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Abstract
Osteoporosis is a skeletal system pathology characterized by low bone mineral density and tissue
structural deterioration. This malady is associated with high fracture risk that severely
compromises quality of life. Osteoporosis incidence is becoming more significant with increasing
lifespan worldwide. However, current approaches for treating osteoporosis cannot and do not treat
the disease in the most ideal manner for diverse reasons. Substantial research has sought both the
discovery of new targets and new therapies. In this review, emerging possible RNAi-mediated
therapeutic opportunities for osteoporosis are identified and associated challenges discussed.
Targeted delivery strategies capable of more reliable and efficient delivery to skeletal tissue are
described, as well as possibilities to treat bone-forming cells with siRNA to produce cell-based
therapy.

Current therapeutic strategies for osteoporosis
Normal bone maintains healthy bone modeling and remodeling dynamics under the control
of endogenous signals that regulate continuous cell-based bone deposition and resorption.
Bone modeling involves osteoblasts that continuously deposit new bone without prior bone
resorption – a dominant activity during early bone growth to peak body and skeletal mass.
Bone remodeling involves new bone deposited by osteoblasts at bone resorption pits
previously generated by osteoclasts where new bone formation by osteoblasts is tightly
balanced with old bone resorption. Balanced bone remodeling is a hallmark of bone
homeostasis in adults where bone turnover occurs continuously.

Osteoporosis is a systemic disease characterized by bone formation rates that are much
slower than bone resorption rates, resulting in net bone loss and increased risk of fracture
from low bone mineral density and quality. Therefore, current therapeutic strategies for
osteoporosis either seek to inhibit bone resorption using administered antiresorptive agents
or to enhance bone formation using anabolic drugs. Clinically available antiresorptive
agents include bisphosphonates, estrogens, selective estrogen receptor modulators, calcium
and vitamin D and the newly introduced protein drug, denosumab. Parathyroid hormone
(PTH) is the only anabolic treatment so far in clinical use. Long-term administration of
antiresorptive drugs is reported to impair bone formation, for example, inducing jaw
osteonecrosis and atypical fractures in long bones with bisphosphonate use [1,2]. PTH
promotes osteoblast differentiation while inhibiting apoptosis [3]. However, PTH also
promotes osteoclastogenesis and natural bone resorption activity so that chronic exposure to
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high, continuous serum PTH levels apparently nullifies its anabolic action in promoting
bone formation and results in bone resorption [4,5]. Methods to control PTH
pharmacodynamics to maintain consistent anabolic bone formation activity in vivo are
required to elicit an appropriate treatment for osteoporosis. Hence, while clinical
therapeutics are offered to combat increasing osteoporosis incidence observed worldwide,
none are without adverse effects. Analysis of current treatments for osteoporosis produces
the conclusion that desirable new drugs should either prevent bone resorption but not impair
bone formation, or promote bone deposition without altering bone resorption, or both in
careful synergy. This drug-development concept is shown in Figure 1. Development of
improved therapeutic agents is warranted, especially those that reliably produce dual
efficacy in limiting bone resorption while promoting safe, therapeutic osteogenesis.

siRNA therapeutics
RNAi is a natural process used by living cells to silence specific gene expression through a
sequence-directed highly precise and transient mechanism focused at messenger RNA in the
cell cytoplasm. The process does not directly involve DNA and therefore bypasses nuclear
processes and complex transport through the nuclear envelope. Theoretically, RNAi
mechanisms can be exploited for therapeutic purposes to down-regulate any disease-related
pathogenic gene of interest by deliberately feeding the specific RNAi pathway for that
targeted gene with small pieces of RNA that bind mRNA produced from that gene. This
phenomenon is currently exploited as a tool to study specific gene knockdown in cell
signaling. siRNA is a subset of RNAi-based approaches increasingly investigated for
therapeutic purposes using exogenous delivery of carefully designed short RNA sequences
complimentary to disease-causing mRNA transcripts produced in diseased cells [6]. Some
siRNA agents are currently in clinical development [7]. Generally, RNAi methods represent
a very powerful tool to elucidate gene function, but their translation to therapeutics has
struggled to overcome a major hurdle in therapeutics: their efficient, reliable delivery to the
disease site. Naked siRNA molecules injected into the blood stream or tissues are vulnerable
to degradation and off-site bioactivities, and are unable to effectively penetrate cell
membranes alone because of their relatively large molecular size and high anionic charge
density. Therefore, for siRNA therapeutics to become more effective and attractive as a
versatile drug form, improved delivery systems are required in vivo. In the case of
osteoporosis treatments, siRNA therapeutics require a reliable mRNA disease-specific target
in bone remodeling, a method to deliver siRNA to that target within the bone cell cytoplasm
at reasonable doses (potency) sufficient to produce siRNA effects, disease specificity to
avoid gene knockdown at nondisease sites, and a therapeutic index wide enough to
accommodate some dosing variability that avoids toxicity while eliciting therapeutic effects.

