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(TNF) antibody, and lacks the Fc fragment. Therefore, CZP crosses
the placenta by passive diffusion more than by active transport
utilizing FcRn, and, thus, the placental transfer of CZP must be
minimal.” Likewise, although it cannot be explained by the FcRn
system, observations on the levels of etanercept in umbilical cord
have demonstrated that the rate of placental transfer is very low.8
Mahadevan et al.,° showed that concentrations of infliximab and
adalimumab, but not CZP, are greater in umbilical cord than in
maternal serum; mean levels of infliximab and adalimumab in cord
reach concentrations between 150% and 160% greater than the con-
centrations in maternal serum.?

There are other circumstances in which placental transfer
of antibodies after weeks 20-22 can be detrimental to the
fetus/neonate. Typically, in cases of rheumatoid arthritis and sys-
temic lupus erythematosus, the passage of anti-Ro/SSA and/or
anti-La/SSB autoantibodies of IgG isotype can cause an eruption
due to exposure to the sun or the development of congenital heart
block, which affects roughly 2% of fetuses/neonates of patients who
have these autoantibodies.®

With the lack of data on the safety of mAb, the performance of
clinical trials in pregnant patients is ruled out for ethical consider-
ations, and the decision to use them would depend in each case on
the clinical situation, as well as that of the potential benefits and
risks for the mother, fetus or newborn. Long-term observational
studies would enable us to confirm the efficacy and safety of cat-
egory B mAb during pregnancy, to determine whether gestational
exposure to mAb involves a long-term risk for the immune system
being developed in the newborn, or should this vary depending
on the trimester for exposure. It is important to consider that the
administration of vaccines with alive or attenuated virus or bacte-
ria, an indication that is present in certain vaccine calendars for
newborns, for example, with bacillus Calmette-Guérin (BCG), with
which, infection can have a fatal outcome.'? For these reasons, it
is recommendable that they be postponed until the sixth month of
life.
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Polymyositis in a Patient With Ulcerative
Colitis™

@ CrossMark

Polimiositis en un paciente con colitis ulcerosa
Dear Editor,

Ulcerative colitis (UC) is an inflammatory disease that affects the
colorectal mucosain adiffuse form, continuously and superficially.!
Polymyositis (PM) belongs to the spectrum of idiopathic inflam-
matory myopathies, and is differentiated from dermatomyositis
(DM) because of the absence of the characteristic skin rash.? Mus-
cle involvement in the form of PM has rarely been described in
UC. We report the case of a patient who was initially diagnosed
as having UC, and developed PM over the course of his disease.
We also review cases published to date. Our patient was a 46-
year-old man, an ex-smoker, who presented with persistent bloody
diarrhea with no other associated symptoms, and was diag-

* Please cite this article as: Gonzalez Garcia A, Sifuentes-Giraldo WA, Diz
Farifia S, Pian H. Polimiositis en un paciente con colitis ulcerosa. Reumatol Clin.
2016;12:360-362.

nosed with UC. At the age of 58 years, he presented with an
episode of pain and swollen hands, and was too weak to climb
stairs. Laboratory tests detected increases in creatine kinase (CK)
(1578 U/L) and lactate dehydrogenase (LDH) (506 U/L), although
all other inflammatory parameters were normal. The rest of the
biochemical study, including complete blood count, showed nor-
mal values. The immunological study demonstrated the presence
of antinuclear antibodies, at a titer of 1/160, and negative tests
for anti-extractable nuclear antigens (ENA), anti-DNA antibodies,
antineutrophil cytoplasmic antibodies (ANCA), anti-centromere
antibodies, anti-Scl-70 and antibodies specific for myositis (Jo-1,
PL7, PL12, OJ, EJ, SRP, Pm-Scl, Mi2 and Ku). A muscle biopsy of
quadriceps was performed (Fig. 1), and evidenced variability in
the size of the muscle fibers, with some necrotic fibers, regenera-
tive basophilic fibers and frequent mononuclear inflammatory cell
infiltrates, mostly lymphocytic and located in the endomysium. The
expression of the major histocompatibility complex class I antigens
was positive in the muscle fibers, all of which was compatible with
the diagnosis of PM. Treatment was begun with a tapering dose
of prednisone starting at 20 mg/day, to be followed by methotrex-
ate (maximum dose 25 mg/week), and normalization of the CK and
LDH levels was achieved after 16 months of treatment.


