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Abstract
Complications and inferior outcomes of fractures in the
setting of diabetes mellitus (DM) are well documented.
The incidence of DM is increasing rapidly, particularly
in an aging and obese population. Thus, the combination of DM and fracture is becoming a serious health
problem worldwide. As many fractures are relatively
uncomplicated in the healthy patient population, a
concerted effort to improve outcomes of fractures in
patients with DM is warranted.
In this article, we review relevant studies and examine the pathobiological mechanisms influencing
fracture outcomes, including complications related to
bone and soft-tissue healing, and infection.

they fail to keep up, type 2 DM (T2DM) develops. T2DM is
often associated with obesity, as excess adipose tissue leads to
insulin resistance. Although exogenous insulin may be necessary to treat advanced T2DM, other medications are commonly used to effectively lower blood glucose: Secretagogues
(eg, sulfonylureas) facilitate insulin release from β cells, and
sensitizers (eg, metformin) increase insulin sensitivity.4,5
The potential morbidity of fractures in patients with DM
can be appreciated with the example of ankle fractures. These
typically uncomplicated fractures can have very poor outcomes
in the setting of DM. In a prospective study of approximately
1500 patients with ankle fractures treated with open reduction and internal fixation, Wukich and colleagues6 found that
9.5% of patients with DM (vs 2.4% of patients without DM)
developed surgical site infections. As defined by Jones and colleagues,7 major complications of treating ankle fractures in patients with DM include infection, malunion, nonunion, Charcot
arthropathy, and amputation. The authors reported major complications in 31% and 17% of patients with and without DM,
respectively. Highlighting the importance of glycemic control,
Wukich and colleagues6 found relative risks of 3.8 for infection,
3.4 for noninfectious complications, and 5.0 for revision in
complicated (vs uncomplicated) fractures in patients with DM.
Given the magnitude of problems in the treatment of fractures in patients with DM, we focus our review on the pathobiology of diabetes in terms of bone metabolism and fracture
healing, wound healing and vasculopathy, infection, and potential new treatment modalities.

AJO
D
DO NOT COPY

iabetes mellitus (DM) affects a significant portion of
the world’s people, and the problem is increasing in
magnitude as the population ages and becomes more
obese.1 An estimated 347 million people have diabetes.1 In the
United States, 26 million (roughly 8% of the population) are affected, making DM a major health issue.2 Given the prevalence
of diabetes in the general population, it is not surprising that
increasing numbers of fracture patients have DM. Unfortunately, for these patients, many relatively simple fractures can
have disastrous outcomes. Infections and wound complications
occur in disproportionate numbers, healing time is delayed,
and risk for nonunion or malunion is substantially higher.3
It is imperative to understand the pathophysiology of DM to
appreciate potential interventions and strategies aimed at decreasing complications and improving outcomes of fractures in
patients with the disease. In type 1 DM (T1DM), autoimmune
destruction of the insulin-secreting β cells in the pancreas results in a complete absence of insulin. Patients with T1DM are
dependent on exogenous insulin, and, despite hyperglycemia,
most cells in the body are starved for energy. This leads to a
catabolic condition, high lipid and protein metabolism, and,
in many cases, ketoacidosis. When insulin resistance develops,
the β cells are forced to secrete large amounts of insulin; when

Bone Metabolism and Fracture Healing
in Diabetes
Insulin appears to play a role in bone metabolism and fracture healing. Therefore, absence of insulin in T1DM and elevated insulin levels associated with T2DM likely influence
these metabolic and fracture-healing processes. Insulin has
been hypothesized to have an anabolic effect on bone, and
in both human and animal models bone mineral density
(BMD) is significantly lower in T1DM. Furthermore, BMD in
T2DM has been shown to be normal or even elevated.8 Other
metabolic effects of insulin on bone metabolism and growth
include slower growth rates and lower BMD in pediatric pa-
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tients with T1DM versus patients without diabetes, and some
animal models show bone microarchitecture altered in the
absence of insulin (and reversible with insulin supplementation).9 These factors seem to contradict the markedly elevated
risk for osteoporotic fracture in patients with T2DM, but the
mechanisms responsible for this have not been elucidated.8
In terms of fracture healing, resorption of cartilage during
transition to hard callus appears to be influenced by diabetes.
It has been hypothesized that the smaller callus observed in
diabetic mice may be secondary to upregulation of osteoclasts.
Initial callus size appears not to differ between mice with
streptozotocin-induced diabetes, which exhibit a complete
absence of insulin, and control mice, but levels of osteoclast
and osteoclastogenesis mediators were significantly higher in

