-
bilization. J Bone Miner Res 2013;28:1191-202. https://doi.
org/10.1002/jbmr.1844.