dx.doi.org/
www.reumatologiaclinica.org
http://crossmark.crossref.org/dialog/?doi=10.1016/j.reumae.2016.02.004&domain=pdf
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0080
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
mailto:miguelaggay@hotmail.com
http://crossmark.crossref.org/dialog/?doi=10.1016/j.reumae.2016.02.003&domain=pdf
dx.doi.org/10.1016/j.reuma.2015.11.005
dx.doi.org/10.1016/j.reuma.2015.11.005
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
mailto:rami_kanita229@hotmail.com
http://crossmark.crossref.org/dialog/?doi=10.1016/j.reumae.2016.01.005&domain=pdf
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0030
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0035
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0040
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0045
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0050
mailto:robelx2@gmail.com
http://crossmark.crossref.org/dialog/?doi=10.1016/j.reumae.2016.01.004&domain=pdf
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0055
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0060
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0065
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0070
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0075
dx.doi.org/10.1155/2012/985646. Epub 2011 Oct 1
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0085
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0090
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0095
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
http://refhub.elsevier.com/S2173-5743(16)30094-6/sbref0100
mailto:lvalor.hgugm@salud.madrid.org
http://crossmark.crossref.org/dialog/?doi=10.1016/j.reumae.2016.01.003&domain=pdf

Letters to the Editor / Reumatol Clin. 2016;12(6):356-364

361

Fig. 1. Image of the muscle biopsy: (A) There are muscle fibers with regenerative peripheral basophilic areas (hematoxylin-eosin stain x63). (B) Muscle expression of the class
I antigens of the human leukocyte antigen (HLA) system. (C) There is an endomysial lymphocyte cell infiltrate located in the (hematoxylin-eosin stain x40). (D) Variability
of the size of the muscle fibers and periendomysial (hematoxylin-eosin stain x10).

Table 1
Characteristics of the Patients With Polymyositis Associated With Ulcerous Colitis.
Authors [Ref] Sex Age Associated AAB Time between Muscle groups Extramuscular Treatment Outcome
(years) defects the diagnosis of  affected manifesta-
UC and the tions
development
of PM
Herndndez M 11 HLA-B27 No Simultaneous Regions No Oral prednisone Improvement of
etal’? (-) proximal to 1.5 mg/kg/day muscle
Sacroiliitis extremities and manifestations
neck flexors
Evrard et al.* M 33 Not No 4 years earlier Lower Fever Oral sulfasalazine Improvement of
associated extremities 1.5 g/day bowel and muscle
chronic Betamethasone manifestations
liver enemas
disease
Kaneoka et al.” W 57 Not ANA 1/160 11 years earlier ~ Torso and No Oral prednisolone UC quiescent, PM
associated RF (+) regions 40 mg/day with moderate
liver proximal to activity. Death due
cirrhosis extremities and to liver failure
neck flexors
Chugh et al. w 78 Esophagitis  No 15 years earlier ~ Torso and Polyarthralgia  Oral prednisolone UC in remission,
and erosive regions 40 mg/day improvement of
gastritis proximal to Oral muscle
extremities and 5-aminosalicylic manifestations
neck flexors acid 400mg/8 h
Prednisolone
enemas
Voigt et al.” W 33 - ANA 4 years earlier Regions No IV prednisolone UC quiescent, PM
1:2.560 proximal to 200 mg/day for 7 in remission
Anti-DNA extremities days, followed by
(+) oral prednisone