Peripheral neuropathy,
which is often associated
with diabetes, appears to
play a major role in
fracture-healing complications,
even more so than hyperglycemia does.

which modify the structure and function of bioactive compounds through AGE receptors that cross-link and bond to
amino groups on bioactive molecules.16 It has been reported
that AGEs interfere with osteoblast development and collagen
and osteocalcin production.17 A common AGE, carboxymethyl
lysine-modified collagen, has been associated with a significant
increase in apoptosis through the mitogen-activated protein
kinase (MAPK) pathway. Although most of the literature suggests that osteoblast apoptosis is activated by hypoxia, nitric
oxide, or integrins, these factors all have the MAPK pathway
in common.18
Osteoclasts are also influenced by diabetes. Recent work
in T1DM demonstrated that osteoclasts are hyperactive and
more sensitive to receptor activator of nuclear factor kB ligand (RANKL) compared with osteoclasts from the population
without diabetes. It is also known that osteoclasts are under
the control of immunologic mediators like lipopolysaccharide
(LPS), a surface component of gram-negative bacteria, and
various other proinflammatory cytokines. In patients with
diabetes, osteoclasts react differently to LPS and other proinflammatory cytokines, at times with opposing effects, including secretion of RANKL to stimulate resorption by the osteoclast, and precursors preventing progression into osteoclasts.
In healthy people, high LPS levels not only prevent precursors
from producing more osteoclasts, but promote them to mature
into immune-like cells that actually phagocytose bacteria. So,
in a state of infection, precursors shift from bone-resorbing
osteoclasts to protective immune cells. This phenomenon does
not occur in patients with diabetes, in whom the osteoclasts
instead resorb more bone and stimulate inflammation by releasing cytokines.19
Interestingly, osteoblasts and osteoclasts are also affected by
medications commonly used to treat diabetes. Thiazolidinediones are a class of sensitizers often used to treat patients with
T2DM. Thiazolidinediones, particularly rosiglitazone, have
been associated with increased bone loss primarily caused by
increased bone resorption by osteoclasts.20 In addition, some
investigators think that thiazolidinediones induce osteocyte
apoptosis, contributing to impaired bone growth.8 Metformin,
an insulin sensitizer, appears to have a positive effect on bone
growth and fracture risk by enhancing osteoblastogenesis and
inhibiting osteoclastogenesis, leading to a protective effect
on bone.8
Peripheral neuropathy, which is often associated with diabetes, appears to play a major role in fracture-healing complications, even more so than hyperglycemia does. A recent
clinical paper found that patients with diabetic neuropathy had
a 44% risk of foot and ankle fracture-healing complications.21
Regardless of the risk, the pathogenesis of diabetic neuropathy can be caused by several mechanisms. Neural tissue does
not require insulin for glucose uptake; therefore, in a state of
hyperglycemia, aldose reductase shunts glucose to sorbitol
while using protective glutathione and generating reactive
oxygen species. This oxidative stress results in nerve damage
or neuropathy. Microangiopathy, which we discuss in more
detail later, also contributes to the development of neuropathy,
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the diabetic mice.10 Some investigators think that the reduction
in cartilage callus size in diabetic mice is caused by altered
mRNA expression and collagen production.11 Diabetic mice, in
addition to showing increased resorption by osteoclasts, demonstrate increased chondrocyte apoptosis, which is thought to
activate cartilage resorption events. Exogenous insulin effectively reverses this cartilage loss to baseline levels.12
Osteoblasts are a crucial component of the fracture-healing
cascade, and acute and chronic hyperglycemia, the hallmark
of diabetes, has a variety of effects on osteoblasts.13 Genes for
cell-signal proteins such as osteocalcin, MMP-13, and vascular endothelial growth factor are downregulated in the presence of chronic hyperglycemia, whereas genes for alkaline
phosphate are upregulated. Acute hyperglycemia by way of
hyperosmolarity is associated with MMP-13 downregulation.
Thus, osteoblasts appear to respond to hyperglycemia through
2 different processes: Hyperosmolarity, through osteoblast cell
shrinkage, influences the acute response, and hyperglycemia
itself, through pathways such as nonenzymatic glycosylation,
protein kinase C (PKC) signaling, and the polyol pathway, is
the force behind the chronic response.14 The lineage of osteoblasts from mesenchymal stem cells also can be affected by
hyperglycemia, with lower growth rates for mesenchymal
stem cells and preferential development toward the adipocyte
lineage, while the osteoblast and chondrocyte lineages are
downregulated.15
Increased osteoblast apoptosis has been associated with
diabetes through advanced glycation end-products (AGEs),
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through compromised flow of blood to neural tissue.22 Another
mechanism contributing to diabetic neuropathy involves PKC,
which is activated by 1,2-diacylglycerol in the presence of glucose, leading to vascular changes that restrict the flow of blood
to peripheral nerves.23 Finally, AGEs may also participate by
altering nerve function after binding to neural tissue.
Charcot neuroarthropathy is a complication associated with
diabetes, particularly after injury in which chronic inflammation results in damage to the joint through fracture, dislocation, and osteolytic bony destruction. The pathophysiology is
attributed to repeated microtrauma caused by loss of protective
sensibility and hyperemia caused by dysregulation.24 Sympathetic and sensory nerve fibers are associated with bone,
but a few serve as mechanoreceptors and nociceptors, which
can activate substance P, calcitonin gene-related peptide, and
vasoactive intestinal peptide—neuropeptides all thought to be
involved in the inflammatory process, and in the activation
of osteoblasts and osteoclasts. In diabetic neuropathy, many
of these neuropeptides show a reduced regulation response,
which can lead to impaired fracture healing. In particular, osteoclast activity is upregulated, and consequently bone resorption is increased. In addition to the neuropeptides mentioned,
RANKL is one mechanism by which this upregulation occurs.25
It is clear that bone metabolism and fracture healing are
complex processes. In the patient with diabetes, many factors are affected, including BMD, bone microarchitecture and
bone growth, cartilage resorption during callus formation,
osteoblast and osteoclast activation through both altered responses to cell signals and pharmacologic interactions, and,
finally, peripheral neuropathy. Given the complex interactions
described, it is likely that these factors in combination, as well
as those yet undiscovered, negatively affect fracture healing.

