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CASE REPORT

First report of anti-TIF1y dermatomyositis
in a patient with myelodysplastic syndrome
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SUMMARY
Inflammatory myopathies as para-neoplastic phenomena were first described by Sterz in 1916. Recently, myo-
sitis specific autoantibodies were described in cancer-associated myositis. Anti-transcription intermediary fac-
tor 1 gamma (anti-TIF1y) antibodies have been found in both young adults affected by juvenile dermatomyosi-
tis and in elderly patients with cancer-associated myositis.
In this regard, we report herein the first case of anti-TIF1y dermatomyositis secondary to a myelodysplastic

syndrome.
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nflammatory myopathies as para-neoplas-

tic phenomena were first described by
Sterz in 1916. Recently, myositis specific
autoantibodies (MSA) were described in
cancer-associated myositis. Anti-transcrip-
tion intermediary factor 1 gamma (anti-
TIF1y) antibodies have been found in both
young adults affected by juvenile dermato-
myositis and in elderly patients with cancer-
associated myositis (1).
In this regard, we report herein the first case
of anti-TIF1y dermatomyositis secondary to
a myelodysplastic syndrome (MDS).

R.F. was a 78-year-old woman with a his-
tory of megaloblastic anemia, hypertension
and osteoporosis complicated by several
vertebral fractures and a mild cognitive im-
pairment in a context of chronic vascular en-
cephalopathy. Suddenly, she developed gen-
eralized asthenia, shoulder girdle weakness,
rapidly worsening dysphagia and general-
ized itching rash associated with erythema
of the face and palpebral edema. Antihista-
mines and low-dose corticosteroid therapies
were not effective. She was hospitalized in
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our department because of inhalation pneu-
monia due to severe dysphagia. Physical ex-
amination revealed manual muscle testing
(MMT) grade 2, heliotrope rash of the face
with periorbital swelling, shawl and V-sign
shaped erythematous lesions, Gottron’s sign
on both hands and periungual telangiectasia.
Blood test examinations showed mild meg-
aloblastic anemia (haemoglobin 10.4 g/dL,
mean corpuscular volume 120 fL) and an
erythrocyte sedimentation rate of 25 mm/h.
Vitamin B12 and folic acid were within nor-
mal limits. Markers of muscular damage
were within normal limits (creatine Kinase
56 UI/L, aldolase 7.1 UI/L). Indirect im-
munofluorescence on HEp-2 cells revealed
high-titer speckled antinuclear antibodies.
Mpyositis-specific and associated autoan-
tibodies lineblot assay (‘“Autoimmune In-
flammatory Myopathies 16 Ag”, Euroim-
mun Medizinische Labordiagnostika AG,
Lubek, DE) revealed isolated positivity of
anti-TIF1y antibodies (Table I). Electromy-
ography was consistent with a myositic pro-
cess involving the superior limb girdle. Total
body computed tomography scan, bilateral
mammography, gastroscopy and colonos-
copy resulted negative for any solid tumor
involvement. A total body positron emission
tomography excluded the presence of hyper-
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Table | - Laboratory data.

Variable Reference range Value
Hemoglobin (g/dL) 12-16 10.4
Mean corpuscular volume (fL) 81-94 120
Platelet count (x10%L) 140-440 144
White cell count (per mmd) 4000-10,000 4960
Differential white cell count (%)

Neutrophils 37-75 60.1%
Lymphocytes 12-50 23.6%
Monocytes 3-12 15.1%
Eosinophils 0-7 0.8%
Basophils 0-2 0.4%
Creatine phosphokinase (UI/L) 21-215 56
Aldolase (UI/L) <74 7.1
Aspartate transaminase (UI/L) 156-37 35
Alanine transaminase (UI/L) 12-65 24
Lactate dehydrogenase (UI/L) 84-286 319
Ferritin (ng/mL) 8-252 748
Vitamin B12 (pg/mL) 254-1320 1159
Folate (ng/ml) 3.1-17.5 6.3
Antinuclear antibodies (ANA) >1:160 >1:640
Myositis profile