siRNA targets for osteoporosis therapeutics
siRNA sequences targeting gene transcripts that only negatively regulate bone formation
without modulating bone resorption, or those that only stimulate bone resorption without
modulating bone formation could actually increase bone mass. In addition, targeting gene
knockdown specific to skeletal tissues would avoid undesired knockdown in nondisease
organs, removing common causes of adverse effects. A precise, specific siRNA target also
compensates for poor targeting ability from the delivery system, enhancing both safety and
efficacy in many cases. Bone metabolic regulatory pathways have been a focus for more
than a decade. This has enhanced the collective understanding of cellular and molecular
events in bone biology relevant to osteoporosis, for example, the elucidation of the Wnt/β-
catenin (osteogenesis) and RANKL/RANK pathways (osteoclastogenesis) [8]. Genes vital to
these signal transduction mechanisms have been identified and serve as potential siRNA
target candidates for knockdown. A summary of all reported targets for inhibiting osteoclast-

Wang and Grainger Page 2

Ther Deliv. Author manuscript; available in PMC 2014 August 01.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



mediated bone resorption was published recently [9]. More attention is now being paid to
the role of osteoblasts in osteoporosis. Signaling molecules that are positive regulators of
osteoblasts and that stimulate osteogenesis to increase bone mass are often controlled by
inhibitory partners. Knockdown of targets that inhibit osteoblast formation, their
differentiation, maturation and activation, or that induce osteoblast apoptosis should also
lead to increased bone mass. This could be achieved by knockdown of these negative
signals. For example, proteins sclerostin and DKK1 are both endogenous negative regulators
of bone formation by inhibiting Wnt signaling [10,11]. Antibodies against sclerostin are
currently in Phase III clinical trials for osteoporosis therapy, and antibodies against DKK1
are being tested for preventing osteolytic bone disease in multiple myeloma patients. The
action of antibody blockade of these bone-regulating targets could be duplicated using
siRNA knockdown of sclerostin or DKK1. Since the first aptamer-based drug, pegaptanib
(Macugen™, OSI Pharmaceuticals) was US FDA-approved for age-related macular
degeneration, other DNA aptamers have also been investigated as new bone-forming agents.
Shum et al. identified a DNA aptamer with high affinity for sclerostin. Inhibition of
sclerostin-mediated antagonism of Wnt signaling by the aptamer in osteoblast MC3T3-E1
cell culture was dose-dependent. In addition to utility as therapeutics, aptamers can be
utilized as targeting motifs as well. A study combining aptamers with therapeutic siRNA to
target tumor tissue has been reported [12]. Therefore, aptamers could be used for bone cell-
specific delivery. Other negative bone mass regulators reported recently include osteoblast-
specific Y1 [13], PTK2 [14], PPAR-γ [15], and zinc finger protein 467 that inhibits adipose-
derived stem cell differentiation to osteoblasts [16]. Again, siRNA targeting of these
‘negative’ signaling proteins that hinder bone production could yield therapeutically
interesting bone metabolic changes, prompting some attention to these as possible
pharmacological candidates for osteoporosis. Nonetheless, as with most medications, side
effects are possible: therapeutics acting on the Wnt pathway are known to induce cancer by
continuously stimulating Wnt activation [17].