peroxide production in the mitochondria, caused by excess
glucose oxidation forcing coenzyme Q to donate electrons
to oxygen, producing the superoxides. Superoxides in turn
inhibit glyceraldehyde 3-phosphate dehydrogenase, which
activates the polyol pathway, AGE formation, PKC, and the
hexosamine pathway.26 In addition to coenzyme Q, several
other enzymes generate reactive oxygen species, including
nicotinamide adenine dinucleotide phosphate oxidase, aldehyde oxidase, xanthine oxidase, and glucose oxidase.27 These
reactive oxygen species exacerbate oxidative stress, leading to
further endothelial cell damage, and cause vascular smooth
muscle injury.28
Further influencing the wound-healing environment are
the effects of diabetes on blood vessel maintenance and repair
as well as angiogenesis in response to local-tissue hypoxia.
Vessel-repair mechanisms require endothelial progenitor cells
(EPCs), which are released in response to cytokines and neural
impulses.29 Bone marrow–derived EPCs have inadequate proliferative and migratory ability in patients with diabetes.28,30 In a
diabetic mouse model, EPCs appear in the bone marrow at normal levels, but levels in circulation are lower than anticipated,
because of poor proliferation and mobilization, it is thought.
In terms of local-tissue hypoxia, hypoxia-inducible factor 1
(HIF-1) is an important transcription factor that promotes
the expression of genes that in turn induce angiogenesis. The
mechanism of this response is complex, and hyperglycemia
has the potential to interfere in various steps of the cycle. In
response to local-tissue hypoxia, the HIF-1a subunit must
localize to the target site, where it combines with HIF-1b to
create the active dimer, HIF-1.31 This active dimer is regulated
through degradation of the a subunit in the presence of normal
oxygen levels. However, in a state of hypoxia, the molecule
is stabilized, promoting angiogenesis and fibroblast migration.32 Recent evidence suggests that hyperglycemia interferes
with the dimerization process and that there is a failure of
HIF-1a to locate into the nucleus, which is crucial for gene
upregulation.31-33