Anti-OJ Negative Negative
Anti-EJ Negative Negative
Anti-PL12 Negative Negative
Anti-PL7 Negative Negative
Anti-SRP Negative Negative
Anti-Mi2a. Negative Negative
Anti-Mi2p Negative Negative
Anti-TIF 1y Negative +++
Anti-MDA5 Negative Negative
Anti-NXP2 Negative Negative
Anti-SAE1 Negative Negative
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metabolic activity. Bone marrow biopsy was
suggestive of myelodysplastic syndrome
(refractory anemia with unilineage dyspla-
sia according to 2008 World Health Orga-
nization classification of MDS). Fluorescent
in-situ hybridization revealed a partial dele-
tion on the long arm of chromosome 20. The
patient refused to undergo muscle biopsy
and muscular magnetic resonance imaging
was not performed to avoid treatment delay.
However, on the basis of these findings, a
diagnosis of anti-TIFly dermatomyositis
secondary to MDS was made. Large spec-
trum antibiotic therapy was administered for
inhalation pneumonia. Steroid pulse therapy
with 6-methylprednisolone (1 g/daily i.v.
for three days) and high-dose i.v. immuno-
globulins (30 g/daily for four days) were

started and methotrexate 15 mg/weekly was
added to therapy when corticosteroids were
tapered. At discharge, the patient’s general
condition was improved, with moderately
restored muscle strength (MMT 3+). How-
ever, total enteral nutrition was required due
to severe dysphagia. No therapy was needed
to treat the MDS because of the stability
of blood count exams (2). No evidence of
solid malignancy was found during the sub-
sequent follow-up. One year later, another
episode of aspiration pneumonia led the pa-
tient to death.
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The evidence of an association between id-
iopathic inflammatory myopathies and solid
tumors has been known for a long time. In a
case series of 618 dermatomyositis patients,
198 cases of tumor were found, among
which 115 had been identified after the di-
agnosis of dermatomyositis (3).

A connection between haematological ma-
lignancies and inflammatory myopathies
has been recently described (4). Anti-TIF1y
antibodies were described for the first time
in 2006 as myositis specific antibodies as-
sociated with an elevated risk of malignan-
cies. Epidemiological studies found 78%
sensitivity and 89% specificity for diagnosis
of cancer-associated dermatomyositis (5).
TIF1y is part of the TIF1 family, a group
of proteins that plays a pivotal role in many
cellular processes, including carcinogene-
sis. In fact, TIF1y inhibits the TGFf signal-
ing through the ubiquination of SMADA4,
while TIF1a and TIF1f participate in p53
regulation processes. The increased expres-
sion of these proteins in several tumoral
tissues may be associated to a misdirected
immunologic anti-tumoral response. This
association would explain an etiopathoge-
netic link between neoplasms and myositis
(5-7). Autoimmune phenomena associated
with myelodysplastic syndrome are well
described in the literature. The most com-
mon manifestations reported are arthritis
and vasculitis; other less frequent manifes-
tations are rheumatoid arthritis, systemic
lupus erythematous, Sjogren syndrome, ul-
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cerative colitis, haemolytic anemia, throm-
botic thrombocytopenic purpura, relapsing
polychondritis, Sweet syndrome, pyoderma
gangrenosum, glomerulonephritis, poly-
neuropathies and autoimmune thyroiditis.
Association with inflammatory myopathies
has been very rarely described (8-15).

In particular, in the case report published
by Tsuji et al., antinuclear antigens were
found, but the assay for anti-Jol, RNP and
Scl70 resulted negative.

Our case report shows how, in the absence
of proven solid tumors, focused investiga-
tions for haematological malignancies have
to be considered. In addition to this, we
have reported herein the first description of
an anti-TIF1y dermatomyositis secondary to
MDS. According to the literature, DM-as-
sociated haematological malignancies have
a poor prognosis. Among them, anti-TIF1y
dermatomyositis secondary to MDS could
represent a subgroup with a particularly
severe prognosis. The real contribution of
anti-TIF1y antibodies secondary to hema-
topoietic malignancies has not been fully
established, and their role in the pathogen-
esis of both hematologic disorders, such as
MDS, and cancer-induced myositis has still
not been established.