Lastly, targets are also reported that both positively influence osteoblasts and negatively
signal osteoclasts simultaneously, such as FPPS and nuclear factor of active T cells
(NFATc1) [15,18]. FPPS is the major intracellular target of the drug alendronate, one of the
most used pharmacological treatments for osteoporosis. FPPS is a key enzyme in the
mevalonate pathway which produces lipids that are critical for post-translational prenylation
of proteins regulating cell apoptosis [19]. By inhibiting FPPS, post-translational prenylation
of GTP-binding proteins is down-regulated, inducing apoptosis of osteoclasts [20].
Interestingly, inhibiting the mevalonate pathway also showed induced osteoblast
differentiation and mineralization [21]. Consistently, siRNA targeting FPPS significantly
suppressed osteoclast viability and increased osteoblast differentiation [22]. siRNA targeting
NFATc1 was also shown to inhibit LPS-induced osteoclast formation in murine RAW264.7
cells [23]. In addition, significant reduced RANKL stimulation of MMP-9 activity during
osteoclast differentiation was observed after siRNA silencing NFATc1 in RAW164.7 cells
[24]. However, NFATc1 was shown to negatively regulate osteoblast differentiation in
MC3T3-E1 preosteoblast cells, and its silencing with siRNA increased Fra-2 expression
[25]. Specifically inhibiting these cell modulators can therefore inhibit osteoclast-mediated
bone resorption while promoting osteoblast-mediated bone resorption. These targets
therefore represent novel candidates for the development of anabolic treatments for
osteoporosis. Nonetheless, most of these effects have been shown in simplified cell culture
models where siRNA is dosed directly to the media. Delivery of therapeutically relevant
doses of siRNA to in vivo models has proven much more challenging [26,27], so
identification of targets is only one part of a complex development process for a new
siRNA-based therapeutic for osteoporosis.
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Osteoporosis patients have a very high fracture risk, occurring primarily at the hip, spine and
wrist. Many treatments involve orthopedic surgeries. Bone healing processes under
osteoporotic conditions are difficult, and become more complicated in the presence of
fixation hardware. To enhance and improve healing, local delivery of bone growth factors
that promote bone growth, or antiresorptive therapeutics, have been investigated as
supplements in combination with surgery. Rapidly developing cell therapeutics and bone
tissue engineering strategies offer another potential solution should they become off-the-
shelf, reliable bone-healing technologies. Induced pluripotent stem cells (iPSCs),
mesenchymal stromal cells (MSCs) and adipocyte-derived stem/stromal progenitor cells
(ASCs) all have the potential to differentiate into a variety of cell types, including bone
cells. Importantly, they can be readily sourced or derived from both allogenic and
autologous tissues in large quantities. The recognized immune-modulatory properties of
ASCs and MSCs [28,29] is beneficial for their possible generic cross-patient use as products
for bone therapies. One major therapeutic challenge for these cells is tight control over cell
differentiation and differentiated stability when placed into human tissue sites. Cell
differentiation into specific lineages can be regulated by culture under defined conditions
using growth factors that control specific pathways. Alternatively, siRNA can also be used,
both ex vivo and in vivo, to regulate progenitor cell differentiation pathways involved in
osteogenic cell production for bone regeneration [30]. Down-regulating cell inhibitory gene
signals using RNAi-based mechanisms to directly promote osteogenic differentiation can
facilitate bone formation. For example, the transcriptional regulator, core-binding factor α-1
is strictly specific to osteoblasts, playing an essential role in regulating osteogenic
differentiation [31]. Using siRNA to knock down its negative regulator, GNAS1, results in
increased expression of core-binding factor α-1 and production of bone-differentiating
proteins, such as type I collagen, osteocalcin and osteopontin [32]. Many other cell
pathways are potential targets for siRNA-based regulation of bone homeostasis; cell-based
therapies in osteoporosis could find benefit from cellular control mechanisms offered by
siRNA knockdown of select positive and negative regulators involved in bone turnover.