60 mg/day

AAB, autoantibodies; ANA, antinuclear antibodies; CK, creatine kinase; IV, intravascular; M, man; PM, polymyositis; Ref, reference; RF, rheumatoid factor; UC, ulcerative

colitis; W, woman.
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Muscle involvement in inflammatory bowel disease is uncom-
mon; in fact, only 7 cases associating PM and UC have been
published to date3-° (Table 1). Only in the patient we describe
was the diagnosis reached because of the increase in muscle
enzymes. The response to glucocorticoid treatment was so good,
in general, except in an individual who was refractory to several
immunosuppressive agents and whose disease entered remis-
sion with mycophenolate mofetil.” It has been suggested that the
basis for the development of PM in UC results from the common
immune-mediated mechanism, in which bowel inflammation and
the damage to the mucosa would lead to a release of antigens,
stimulating the production of antibodies that would damage the
muscle. In conclusion, the development of PM in UC should be taken
into account, especially when these patients describe symptoms
such as myalgia, muscle weakness or present an increase in muscle
enzymes. Although there are few cases reported in the literature, it
may be underdiagnosed given that the symptoms may be few and
not very specific, and can be attributed to other causes.
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Spondylodiscitis Without Endocarditis Caused @ N
by Streptoccocus mitis™ oSS
Espondilodiscitis sin endocarditis causada por Streptococcus
mitis

To the Editor,

Spondylodiscitis is an infection of an intervertebral disc and the
vertebrae. Its incidence is on the rise in recent years. The causative
microorganism in most adult patients is Staphylococcus aureus. To
date, Streptococcus species have had little relevance as causative
agents of vertebral osteomyelitis. However, the number of cases
caused by these microorganisms has increased in recent years.!
We report the case of a patient with spondylodiscitis caused by
Streptococcus mitis.

The patient was a 49-year-old man, an ex-smoker, with noth-
ing else remarkable in his clinical history. He presented with a
4-week history of low back pain with inflammatory features and
pain that radiated down his left leg. He did not have associated
fever or metabolic syndrome. There was no evidence of skin lesions,
either, and he did not consume farmhouse dairy products. He had
not undergone any dental procedures in the preceding 2 years.
Notable findings in the results of laboratory tests were the absence
of leukocytosis in the complete blood count and a normal differ-
ential leucocyte count, but elevation of acute-phase reactants was
detected (erythrocyte sedimentation rate [ESR], 80 mm; C-reactive
protein [CRP], 42 mg/L). Serological tests for human immunode-

% Please cite this article as: Prior-Espafiol A, Mateo L, Martinez-Morillo M,
Riveros-Frutos A. Espondilodiscitis sin endocarditis causada por Streptococcus mitis.
Reumatol Clin. 2016;12:362-363.

ficiency virus and Brucella were negative, as was the tuberculin
skin test. A radiograph of the lumbar spine revealed a slight
irregularity in the vertebral endplate below L5. Magnetic resonance
imaging of the lumbosacral spine disclosed signs compatible with
spondylodiscitis involving L5-S1. Blood cultures were negative. A
transthoracic echocardiogram showed no evidence of endocarditis.
Finally, a biopsy and fine-needle aspiration cytology were per-
formed, both under computed tomography (CT) guidance. Bacterial
culture yielded colonies of S. mitis that were sensitive to all the dif-
ferent classes of antibiotics except penicillin. Four hours after the
vertebral biopsy, a blood sample was again obtained for culture,
in which S. mitis was also isolated. Treatment consisted of intra-
venous ceftriaxone for 3 weeks, followed by another 3 weeks with
oral levofloxacin. The patient responded well to the treatment, with
resolution of the clinical signs and normalization of the acute-phase
reactants.

To date, 7 cases of spondylodiscitis caused by S. mitis have
been reported in the English-language literature!=> (PubMed:
Spondylodiscitis and S. mitis 1969-2015). S. mitis, which belongs
to the group of viridans streptococcal species, forms part of the
commensal flora of the mouth and nasal sinuses and is a rare
cause of spondylodiscitis. Spondylodiscitis is uncommon in adults.
The predisposing factors are diabetes mellitus, malnutrition,
intravenous drug use, immunodeficiency, neoplasms, prolonged
glucocorticoid therapy, chronic kidney disease and cirrhosis. It
usually presents with inflammatory back pain, which can be accom-
panied by fever and clinical signs of a systemic disorder.? In contrast
to spondylodiscitis caused by S. aureus and by streptococci from a
group other than viridans, that attributed to viridans streptococci
has a more subacute course, with less systemic involvement. For
this reason, the diagnostic delay is usually longer. The majority of
the patients with infection caused by this microorganism present
with infective endocarditis, as well. Thus, performance of echocar-
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