AJO
DO NOT COPY

Wound Healing and Vasculopathy
in Diabetes

Bone healing and soft-tissue healing depend on many of the
same factors. Therefore, interactions between neuropathy and
vasculopathy can have a tremendous influence on wound healing in patients with diabetes. The vascular pathology that occurs in diabetes depends in part on the fact that endothelial
cells do not require insulin for glucose uptake and therefore
are more susceptible to damage by hyperglycemia. As already
discussed, shunting of glucose through the polyol pathway
with the resultant oxidative stress is partly responsible for angiopathy in diabetes.
Also as already discussed, AGEs affect intracellular processes
by protein binding and gene regulation and by disrupting the
communication between cells and the surrounding matrix.
From an extracellular standpoint, AGEs bind to circulating
proteins, promoting inflammation and upregulation/downregulation of growth factors, including endothelial nitric oxide synthase, a critical vasodilator. Endothelin 1, on the other
hand, is a potent vasoconstrictor. It is upregulated while transforming growth factor b and plasminogen activator inhibitor
1 are upregulated, resulting in further vascular damage.26 The
common mechanism for this vasculopathy appears to be suwww.amjorthopedics.com

Infection in Diabetes
Throughout the literature, the risk for infection after fracture
is consistently higher in patients with diabetes than without
diabetes. There likely are many contributing factors, including
diminished blood flow and vasculopathy as well as a dampened immune response as a result of defective granulocytic,
phagocytic, and chemotactic functions and defective macrophagic activity. Typically, polymorphonuclear leukocytes
(PMNs) migrate to bacteria and initiate bacteriocidal activity,
and then macrophages phagocytize PMNs and other damaged
cells. PMNs demonstrate impaired function in patients with
diabetes—reduced phagocytic response and respiratory burst
as well as chemotaxis impairment. The diminished phagocytic potential is substantial, with experiments showing an
almost 50% reduction in ingestion of Staphylococcus aureus in a
patient with diabetes than in one without diabetes.34 Expression of surface integrins, which mediate PMN adhesion to the
basement membrane of the tissue, appears to be negatively
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altered in both T1DM and T2DM, furthering diminishing the
chemotactic response of PMNs.35 Impaired leukocyte function
may also be a downstream effect of vasculopathy and associated hypoxia/hypoxemia as PMNs use superoxide radicals and
other oxidizing agents to create a bacteriocidal environment
that is negatively impacted in a low oxygen state.3 In addition, macrophages are disabled in patients with diabetes. (In
rats with streptozotocin-induced diabetes, there is inadequate
activation of macrophages in the early stages of healing.36)
Furthermore, AGEs similar to those mentioned earlier have a
significant negative impact on macrophagic function.37 Thus,
both the activation and the activity of macrophages appear to
be impeded in the setting of diabetes.