Bone tissue engineering strategies in osteoporotic fracture exploits the capabilities to deliver
differentiated osteogenic cells, or their progenitor cells (e.g., iPSCs, ASCs, MSCs), as well
as siRNA for guiding these cells towards osteogenic potential, all within the implanted
scaffolding materials. A study evaluating cotransfecting human adipose-derived stem cells
with osteoinductive DNA (BMP2) and siRNA against BMP antagonists, Noggin and GNAS,
was reported [33]. Co-delivery of these agents significantly accelerated stem cell
osteoblastic differentiation, demonstrated by significant increases in the expression of bone
markers and mineralization of human adipose-derived stem cells. These results suggest that
siRNA can be synergistically used to accelerate stem cell differentiation to osteogenic
potential, and possibly used together in cell-based delivery materials in cell therapies for
bone. A nanoparticle-mediated siRNA delivery system within a scaffold implant was
designed to knock down both BCL2L2 to enhance osteogenic differentiation, and TRIB2 to
promote adipogenic differentiation. TransIT-TKO®-siRNA nanoparticles were coated onto
surfaces of biodegradable polycaprolactone scaffolds to deliver the carrier to attaching cells.
Successful knockdown was obtained in human MSCs cultured in vitro. For in vivo
evaluation, these scaffolds were seeded with hMSCs for 16 h before subcutaneous
implantation in a mouse model, and harvested 8 weeks post-implantation; enhanced
adipogenic and osteogenic cell differentiation were observed [34]. A very interesting dual
differentiation was shown in scaffolds both in vitro and in vivo when one side of the scaffold
cylinder was coated with BCL2L2 siRNA and the other side was coated with TRIB2 siRNA.
Stem cells were shown to be directed into different differentiation pathways within one
implant due to different siRNAs localized to spatially discrete locations [34]. A recent study
using siRNA against GNAS1 and PHD2 in MSCs tested the effects of simultaneously
dosing these two siRNA on bone formation in a sheep model. siRNA molecules were
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embedded within silk fibroin–chitosan biomaterials placed in plastic chambers sutured
ectopically onto grafted periosteum on the latissimusdorsi muscle in sheep. The in vivo data
showed increased bone volume 70 days post-implantation in animals treated with each
siRNA alone or siRNAs targeting both genes. Consistent bone density was obtained in the
newly forming bone in the silk fibroin–chitosan scaffolds during 70 days post-implantation.

siRNA delivery to bone
A primary hindrance to siRNA therapeutics development across many therapeutic
opportunities is the inability to reliably deliver siRNA molecules to target organs or cells.
Investigating topical siRNA therapies have been particularly attractive for skin diseases
because direct application to disease sites allows more effective siRNA delivery [35].
Beyond topical delivery, strategies to systemically deliver siRNA in vivo to date use both
nonviral and viral carriers for delivery, currently emphasizing nonviral carriers given long-
standing safety and efficacy concerns with viral transfection agents [6]. Although viral
delivery shows much longer duration and potentially improved patient compliance, these
carriers are always accompanied by intrinsic pathogenic, immunologic and safety concerns,
limiting their consideration in therapeutic applications for nonlethal diseases such as
osteoporosis [36]. Systemic administration of siRNA might be preferable as osteoporosis is
a systematic disease. In addition, there is a clear shift in siRNA therapeutics under clinical
development from local to systemic delivery in order to use well-established systemic
delivery platforms with improved stability for nucleic acid payloads [7]. Compared with
investigations that apply siRNA therapeutics to soft tissue diseases, such as liver, kidney and
lung, studies delivering siRNA to bone for osteoporosis are much less developed.

Systemic targeted-delivery strategies typically use known bone-homing chemistry to bind
mineralized phases of inorganic bone. For example, one recent approach describes a
promising new targeting system for specifically delivering siRNA to bone-forming surfaces
using a novel siRNA delivery system comprising a carrier currently FDA approved for
clinical trials – dioleoyltrimethylammonium propane-based liposomes conjugated with a
targeting peptide (AspSerSer)6 [37]. Bone targeting with this peptide motif is based on
peptide recognition of different degrees of crystallized hydroxyapatite on new bone surfaces.
Bone-forming surfaces have highly crystallized hydroxyapatitie compared with low
crystallized hydroxyapatitie on bone resorption surfaces [38]. Based on the known higher
affinity of (AspSerSer)6 for small, randomly oriented crystals [39], the authors tested its
ability to target bone-forming surfaces by tail vein injection of (AspSerSer)6-FITC into
rodents followed by subcutaneous injection of xylenol orange specifically labeling bone-
forming surfaces. Confocal laser scanning microscopy of bone sections showed significant
dual fluorescence signal overlap. They chose Plekhol, a negative regulator of osteoblasts, as
their siRNA target. This system showed both bone and osteogenic cell-selective delivery and
knockdown efficiency in OVX rats. RNAi-mediated anabolic action was examined in both
healthy and OVX rats by tail vein injection and both models showed significant increases in
bone mineral density and largely improved three-dimensional architecture parameters in
trabecular bone of the proximal tibia. Especially in OVX groups, all micro-computed
tomography parameters for bone in the treated group recovered nearly to presurgery values
after 9-week intravenous injections of carrier-siRNA at intervals of 1 week (dosing 3.75 mg/
kg siRNA).

