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Abstract
Background: It is currently unknown whether bone erosion in gout occurs through an ‘inside-out’ mechanism due
to direct intra-osseous crystal deposition or through an ‘outside-in’ mechanism from the surface of bone. The aim
of this study was to examine the mechanism (‘outside-in’ vs. ‘inside-out’) of monosodium urate (MSU) crystal
deposition in bone erosion in gout. Specifically, we used three-dimensional dual-energy computed tomography
(DECT) to analyse the positional relationship between bone and MSU crystal deposition in tophaceous gout, and to
determine whether intra-osseous crystal deposition occurs in the absence of erosion.
Methods: One hundred forty-four participants with gout and at least one palpable tophus had a DECT scan of
both feet. Two readers independently scored all metatarsal heads (1433 bones available for scoring). For bones in
contact with urate, the bone was scored for whether urate was present within an erosion, on the surface of bone
or within bone only (true intra-osseous deposit). Data were analysed using generalised estimating equations.
Results: Urate in contact with bone was present in 370 (54.3 %) of 681 joints with urate deposition. For those
bones in contact with urate, deposition was present on the surface of bone in 143 (38.6 %) of 370 joints and within
erosion in 227 (61.4 %) of 370. True intra-osseous urate deposition was not observed at any site (p < 0.0001). For all
bones with apparent intra-osseous deposition in one plane, examination in other planes revealed urate deposition
within an en face erosion.
Conclusions: In tophaceous gout, MSU crystal deposition is present within the joint, on the bone surface and
within bone erosion, but it is not observed within bone in the absence of a cortical break. These data support the
concept that MSU crystals deposit outside bone and contribute to bone erosion through an ‘outside-in’ mechanism.
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Background
Bone erosion is a frequent consequence of tophaceous
gout. Advanced imaging techniques such as conventional computed tomography and magnetic resonance
imaging have demonstrated a close relationship between
tophus and bone erosion [1, 2]. The tophus is an organized structure consisting of monosodium urate (MSU)
crystals and chronic inflammatory tissue [3]. Dualenergy computed tomography (DECT) is a recently
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developed imaging method that allows non-invasive detection of urate [4]. DECT studies have also shown a
close relationship between bone erosion and MSU crystal deposition in tophaceous gout [5].
Bone erosion occurs in other forms of inflammatory
arthritis, including rheumatoid arthritis (RA). Histological and imaging studies have implicated both invasion of inflamed synovial tissue or pannus into bone
(‘outside-in’) and cytokine-mediated osteitis visualized as
bone marrow oedema (‘inside-out’) as potential mechanisms for bone erosion in RA [6–8].
Some investigators have postulated that MSU crystals
can form within the Haversian canals, leading to true
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intra-osseous deposition [9]. However, in joints affected
by gout, MSU crystals are observed primarily within
synovial fluid, synovium, articular cartilage, and bone in
the subchondral region [10]. Histological analysis of
joints affected by gout show that MSU crystals are
frequently deposited at the surface of cartilage [10].
Similarly, in imaging studies using high-resolution
ultrasonography, the double-contour sign is frequently
observed; this sign is thought to represent MSU crystals
coating the articular cartilage [11]. Collectively, pathology and imaging observations support the concept
that bone erosion in gout occurs through an ‘outsidein’ mechanism whereby MSU crystals deposit on the
surface of articular cartilage surface or within synovium
and then interact with bone cells to develop erosion. If
this is the case, we would anticipate that MSU crystals
would be present both on the surface of bone and
within bone erosion, but that intra-osseous MSU crystal
deposition without a cortical break (erosion) would not
occur.
The aim of this study was to examine the mechanism
(‘outside-in’ vs. ‘inside-out’) of MSU crystal deposition in
bone erosion in gout. Specifically, we used threedimensional DECT imaging to analyse the positional relationship between bone and MSU crystal deposition in
tophaceous gout, and to determine whether intraosseous crystal deposition occurs in the absence of
erosion.