Potential New Treatment Modalities
There is tremendous potential for clinical intervention to prevent pathologic outcomes in patients with diabetes, given the
complex tissue, cellular, and molecular interactions, particularly those caused by hyperglycemia. At the bone tissue level,
increased osteoclastic activity in patients with diabetes has
been associated with many complications, including Charcot
arthropathy. RANKL modulates differentiation and activation
of osteoclasts; thus, RANKL inhibition is a possible therapeutic
target.38 Elevated AGE levels have also been observed in patients
with Charcot arthropathy, and RAGE, the receptor for AGE,
has been seen at lower than expected levels in patients with
diabetes. RAGE appears to provide a protective effect against
excessive bone resorption; therefore, treatment that increases
RAGE levels—such as angiotensin-converting-enzyme inhibitors, statins, and glitazones—may be capable of mitigating the
osteoclastic effects in Charcot arthropathy.39
AGE formation appears to be central to many pathologic
processes in diabetes, so it is a logical therapeutic target, particularly for pathologic processes at the vascular tissue level.
Aminoguanidine is an anti-AGE agent that was initially used
to prevent diabetic retinopathy, but it has also been shown
to prevent general vascular complications in diabetic animal
models. The terminal amino residue in the compound specifically binds glucose-derived reactive intermediates and prevents
cross-linking, which renders them inactive. Disrupting those
cross-links is another treatment strategy. N-phenacylthiazolium bromide and 3-phenacyl-4,5-dimethylthiazolium chloride
(ALT-711 or alagebrium) are compounds that have been shown
to break cross-links in a diabetic rat model.16
Another tactic for reducing vascular pathology involves
mitigating superoxide radicals, as these radicals are generated
from the glycolytic intermediates in hyperglycemic states. It
has been reasoned that, if the concentration of these intermediates can be decreased, there would be less substrate available
for the pathways that lead to radical formation. One approach
is to use transketolase, an enzyme that shunts intermediates to
pathways that do not produce superoxide radicals. In the treatment of patients with diabetic retinopathy, early data appear
promising with benfotiamine, a thiamine derivative, which
upregulates transketolase 250%. An additional tactic involves
catalytic antioxidants—namely, superoxide dismutase/catalase

mimetic, which has been shown to reduce hyperglycemiainduced superoxides. These interventions are appealing because of their nonstoichiometric reactions, which render them
potentially more potent antioxidants.26
Potential neurologic interventions include recombinant human nerve growth factor, neurotrophic factors, and gene therapy, all directed toward preventing or regenerating neuropathic
tissues in patients with diabetes. Most of these interventions,
however, remain theoretical. Few trials have demonstrated
clinically significant improvement. In patients with T1DM,
however, the absence of circulating C-peptide is thought to
contribute to diabetic neuropathy. Results of trials with subcutaneous C-peptide treatment suggest improvement in both
sural sensory and vibration perception after only 12 weeks.40
These novel treatments further emphasize the potential for
intervention at the tissue, cellular, and molecular levels.

Conclusion
Whereas most fractures are uncomplicated in healthy patients,
they can have devastating consequences in patients with diabetes. In this review, we have highlighted many of the pathologic
processes that can influence outcomes of fractures in patients
with diabetes. These problems will become more common as
the population ages, age-related risks for osteoporosis and fragility fracture increase, and diabetes becomes nearly epidemic
in our increasingly obese, sedentary society. Although some
progress has been made, a more thorough intervention strategy
is needed to improve both bone and soft-tissue outcomes of
fractures in patients with diabetes.

AJO
DO NOT COPY
Mr. Forslund is Medical Student, University of Cincinnati College of
Medicine, Cincinnati, Ohio. Dr. Archdeacon is Professor and Chairman, Department of Orthopaedic Surgery, and Director, Division of
Musculoskeletal Traumatology, University of Cincinnati Academic
Health Center, Cincinnati, Ohio.

Address correspondence to: Johan M. Forslund, BS, MS, University
of Cincinnati College of Medicine, Department of Orthopaedic Surgery, Medical Sciences Building, Room 3109, 231 Albert Sabin Way,
PO Box 670531, Cincinnati, OH 45267-0212 (tel, 310-344-2666;
email, forslujm@mail.uc.edu, johan.me.forslund@gmail.com).
Am J Orthop. 2015;44(10):453-457. Copyright Frontline Medical
Communications Inc. 2015. All rights reserved.

References
1.

2.

3.

4.
5.