For in vivo local bone induction, it is not necessary to directly target genes regulating bone
remodeling. A local delivery system utilizing a biodegradable hydrogel carrier for siRNA
designed to enhance BMP-induced bone showed greater bone formation compared with
BMP alone in mice [40]. The hydrogel had previously been developed for in vivo delivery of
the osteogenic protein therapy, BMP-2. The siRNA inhibited noggin, a major antagonist to
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BMPs. Enhanced endogenous BMP-2 bioavailability induced new bone formation as
confirmed by x-ray radiography and bone densitometry. This strategy combining both
BMP-2 and Noggin siRNA produces greater ectopic bone formation than BMP-2 alone by
using siRNA to stimulate BMP bioactivity by blocking its inhibitor. Chordin is another
inhibitor of BMPs; its knockdown showed significantly increased expression of alkaline
phosphatase as an osteogenic marker and increased extracellular mineral deposition in
human MSC culture in osteogenic differentiation media [41]. This broadens the application
of siRNA designs in possible osteoporosis treatment strategies by targeting both endogenous
positive regulators of bone formation by knocking down their antagonists.

A local delivery system targeting osteoclast-mediated excessive bone resorption was also
reported recently [42]. The intent was to locally inhibit osteoclast activity to facilitate
implant stabilization, integration and healing under osteoporotic conditions. Injectable
calcium phosphate cement (CPC) used routinely in orthopedic surgery was used as the in
situ depot-forming siRNA delivery reservoir. Osteoclasts and their precursor cells were
targeted as professional phagocytes in bone. siRNAs were complexed with polycations and
encapsulated in degradable polymer polylactic-co-glycolic acid particles of micron sizes
capable of cell uptake exclusively by phagocytosis. Particles were size-controlled in micron-
size ranges in order to be taken up only by osteoclasts and their phagocytic precursors at the
implantation site. These siRNA-containing particles were dispersed throughout CPC prior to
its setting in situ, to be released upon degradation of CPC in vivo. The system was tested
using in vitro culture and showed successful prolonged knockdown effects in osteoclasts.
CPC has already been investigated as a bone drug carrier for conventional small molecule
and protein-based drugs, and also could be utilized as promising local delivery matrix for
siRNA drugs [9].

Figure 1 summarizes the approaches described here for delivering siRNA therapeutics to
bone to address osteoporosis. RNAi delivery ex vivo to progenitor cells capable of
osteogenesis can be used to stimulate and direct their osteogenic potential. These treated
cells can then be implanted for therapeutic use. In vivo delivery of siRNA can exploit either
local delivery from bone implants or systemic delivery that must have targeting specificity
to bone sites, more specifically sites of osteoporosis pathogenesis. In all of these cases,
appropriate RNAi targets would be those that either knockdown pathways promoting
osteoclastogenesis or bone resorptive capacities of osteoclastic cells, or those that promote
osteogenesis pathways in osteoblastic cells by knocking out pathways inhibiting
osteogenesis.

Future perspective
With the discovery of key regulatory genes for osteogenesis and osteoclastogenesis,
identifying therapeutic targets no longer seems to be a challenge for siRNA drug
development. ‘Multitargeting’ designs have been exploited for siRNA therapeutics for
treating complex diseases by addressing several targets at once. This idea could be a future
direction for treating osteoporosis using siRNAs to direct cell behaviors, both in ex vivo
culture prior to cell implantation in cell-based therapeutics (i.e., using iPSCs, MSCs or
ASCs), or in vivo with siRNA alone, more reliably and efficiently targeted to osteoporotic
sites than currently possible. In addition, the strategy allows the directing of siRNA
combination therapies to both positively regulate osteoblasts and negatively regulate
osteoclasts simultaneously. The big hurdle for the development and optimization of RNAi-
mediated therapies is the lack of efficient delivery systems to target specific cells and to
provide reliable dosing for signal modulation and target knockdown at disease sites without
off-target adverse effects. This essential therapeutic requirement (i.e., safety, specificity,
efficacy) should be the focus of next development steps for siRNA therapeutics in
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osteoporosis. Existing carrier and delivery technologies now known for gene therapy (see
concepts presented in Figure 1, e.g., polyplexes, colloids, particles, viral and viral-like
carriers) can also be modified to address siRNA delivery needs, given the many physical,
chemical and disease-targeting similarities between siRNA and DNA delivery strategies.
This will address siRNA delivery challenges more directly and rapidly to potentially
facilitate needed improvements for improved delivery to bone to treat osteoporosis. To
further develop these carrier systems specially targeting osteoporotic bone, a highly
effective targeting mechanism needs to be incorporated to direct siRNA dosing to the
diseased site without significant off-target issues. In addition, the targeted therapy needs to
be directed specifically to osteoclasts and osteoblasts involved in bone turnover to produce a
new homeostasis for normal bone metabolism and turn-over. Should meeting these
challenges be successful, RNAi-mediated therapies will become a more interesting and
attractive clinical candidates, where reduced risk and enhanced efficacy impacts their utility
in future approaches for osteoporosis treatment.
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Key Terms