Methods
One hundred forty-four people with tophaceous gout
were prospectively recruited from rheumatology clinics
in Auckland, New Zealand. All participants had gout according to the 1977 American Rheumatism Association
classification criteria [12] and at least one palpable tophus found in a clinical examination. The New Zealand
Ministry of Health Ethics Committee approved this
study. All participants provided written informed consent before inclusion in the study.
DECT scans of the feet were performed using a dualx-ray tube 128 detector row scanner (SOMATOM Definition Flash; Siemens Medical, Erlangen, Germany). The
patients were positioned feet first in a supine position
with the feet in a plantar flexion position. The scan was
acquired in a craniocaudal direction, starting proximally
5 cm from the ankle joint to the toe tips. Both ankles
and feet were scanned axially in one helical acquisition.
All scans were taken with the same image protocol: acquisition at 128 × 0.6 mm and pitch of 0.7. X-ray tube 1
was operated at 80 kV/260 mA and tube 2 at 140 kV/
130 mA. The images were reconstructed on a bone algorithm, 512 × 512 matrix, into 0.75-mm slices with a 0.5mm increment. Additional reconstructions were done
on a soft tissue algorithm, 512 × 512 matrix, also into a
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0.75-mm slice with a 0.5-mm increment. The images
were viewed as 0.75-mm slices using a picture archiving
and communication system. A proprietary workstation
(syngo MultiModality Workplace; Siemens Medical) was
used with proprietary software (syngo MMWP VE 36A
2009; Siemens Medical). For the 80-kV images, fluid was
set at 50 Hounsfield units (HU), the ratio for urate at
1.36, minimum HU at 150 and smoothing range at 4.
For the 140-kV images, fluid was set at 50 HU and maximum HU at 500.
Two trained readers (PTo and ND) independently
scored all metatarsal heads (1433 bones available for
scoring). Each site was initially scored for the presence
or absence of urate deposition within the joint. If urate
was present within the joint, the presence of urate in
contact with bone was then scored. For bones in contact
with urate, the site was then scored for whether urate
was present within an erosion (a sharply demarcated
area of focal bone loss seen in two planes, with a cortical
break in at least one plane), and if not within an erosion,
on the surface of bone or within bone only (as a true
intra-osseous deposit). In the case of reader disagreement, agreement was reached in a consensus re-scoring
exercise. Pre-consensus inter-reader κ values for all scoring were >0.93.
Data were analysed using SAS version 9.4 software
(SAS Institute Inc., Cary, NC, USA). Means with SDs
and percentages were used to describe the clinical
characteristics of participants. Differences between the
location of urate deposits in each and all metatarsal
heads were modelled taking into account clustering of
results within individuals using generalised estimating
equations and the GENMOD procedure of SAS. Confidence intervals for proportions were calculated by
using Fisher’s exact test with the mid-P method using
www.OpenEpi.com [13]. All tests were two-tailed, and
p values less than 0.05 were considered statistically
significant.

Results
Participants

Participant characteristics are shown in Table 1. Participants were predominantly men (93.1 %). The mean (SD)
age of the sample was 59 years, and median disease duration was 22 years. More than half of the participants
were of Māori or Pacific ethnicity. Most (97.3 %) were
receiving urate-lowering therapy. The mean (SD) serum
urate at the time of scanning was 0.40 (0.12) mmol/L.
There were four participants who were not receiving
urate-lowering therapy due to patient preference or intolerance to urate-lowering therapies. These participants
had numerically fewer palpable tophi than the group
overall (median number of tophi 2).
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Table 1 Clinical features of study participants
Male sex, n (%)

134 (93.1 %)

Age, mean (SD)

59 (12) years

Ethnicity, n (%)
Māori
Pacific
Non-Māori, non-Pacific

16 (11.0 %)
63 (43.8 %)
65 (45.1 %)

Disease duration, mean (SD)

22 (12) years

Number of tophi, median (range)

4.5 (1–41)

Urate-lowering therapy use, n (%)
None
Allopurinol
Probenecid
Benzbromarone
Combination of allopurinol plus uricosuric
Serum urate, mean (SD)

4 (2.7 %)
126 (87.5 %)
4 (2.7 %)
3 (2.1 %)
7 (4.9 %)
0.40 (0.12) mmol/L

Positional relationship between bone and MSU crystal
deposition

For all metatarsal heads, urate deposition in the joint
was present in 681 (47.5 %) of 1443 sites (Fig. 1a). Urate
in contact with bone was present in 370 (54.3 %) of 681
joints with urate deposition. For those bones in contact
with urate, deposition was present within erosion in 227
(61.4 %) of 370 joints (Fig. 1b) and on the surface of
bone in 143 (38.6 %) of 370 (Fig. 1c).
True intra-osseous urate deposition was not observed
at any site (compared with deposition in erosions and on
the surface of bone; p < 0.0001). For all bones with apparent intra-osseous deposition in one plane, examination in other planes demonstrated urate deposition
within an en face erosion (Fig. 2).
Table 2 shows the distribution of urate deposition at
each metatarsal head and at all bone sites. Urate deposition was present most frequently at the first metatarsal
head. Similarly, urate deposition in contact with bone
and at the site of erosion was also most often observed
at the first metatarsal head.