456   The American Journal of Orthopedics® October 2015

Danaei G, Finucane MM, Lu Y, et al; Global Burden of Metabolic Risk Factors of Chronic Diseases Collaborating Group (Blood Glucose). National,
regional, and global trends in fasting plasma glucose and diabetes prevalence since 1980: systematic analysis of health examination surveys and
epidemiological studies with 370 country-years and 2.7 million participants.
Lancet. 2011;378(9785):31-40.
Centers for Disease Control and Prevention. National Diabetes Fact Sheet:
National Estimates and General Information on Diabetes and Prediabetes
in the United States, 2011. Atlanta, GA: Centers for Disease Control and
Prevention, US Dept of Health and Human Services; 2011.
Wukich DK, Joseph A, Ryan M, Ramirez C, Irrgang JJ. Outcomes of ankle
fractures in patients with uncomplicated versus complicated diabetes. Foot
Ankle Int. 2011;32(2):120-130.
Kumar V, Abbas AK, Fausto N, Robbins SL, Cotran RS. Pathologic Basis
of Disease. 8th ed. Philadelphia, PA: Elsevier Saunders; 2010.
Diabetes basics. Centers for Disease Control and Prevention website. http://
www.cdc.gov/diabetes/basics/index.html. Updated October 25, 2014. Accessed August 24, 2015.

www.amjorthopedics.com

J. M. Forslund and M. T. Archdeacon

6.
7.
8.
9.

10.

11.

12.

13.
14.

15.

16.

Wukich DK, McMillen RL, Lowery NJ, Frykberg RG. Surgical site infections
after foot and ankle surgery. Diabetes Care. 2001;34(10):2211-2213.
Jones KB, Maiers-Yelden KA, Marsh JL, et al. Ankle fractures in patients
with diabetes mellitus. J Bone Joint Surg Br. 2005;87(4):489-495.
Yan W, Li X. Impact of diabetes and its treatments on skeletal diseases.
Front Med. 2013;7(1):81-90.
Thrailkill K, Lumpkin C Jr, Bunn R, Kemp S, Fowlkes J. Is insulin an anabolic agent in bone? Dissecting the diabetic bone for clues. Am J Physiol
Endocrinol Metab. 2005;289(5):E735-E745.
Kayal RA, Tsatsas D, Bauer MA, et al. Diminished bone formation during diabetic fracture healing is related to the premature resorption of cartilage associated with increased osteoclast activity. J Bone Miner Res.
2007;22(4):560-568.
Gooch HL, Hale JE, Fujioka H, Balian G, Hurwitz SR. Alterations of cartilage
and collagen expression during fracture healing in experimental diabetes.
Connect Tissue Res. 2000;41(2):81-91.
Kayal RA, Alblowi J, McKenzie E, et al. Diabetes causes the accelerated
loss of cartilage during fracture repair which is reversed by insulin treatment.
Bone. 2009;44(2):357-363.
Motyl K, Botolin S, Irwin R, et al. Bone inflammation and altered gene expression with type I diabetes early onset. J Cell Physiol. 2009;218(3):575-583.
Botolin S, McCabe LR. Chronic hyperglycemia modulates osteoblast gene
expression through osmotic and non-osmotic pathways. J Cell Biochem.
2006;99(2):411-424.
Keats E, Khanz ZA. Unique responses of stem cell-derived vascular endothelial and mesenchymal cells to high levels of glucose. PLoS One.
2012;7(6):e38752.
Vlassara H, Palace MR. Diabetes and advanced glycation endproducts.
J Intern Med. 2002;251(2):87-101.
Fong Y, Edelstein D, Wang E, Brownlee M. Inhibition of matrix-induced bone
differentiation by advanced glycation end-products in rats. Diabetologia.
1993;36(9):802-807.
Alikhani M, Alikhani Z, Boyd C, et al. Advanced glycation endproducts
stimulate osteoblast apoptosis via the MAP kinase and cytosolic apoptotic
pathways. Bone. 2007;40(2):345-353.
Catalfamo DL, Calderon NL, Harden SW, Sorenson HL, Neiva KG, Wallet
SM. Augmented LPS responsiveness in type 1 diabetes-derived osteoclasts. J Cell Physiol. 2013;228(2):349-361.
Kahn SE, Lachin JM, Zinman B, et al; ADOPT Study Group. Effects of rosiglitazone, glyburide, and metformin on β-cell function and insulin sensitivity
in ADOPT. Diabetes. 2011;60(5):1552-1560.
Shibuya N, Humphers JM, Fluhman BL, Jupiter DC. Factors associated
with nonunion, delayed union, and malunion in foot and ankle surgery in
diabetic patients. J Foot Ankle Surg. 2013;52(2):207-211.
Shami SK, Chittenden SJ. Microangiopathy in diabetes mellitus: II. Features,
complications and investigation. Diabetes Res. 1991;17(4):157-168.
Nishikawa T, Edelstein D, Du XL, et al. Normalizing mitochondrial superoxide production blocks three pathways of hyperglycemic damage. Nature.