Osteoporosis Bone disease characterized by reduced bone mineral density,
deterioration of bone micro-architecture and increased risk of
fracture.

Anabolic drugs Therapeutics that enhance osteoblast formation, maturation and
deposition of new bone.

Antiresorptive
drugs

Therapeutics that inhibit osteoclast formation, activation and
survival to limit bone removal.

Osteonecrosis Bone tissue death caused by bone cell death from a diverse array of
different stresses in vivo.

siRNA
therapeutics

Using siRNA as active pharmaceutical ingredient to down-regulate
disease target expression and produce therapy.

siRNA delivery Due to siRNA’s negative charge, immune activation potential and
rapid degradation in vivo, effective delivery systems must be
designed to protect siRNA from degradation and deliver these
molecules to the intended disease sites at proper dosing and timing
regimens for therapy.

Bone targeting Effective and reliabe deposition of drugs in bone tissues at the
corrrect dose to yield therapeutic value.
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Executive summary

The need for new osteoporosis therapies

▪ Current drugs provide modest therapeutic benefit (bone re-mineralization)
with significant risks for undesired and even dangerous side effects (e.g.,
osteonecrosis, bone healing impairment).

▪ Most current treatments focus on inhibiting bone resorption, but can actually
also suppress bone remodeling rates to end up decreasing new bone
formation rates.

▪ Osteoporosis is increasing with an aging international population, including
both males and females.

The value of targeting siRNA to osteoporotic bone

▪ siRNA can knockdown very specific bone metabolic and catabolic pathways,
and its bioactivity can be reversed with time if required.

▪ siRNA can be designed to target signaling molecules that are negative
regulators of osteoblast-mediated bone formation to increase bone mass as
new bone anabolic therapy.

▪ siRNA can be used adjunct to clinically common drug therapies used
currently.

▪ Different siRNAs can be used simultaneously in therapy to enhance bone
metabolic and block catabolic pathways known to be imbalanced in
osteoporosis.

▪ siRNA can be packaged within known drug carriers to modify its delivery,
biodistribution and other important therapeutic properties within host tissue.

▪ Osteoclasts are professional phagocytes and can be targeted with particle
carriers that will not readily enter most other cells, allowing delivery
specificity to osteoclasts.

▪ Several targeting agents (peptides, bisphosphonates) are known to bind
selectively to bone mineral phases.

▪ Bone augmentation methods to enhance osteoporotic bone mechanics using
biomaterials in bone could also serve as drug delivery devices.

Challenges in siRNA therapeutics for osteoporosis

▪ Targeted systemic delivery of therapeutic amounts of siRNA continues to
prove difficult.

▪ siRNA off-target effects can be worrisome.
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Figure 1. Design concept for RNAi-based therapeutics targeting osteoporosis
Carrier-mediated siRNA delivery, either locally or systemically, is directed to inhibit
specific osteoclast signals involved with bone resorption or to augment osteoblast signals
that elicit osteogenesis, or both simultaneously in combination therapies (shown at base of
figure). Strategies can be used ex vivo in pretreating bone-forming cells to be implanted as
cell-based therapies into bone, or in vivo by directed, targeted siRNA delivery to disease
sites in the musculoskeletal system.
ASC: Adipocyte-derived stem/stromal progenitor cell; iPSC: Induced pluripotent stem cell;
MSC: Mesenchymal stromal cell.
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