Discussion
This study demonstrates that MSU crystal deposition in
tophaceous gout is present within the joint, on the bone
surface and within bone erosion, but is not observed
within bone in the absence of a cortical break. In prior
pathological studies of gout, researchers have reported
MSU crystal deposition on the surface of bone, within erosion and in intra-osseous locations, and some investigators
have postulated that MSU crystals can form directly within
the Haversian canals of bone [14]. However, this question
has been difficult to address using standard pathological
methods, as analysis of microscopic slides may not allow
assessment of the entire bone surface. The ability of DECT
to reveal both urate deposition and the entire bone in three
dimensions has provided new insight into this question.
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Although our analysis does not absolutely exclude the possibility that MSU crystals can form within bone, our DECT
data strongly support the concept that MSU crystals form
deposits outside bone prior to development of erosion.
The cellular mechanisms of bone erosion can be considered in the context of these imaging results. Laboratory
studies have demonstrated that MSU crystals can interact
with bone and joint cells both directly and indirectly to promote bone erosion. Numerous osteoclasts are present at
the interface between bone and tophus in erosive gout, and
MSU crystals promote osteoclastogenesis through interactions with stromal cells [15]. MSU crystal-induced production of catabolic enzymes and cytokines that promote
osteoclastogenesis by synovial fibroblasts, macrophages and
chondrocytes may also contribute to bone erosion [16–19].
MSU crystals also directly induce chondrocyte cell death,
which may compromise integrity of cartilage and allow
focal contact of MSU crystals with sub-chondral bone [17].
This analysis has some limitations. We focused only on
the metatarsal heads, and it is possible that different
mechanisms of erosion might occur at other bone sites.
The sites for scoring were selected for analysis on the
basis of high frequency of disease, particularly in the first
metatarsal head. Initial inter-reader reliability testing also
demonstrated that these sites were associated with the
most reproducible scores (data not shown). Consistent
with the epidemiology of gout, most of the participants
were men, and these findings may not be generalizable to
women. DECT does have limitations of detection, and
very small deposits of crystals may not be detected using
this method [20]. Almost all participants were receiving
urate-lowering therapy, with a wide range of serum urate
concentrations at the time of scanning. It is possible that
some patients may have had previous remodelling of urate
deposits or bone erosion following urate-lowering therapy.
To address this issue, the study was designed to include
only sites with urate deposits evident on DECT scans in
the bone analysis. We also acknowledge that the crosssectional study design did not allow us to track the progression of urate deposition and erosion over time. For
this reason, this analysis cannot conclusively prove that
true intra-osseous deposition does not occur as a precursor to erosion. Nevertheless, the lack of any true intraosseous deposition in this study of a large number of
joints argues against this possibility.

Conclusions
This systematic DECT analysis examining the threedimensional positional relationship between bone and
urate shows that MSU crystals are deposited on the bone
surface and within bone erosion, but not as true intraosseous depositions. These data support the concept that
MSU crystals deposit outside bone and then contribute to
bone erosion through an ‘outside-in’ mechanism.
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Fig. 1 Sagittal images of the metatarsal heads from different patients. Images show examples of (a) urate deposition inside the joint but not in
contact with bone, (b) urate deposition in contact with bone and within an erosion, and (c) urate deposition in contact with bone and on the
surface of bone. Urate is colour-coded as green and bone as purple

Fig. 2 Example of apparent metatarsal intra-osseous urate deposit in the axial plane, with images in other planes showing urate within an
erosion. Urate is colour-coded as green and bone as purple

Metatarsal head 1
(n = 288)

Metatarsal head 2
(n = 287)

Metatarsal head 3
(n = 287)

Metatarsal head 4
(n = 287)

Metatarsal head 5
(n = 284)

All metatarsal heads
(n = 1433)

Urate deposit in joint, n (%) (95 % CI)

230 of 288 (79.9 %)
(74.9–84.1 %)

139 of 287 (48.4 %)
(42.7–54.2 %)

101 of 287 (35.2 %)
(29.9–40.9 %)

85 of 287 (29.6 %)
(24.6–35.1 %)

126 of 284 (44.4 %)
(38.7–50.2 %)

