
EDITORIAL
Bone Loss in Intestinal Inflammation Disease Yields to
Osteoclastogenesis Inhibition
n this issue of Cellular and Molecular Gastroenterology
1
Iand Hepatology, Peek et al provide important new

insight into the osteoclast signaling that underlies the
bone loss occurring in inflammatory bowel disease (IBD).
Initially, these investigators show, using both noninfec-
tious and infectious murine models, that loss of trabecular
bone is a universal consequence of gut inflammation.
They then go on to show that this is associated with
increased bone levels of an array of cytokines and che-
mokines, most notably granulocyte colony-stimulating
factor (CSF), tumor necrosis factor a (TNF-a), inter-
leukin (IL)-12, and MCP-1 (Monocyte Chemoattractant
Protein-1 (CCL-2 (Chemokine (C-C Motif) Ligand 2)), but
no increases in levels of downstream effector cytokines,
IFN (interferon)-g and IL-17. In addition, these increases
occurred pare passu, with increases in various osteoclast
progenitor cells (OPCs) such as lineage-negative Sca-1þ

(Stem Cell Antigen-1) cells, c-Kitþ (Tyrosine protein ki-
nase KIT) cells, and CD11b-/loLy6Chi cells within the bone
marrow. These findings were taken as evidence that the
cytokines and chemokines were acting by promoting
osteoclast progenitor development and trafficking; how-
ever, the possibility that they also were stimulating
osteoclast formation and activity was not ruled out. In
accompanying further studies, the investigators found that
macrophage CSF, a major inducer of osteoclastogenesis,
was increased only modestly and relatively late during
DSS (dextran sodium sulfate)-colitis inflammation’; in
addition, whereas RANK (Receptor Activator of nuclear
factor K B), another major inducer, was not measured; its
receptor was decreased on OPCs during colitis. This in-
dicates that gut inflammation-associated bone loss is not
caused primarily by changes in the level/activity of these
major inducers, as perhaps equivocally suggested in pre-
vious studies.2,3 On the other hand, the osteoclastogenesis
was associated with enhanced OPC expression of RANK/
CSF1Receptor co-receptors, especially MDL-1 (Myeloid
Dap12-Associating Lectin 1, CLEC5A (C-type Lectin
domain family 5)). Thus, it emerged that bone loss in IBD
is owing to increased expression of 1 (or more) receptor
providing co-stimulation, rather than those providing
primary stimulation of osteoclast precursors. Based on
these findings, Peek et al1 examined the effect of admin-
istration of antagonistic anti–MDL-1 on bone loss occur-
ring during colitis and, indeed, showed that MDL-1
neutralization impeded such loss. The question therefore
arises as to whether IBD-associated bone loss can and
should be treated with an MDL-1 inhibitor.

MDL-1, a C-type lectin, is a component of the
remarkably complex signaling program that guides the
Cellula
development and/or activation of osteoclasts.4 A some-
what simplified description of its function is that MDL-1
is one of several co-receptors whose activation is
necessary for stimulation of osteoclastogenesis by the
primary osteoclast activators RANKL (acting via RANK)
and/or macrophage CSF (acting via CSF1Receptor).5

When stimulated by its ligand, MDL-1 provides such
co-activation via activation of intracellular signaling
adaptors adjacent to the cell membrane, ITAM (immu-
noreceptor tyrosine-based activating motif)-harboring
proteins called DAP 12 and DAP10.6 In this respect,
MDL-1 is closely related to another co-receptor, TREM2
(Triggering Receptor Expressed on Myeloid Cells 2),
which also signals through DAP12 and DAP10 and is
distantly related to other co-receptors, PIR-A and
OSCAR, that use another ITAM-harboring protein. The
latter also serves yet other osteoclastogenic co-
stimulators, various Fcg receptors. As if this signaling
program was not complicated enough, it should be
added that osteoclastogenesis also is regulated by an
Fcg receptor acting through an ITIM (immunoreceptor
tyrosine-based inhibitory motif)-harboring protein that
in this case results in a negative signal. Why this
complexity? One possibility is that each co-receptor, by
acting through its specific ligand, allows regulation of
osteoclastogenesis to be tailored to particular microen-
vironments and/or situations. The endogenous ligand for
MDL-1 is not known and therefore it is not known
whether increases in its level is unique to gut inflam-
mation and as such is specifically necessary for bone
loss occurrence in this circumstance.

MDL-1 is expressed on myeloid cells other than oste-
oclasts or their precursors and in fact is highly expressed
on macrophages upon stimulation by TNF-a (but not
interferon-g).7 This suggests that MDL-1 signaling sub-
tends a range of responses other than those related to
osteoclastogenesis. This possibility is supported by the
observation that mice lacking MDL-1 show decreased
experimental arthritis and mice administered agonistic
anti–MDL-1 show increased arthritis and cytokines driving
the latter.7 In addition, it is supported by the fact that in
the study under discussion, antagonistic anti–MDL-1
administration ameliorated DSS colitis to some extent. This
opens the door to the possibility that the decreased bone
loss observed was in part the result of decreased under-
lying inflammation.

The question posed earlier and still to be addressed is
whether prevention of bone loss by specific blockade of
osteoclast activity, such as that achieved with anti–MDL-1,
rather than by blockade of the underlying inflammation, is a
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worthwhile clinical goal. Peek et al1 are conservative in their
answer to this question in that they suggest that specific
therapy may be limited to those patients whose disease
cannot be completely controlled by standard antibiologic
therapy and then only in conjunction with the latter. How-
ever, they did not provide data on whether biologic therapy
such as administration of anti–TNF-a or anti-IL12p40 alone
provide as much amelioration of bone loss as anti–MDL-1.
Until this question is answered, use of anti–MDL-1 must be
held in abeyance.
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