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Dear Sir,

& We read the study of evaluating fracture risk and bone
mineral density in patients with systemic sclerosis (SSc)
by Chen et al. with pleasure [1]. We would like to point
out a few deficiencies in the conduct of this meta-analysis.

First, the presence of reduction in bone mass in patients
with SSc should be considered in perspective of bone quantity,
but what about bone quality? Ruaro et al. and Koumakis et al.
assessed bone quality by trabecular bone score (TBS), but vast
majority of SSc patients were postmenopausal with severe
disease inferred by the fact that all patients were hospitalized
in a tertiary center at the time of evaluation. Thus, those data
are not applicable to younger patients or male patients with
less severe disease [2, 3]. Even though younger SSc patients
have low osteoporotic fracture risk, subclinical osteoporosis
may develop. Increased bone mineral density (BMD) com-
monly reported in overweight women may be a result of soft
tissue interference [4, 5]. Evaluating the effect of SSc on BMD
is one-sided, and fracture risk might be increased in spite of
normal BMD. The severity of skin and other organ involve-
ment was not associated with the BMD values [6]. Hence,
using only BMD is inadequate to predict fracture risk in
SSc, and TBS should be measured as a complementary tool.

Second, the study was performed in accordance with the
preferred reporting items for systematic reviews and meta-
analysis (PRISMA 2009), the protocol for which is not

registered in the International Prospective Register of
Systematic Reviews. Several PRISMA extensions have been
published in 2015, including PRISMA-P. Registration of pro-
tocols is now recognized as desirable in order to promote
transparency and to minimize the risk of selective outcome
reporting bias [7].

Third, diagnosis of SSc was not always made based on the
ACR/EULAR 2013 criteria, therefore, limiting generalizabil-
ity of the results to earlier or milder SSc patients who fulfill the
new classification criteria.

Also, no previous study has explicitly examined relation-
ship between bone density and all SSc parameters such as SSc
subtype, scleroderma health assessment questionnaire, alco-
hol intake, cigarettes, proton-pump inhibitor therapy, BMD,
TBS, body mass index, and the whole spectrum of bone turn-
over markers.

In conclusion, a limitation of this analysis is that it does not
provide conclusive information regarding the independence of
each examined variable as a valid risk factor; risk factors were
investigated as one of many factors assessed for their associ-
ation with the outcome. It is necessary to delineate the burden
of disease better, identify predictive clinical and biochemical
measures, and assess effectiveness of bone-specific agents.

Should we use TBS and BMD as clinical tools for routine
screening in SSc, and when to start using it remains unknown.

Compliance with ethical standards

Disclosures None.

References

1. Chen J, Lei L, Pan J, Zhao C (2019) A meta-analysis of fracture risk
and bone mineral density in patients with systemic sclerosis. Clin
Rheumatol. https://doi.org/10.1007/s10067-019-04847-0, https://
doi.org/10.1007/s10067-019-04847-0

Ivna Akrapovic Olic and Mislav Radic contributed equally to this work.

* Mislav Radic
mislavradic@gmail.com

1 Intensive Care Unit of the Department of Internal Medicine,
University Hospital Split, Split, Croatia

2 Division of Rheumatology and Clinical Immunology, Center of
excellence for Systemic Sclerosis in Croatia, University Hospital
Split, Sizgoriceva 20/II, 21000 Split, Croatia

Clinical Rheumatology
https://doi.org/10.1007/s10067-020-05098-0

http://crossmark.crossref.org/dialog/?doi=10.1007/s10067-020-05098-0&domain=pdf
https://doi.org/10.1007/s10067-019-04847-0
https://doi.org/10.1007/s10067-019-04847-0
https://doi.org/10.1007/s10067-019-04847-0
mailto:mislavradic@gmail.com


2. Ruaro B, Casabella A, Paolino S, Pizzorni C, Alessandri E, Seriolo
C, Botticella G, Molfetta L, Odetti P, Smith V (2018) Correlation
between bone quality and microvascular damage in systemic sclero-
sis patients. Rheumatology (Oxford) 57(9):1548–1554. https://doi.
org/10.1093/rheumatology/key130

3. Koumakis E, Avouac J, Winzenrieth R, Toth E, Payet J, Kahan A,
Allanore Y, Cormier C (2015) Trabecular bone score in female pa-
tients with systemic sclerosis: comparison with rheumatoid arthritis
and influence of glucocorticoid exposure. J Rheumatol 42(2):228–
235. https://doi.org/10.3899/jrheum.140752

4. Fawzy T, Muttappallymyalil J, Sreedharan J, Ahmed A, Alshamsi
SO, Al Ali MS, Al Balsooshi KA (2011) Association between body
mass index and bone mineral density in patients referred for dual-
energy X-ray absorptiometry scan in Ajman, UAE. J Osteoporos
2011:876309. https://doi.org/10.4061/2011/876309

5. Steinschneider M, Hagag P, Rapoport MJ, Weiss M (2003)
Discordant effect of body mass index on bone mineral density and

speed of sound. BMCMusculoskelet Disord 4:15. https://doi.org/10.
1186/1471-2474-4-15

6. Mok CC, Chan PT, Chan KL, Ma KM (2013) Prevalence and risk
factors of low bonemineral density in Chinese patients with systemic
sclerosis: a case control study. Rheumatology (Oxford) 52(2):296–
303. https://doi.org/10.1093/rheumatology/kes240

7. Shamseer L, Moher D, ClarkeM, Ghersi D, Liberati A, PetticrewM,
Shekelle P, Stewart LA, PRISMA-P Group (2015) Preferred
reporting items for systematic review and meta-analysis protocols
2015: elaboration and explanation. BMJ 349:g7647. https://doi.org/
10.1136/bmj.g7647

Publisher’s note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.

Clin Rheumatol

https://doi.org/10.1093/rheumatology/key130
https://doi.org/10.1093/rheumatology/key130
https://doi.org/10.3899/jrheum.140752
https://doi.org/10.4061/2011/876309
https://doi.org/10.1186/1471-2474-4-15
https://doi.org/10.1186/1471-2474-4-15
https://doi.org/10.1093/rheumatology/kes240
https://doi.org/10.1136/bmj.g7647
https://doi.org/10.1136/bmj.g7647

	Comment on “A meta-analysis of fracture risk and bone mineral density in patients with systemic sclerosis”
	References