681 of 1433 (47.5 %)
(45.0–50.1 %)

Urate deposit in contact with bone,
n (%) (95 % CI)

169 of 230 (73.5 %)
(67.4–78.8 %)

64 of 139 (46.0 %)
(38.0–54.3 %)

38 of 101 (37.6 %)
(28.8–47.4 %)

27 of 85 (32 %)
(23–42 %)

72 of 126 (57.1 %)
(48.4–65.5 %)

370 of 681 (54.3 %)
(50.6–58.0 %)

Urate deposit on bone surface only,
n (%) (95 % CI)

40 of 169 (23.7 %)
(17.9–30.6 %)

39 of 64 (61 %)
(49–72 %)

27 of 38 (71 %)
(52–83 %)

14 of 27 (52 %)
(34–69 %)

23 of 72 (32 %)
(22–43 %)

143 of 370 (38.6 %)
(33.8–43.7 %)a

Urate deposit at site of erosion, n (%)
(95 % CI)

129 of 169 (76.3 %)
(69.4–82.1 %)

25 of 64 (39 %)
(28–51 %)

11 of 38 (28.9 %)
(17–5 %)

13 of 27 (48.1 %)
(31–66 %)

49 of 72 (68.1 %)
(57–78 %)

227 of 370 (61.4 %)
(56.3–66.2 %)a

True intra-osseous urate deposit, n (%)
(95 % CI)

0 of 169 (0 %)
(0–2 %)

0 of 64 (0 %)
(0–6 %)

0 of 38 (0 %)
(0–9 %)

0 of 27 (0 %)
(0–13 %)

0 of 72 (0 %)
(0–4 %)

0 of 370 (0 %)
(0–1 %)a

a
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Table 2 The distribution of urate deposits in the metatarsal heads (n = 144 patients)

p < 0.0001

Page 5 of 6

Towiwat et al. Arthritis Research & Therapy (2016) 18:208

Page 6 of 6

Abbreviations
DECT: Dual-energy computed tomography; HU: Hounsfield units;
MSU: Monosodium urate; RA: Rheumatoid arthritis

7.

Acknowledgements
Not applicable.

8.

Funding
PTo is supported by Naresuan University, Thailand. This work was funded by
the Health Research Council (12/111 and 15/576).
Availability of data and materials
The datasets used and/or analysed during the study are available from the
corresponding author upon reasonable request.
Authors’ contributions
PTo scored the DECT scans and assisted with drafting of the manuscript. AJD
contributed to study design, DECT protocol data acquisition and manuscript
revision. GDG analysed the data and revised the manuscript. PTa recruited
patients, completed study visits and revised the manuscript. OA recruited
patients, completed study visits and revised the manuscript. AH supervised
recruitment and study visits, and revised the manuscript. LKS contributed to
study design, protocol development, data interpretation and revision of the
manuscript. ND conceived of the study, scored the DECT scans and drafted
the manuscript. All authors read and approved the final manuscript.

9.
10.
11.
12.

13.

14.
15.

16.
Competing interests
The authors declare that they have no competing interests.
17.
Consent for publication
Not applicable.
Ethics approval and consent to participate
The New Zealand Ministry of Health Ethics Committee approved the study.
All participants provided written informed consent before inclusion in the
study.
Author details
1
Department of Medicine, Faculty of Medical and Health Sciences, University
of Auckland, 85 Park Road, Grafton, Auckland, New Zealand. 2Department of
Medicine, Naresuan University, Phitsanulok, Thailand. 3Department of
Anatomy and Medical Imaging, University of Auckland, Auckland, New
Zealand. 4Department of Medicine, University of Otago, Christchurch, New
Zealand.

18.

19.

20.