2000;404(6779):787-790.
24. Jeffcoate WJ. Theories concerning the pathogenesis of the acute Charcot
foot suggest future therapy. Curr Diab Rep. 2005;5(6):430-435.
25. Lerner UH, Persson E. Osteotropic effects by the neuropeptides calcitonin gene-related peptide, substance P and vasoactive intestinal peptide.
J Musculoskelet Neuronal Interact. 2008;8(2):154-165.
26. Brownlee M. The pathobiology of diabetic complications—a unifying mechanism. Diabetes. 2005;54(6):1615-1625.
27. Tsuji S, Taniuchi S, Hasui M, Yamamoto A, Kobayashi Y. Increased nitric
oxide production by neutrophils from patients with chronic granulomatous
disease on trimethoprim-sulfamethoxazole. Nitric Oxide. 2002;7(4):283-288.
28. Kolluru GK, Bir SC, Kevil CG. Endothelial dysfunction and diabetes: effects
on angiogenesis, vascular remodeling, and wound healing. Int J Vasc Med.
2012;2012:918267.
29. Westerweel PE. Impaired endothelial progenitor cell mobilization and
dysfunctional bone marrow stroma in diabetes mellitus. PLoS One.
2013;8(3):e60357.
30. Fadini GP, Avogaro A. It is all in the blood: the multifaceted contribution of
circulating progenitor cells in diabetic complications. Exp Diabetes Res.
2012;2012:742976.
31. Gadad PC, Matthews KH, Knott RM. Role of HIF1α and PKCβ in mediating
the effect of oxygen and glucose in a novel wound assay. Microvasc Res.
2013;88:61-69.
32. Botusan IR, Sunkari VG, Savu O, et al. Stabilization of HIF-1alpha is critical to improve wound healing in diabetic mice. Proc Natl Acad Sci U S A.
2008;105(49):19426-19431.
33. Catrina SB, Okamoto K, Pereira T, Brismar K, Poellinger L. Hyperglycemia
regulates hypoxia-inducible factor-1alpha protein stability and function.
Diabetes. 2004;53(12):3226-3232.
34. Marhoffer W, Stein M, Maeser E, Federlin K. Impairment of polymorphonuclear leukocyte function and metabolic control of diabetes. Diabetes
Care. 1992;15(2):256-260.
35. Calmi G, Montana M, Citarella R, Porretto F, Catania A, Lo Presti R. Polymorphonuclear leukocyte integrin profile in diabetes mellitus. Clin Hemorheol
Microcirc. 2002;27(2):83-89.
36. Miao M, Niu Y, Xie T, Yuan B, Qing C, Lu S. Diabetes-impaired wound healing
and altered macrophage activation: a possible pathophysiologic correlation.
Wound Repair Regen. 2012;20(2):203-213.
37. Liu BF, Miyata S, Kojima H, et al. Low phagocytic activity of resident peritoneal macrophages in diabetic mice: relevance to the formation of advanced
glycation end products. Diabetes. 1999;48(10):2074-2082.
38. Mabilleau G, Petrova NL, Edmonds ME, Sabokbar A. Increased osteoclastic
activity in acute Charcot’s osteoarthropathy: the role of receptor activator
of nuclear factor-kappaB ligand. Diabetologia. 2008;51(6):1035-1040.
39. Witzke KA, Vinik AI, Grant LM, et al. Loss of RAGE defense: a cause of
Charcot neuroarthropathy? Diabetes Care. 2011;34(7):1617-1621.
40. Pittenger G, Vinik A. Nerve growth factor and diabetic neuropathy. Exp
Diabesity Res. 2003;4(4):271-285.

AJO
DO NOT COPY

17.

18.

19.

20.

21.

22.

23.

www.amjorthopedics.com

October 2015 The American Journal of Orthopedics®   457