Contributions: BP and GV contributed
equally to this work. BP, GV, DC manu-
script writing; BP, GV reference search and
manuscript editing; DC manuscript review-
ing.

Funding: none

Conflict of interest: none

1. Shah AA, Casciola-Rosen L, Rosen A. Re-
view: cancer-induced autoimmunity in the
rheumatic diseases. Arthritis Rheumatol.
2015; 67: 317-26.

2. Braun T, de Botton S, Taksin AL, et al. Char-
acteristics and outcome of myelodysplastic
syndromes (MDS) with isolated 20q deletion: a
report on 62 cases. Leuk Res. 2011; 35: 863-7.

3. Hill CL, Zhang Y, Sigurgeirsson B, et al. Fre-

11.

13.

14.

15.

CASE REPORT

quency of specific cancer types in dermato-
myositis and polymyositis : a population-based
study. Lancet. 2001; 357: 96-100.

. Marie I, Guillevin L, Menard JF, et al. Hema-

tological malignancy associated with polymyo-
sitis and dermatomyositis. Autoimmun Rev.
2012; 11: 615-20.

. Trallero-Araguds E, Rodrigo-Pendds JA, Selva-

O’Callaghan A, et al. Usefulness of anti-p155
autoantibody for diagnosing cancer-associated
dermatomyositis: a systematic review and me-
ta-analysis. Arthritis Rheum. 2012; 64: 523-32.

. Kaji K, Fujimoto M, Hasegawa M, et al. Iden-

tification of a novel autoantibody reactive with
155 and 140 kDa nuclear proteins in patients
with dermatomyositis : an association with
malignancy. Rheumatology (Oxford). 2007;
46: 25-8.

. Fujimoto M, Hamaguchi Y, Kaji K, et al. Myo-

sitis-specific anti-155/140 autoantibodies target
transcription intermediary factor 1 family pro-
teins. Arthritis Rheum. 2012; 64: 513-22.

. Ustwani O Al, Ford LA, Sait SJN, et al. Myelo-

dysplastic syndromes and autoimmune diseas-
es - case series and review of literature. Leuk
Res. 2013; 37: 894-9.

. Mekinian A, Grignano E, Braun T, et al. Sys-

temic inflammatory and autoimmune mani-
festations associated with myelodysplastic
syndromes and chronic myelomonocytic
leukaemia: a French multicentre retrospec-
tive study. Rheumatology (Oxford). 2015; 55:
291-300.

. Tsuji G, Maekawa S, Saigo K, et al. Derma-

tomyositis and myelodysplastic syndrome with
myelofibrosis responding to methotrexate ther-
apy. Am J Hematol. 2003; 178: 175-8.

Enright H, Jacob H, Vercellotti G, et al. Para-
neoplastic autoimmune phenomena in patients
with myelodysplastic syndromes: response to
immunosuppressive therapy. Br J Haematol.
1995; 91: 403-8.

. Mayeda Y, Arakawa K, Araki E, et al. [Poly-

myositis and cutaneous vasculitis in a patient
with myelodysplastic syndrome]. Rinsho
Shinkeigaku. 1999; 39: 639-42.

Asman A, Ehrenfeld M, Sadeh M, et al. Poly-
myositis and myelodysplastic syndrome. J
Rheumatol. 1991; 18: 1272-4.

Kanbayashi T, Masuyama A, Yokoe I, et al. [A
case of myelodysplastic syndrome associated
with dermatomyositis, accompanying intrac-
table gastrointestinal bleeding due to cyto-
megalovirus gastroenteritis]. Rinsho Riumachi.
2012; 24: 81-6

Nakanishi T, Horikoshi H, Kusanagi Y, et al.
Refractory dermatomyositis complicated with
myelodysplastic syndrome. Internal Medicine.
2015; 54: 2507-11.

Reumatismo 2/2017

7