Tan AL, Tanner SF, Conaghan PG, Radjenovic A, O’Connor P, Brown AK, et
al. Role of metacarpophalangeal joint anatomic factors in the distribution of
synovitis and bone erosion in early rheumatoid arthritis. Arthritis Rheum.
2003;48:1214–22.
Jimenez-Boj E, Nobauer-Huhmann I, Hanslik-Schnabel B, Dorotka R,
Wanivenhaus AH, Kainberger F, et al. Bone erosions and bone marrow
edema as defined by magnetic resonance imaging reflect true bone
marrow inflammation in rheumatoid arthritis. Arthritis Rheum. 2007;56:
1118–24.
Larmon WA, Kurtz JF. The surgical management of chronic tophaceous
gout. J Bone Joint Surg. 1958;40:743–72.
Sokoloff L. The pathology of gout. Metabolism. 1957;6:230–43.
Thiele RG, Schlesinger N. Diagnosis of gout by ultrasound. Rheumatology
(Oxford). 2007;46:1116–21.
Wallace SL, Robinson H, Masi AT, Decker JL, McCarty DJ, Yu TF. Preliminary
criteria for the classification of the acute arthritis of primary gout. Arthritis
Rheum. 1977;20:895–900.
Dean AG, Sullivan KM, Soe MM. OpenEpi: open source epidemiologic
statistics for public health. Version 3.01. http://www.openepi.com/Menu/OE_
Menu.htm. Accessed 8 Sept 2016.
Resnick D, Broderick TW. Intraosseous calcifications in tophaceous gout. AJR
Am J Roentgenol. 1981;137:1157–61.
Dalbeth N, Smith T, Nicolson B, Clark B, Callon K, Naot D, et al. Enhanced
osteoclastogenesis in patients with tophaceous gout: urate crystals promote
osteoclast development through interactions with stromal cells. Arthritis
Rheum. 2008;58:1854–65.
Schweyer S, Hemmerlein B, Radzun HJ, Fayyazi A. Continuous recruitment,
co-expression of tumour necrosis factor-α and matrix metalloproteinases,
and apoptosis of macrophages in gout tophi. Virchows Arch. 2000;437:534–9.
Chhana A, Callon KE, Pool B, Naot D, Gamble GD, Dray M, et al. The effects
of monosodium urate monohydrate crystals on chondrocyte viability and
function: implications for development of cartilage damage in gout. J
Rheumatol. 2013;40:2067–74.
Hsieh MS, Ho HC, Chou DT, Pan S, Liang YC, Hsieh TY, et al. Expression of
matrix metalloproteinase-9 (gelatinase B) in gouty arthritis and stimulation
of MMP-9 by urate crystals in macrophages. J Cell Biochem. 2003;89:791–9.
McMillan RM, Vater CA, Hasselbacher P, Hahn J, Harris Jr ED. Induction of
collagenase and prostaglandin synthesis in synovial fibroblasts treated with
monosodium urate crystals. J Pharm Pharmacol. 1981;33:382–3.
Melzer R, Pauli C, Treumann T, Krauss B. Gout tophus detection—a
comparison of dual-energy CT (DECT) and histology. Semin Arthritis Rheum.
2014;43:662–5.

Received: 23 July 2016 Accepted: 31 August 2016

References
1. McQueen FM, Doyle A, Reeves Q, Gao A, Tsai A, Gamble GD, et al. Bone
erosions in patients with chronic gouty arthropathy are associated with
tophi but not bone oedema or synovitis: new insights from a 3 T MRI study.
Rheumatology (Oxford). 2014;53:95–103.
2. Dalbeth N, Clark B, Gregory K, Gamble G, Sheehan T, Doyle A, et al.
Mechanisms of bone erosion in gout: a quantitative analysis using plain
radiography and computed tomography. Ann Rheum Dis. 2009;68:1290–5.
3. Dalbeth N, Pool B, Gamble GD, Smith T, Callon KE, McQueen FM, et al.
Cellular characterization of the gouty tophus: a quantitative analysis.
Arthritis Rheum. 2010;62:1549–56.
4. Choi HK, Al-Arfaj AM, Eftekhari A, Munk PL, Shojania K, Reid G, et al. Dual
energy computed tomography in tophaceous gout. Ann Rheum Dis. 2009;
68:1609–12.
5. Dalbeth N, Aati O, Kalluru R, Gamble GD, Horne A, Doyle AJ, et al.
Relationship between structural joint damage and urate deposition in gout:
a plain radiography and dual-energy CT study. Ann Rheum Dis. 2015;74:
1030–6.
6. Dalbeth N, Smith T, Gray S, Doyle A, Antill P, Lobo M, et al. Cellular
characterisation of magnetic resonance imaging bone oedema in
rheumatoid arthritis; implications for pathogenesis of erosive disease. Ann
Rheum Dis. 2009;68:279–82.

Submit your next manuscript to BioMed Central
and we will help you at every step:
• We accept pre-submission inquiries
• Our selector tool helps you to find the most relevant journal
• We provide round the clock customer support
• Convenient online submission
• Thorough peer review
• Inclusion in PubMed and all major indexing services
• Maximum visibility for your research
Submit your manuscript at
www.biomedcentral.com/submit

