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Acute digital ischemia: A rare presentation of 
antisynthetase syndrome

Abstract

Introduction
Antisynthetase syndrome (ASS) is recognized as a subgroup of idiopathic inflammatory myopathies (IIMs) 
and is associated with autoantibodies directed against aminoacyl-transfer ribonucleic acid (tRNA) synthe-
tase enzymes. Here we report a case of anti-PL-7/anti-SSA 52kD ASS presenting as acute digital ischemia, 
an association not described previously. 

Case Presentation
A 61-year-old Caucasian female presented with acute-onset multi-digit ischemia. Her medical history was 
notable for hypertension, depression, and vitiligo treated with atenolol, venlafaxine, and topical clobetasol, 
respectively. She was employed as a bank teller and denied alcohol consumption, illicit drug use, trauma, 
or environmental exposures. She stopped smoking 7 years previously. Her family history was negative for 
autoimmune or hypercoaguable disorders.

Finger pain began acutely in her right 2nd-4th distal interphalangeal (DIP) joints 3 weeks prior to presentation 
without features associated with historical or current Raynaud’s phenomena. She subsequently developed 
a dry cough without improvement despite a 7-day course of antibiotics. Noninvasive computed tomog-
raphy (CT) angiogram of her upper extremities showed normal caliber axillary, brachial, radial, and ulnar 
arteries bilaterally. Pain and digital discoloration progressed, leading to referral and further evaluation. 

Dry gangrenous skin changes were present on examination distal to DIP joints of the right 2nd-4th digits as 
well as left 2nd and 4th digits (Figure 1a, b). Acral coolness and sluggish capillary refill were noted. A faint, 
blanchable, non-palpable, macular rash was distributed along the left upper thigh, chest, and bilateral 
proximal arms. Proximal muscle strength was intact and symmetric to manual confrontation strength-test-
ing. Other findings were unremarkable, except for bibasilar crackles.

Laboratory tests revealed a normal complete blood count, complement level, creatinine level, inflammatory 
marker level, and thyroid hormone level. Muscle enzyme levels were increased [lactate dehydrogenase (LDH) 
32 U/L (range: 122-222), creatine kinase 459 U/L (range: 38-176), aldolase 26.1 U/L (range: <7.7U/L), alanine 
aminotransferase  (ALT) 71 U/L (range: 7-45), and aspartate aminotransferase (AST) 85 U/L (range: 8-43)]. Find-
ings of comprehensive hypercoagulability tests were negative. In addition, cryoglobulins, cold-agglutinins, and 
antiphospholipids were negative. Microbiology workup, including mycoplasma pneumoniae, was unrevealing. 

Conventional angiography (Figure 1c, d) revealed bilateral fixed occlusive vasculopathy of the digital arteries. 
Ground-glass opacities consistent with ILD were seen in bilateral lower lobes. Extensive imaging studies did 
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tibodies directed against aminoacyl-transfer ribonucleic acid (tRNA) synthetase enzymes. We report the first case of anti-PL-7/anti-SSA 
52kD ASS presenting as acute digital ischemia, an association not described previously. Occlusive vasculopathy is a rare but serious 
manifestation that can be seen at presentation in patients with ASS and may herald the onset of severe interstitial lung disease (ILD). 
Comprehensive evaluation should be performed to confirm the presence of subclinical myositis. Extensive myositis-specific antibody 
testing is strongly recommended even if initial screening autoimmune serologies are unrevealing.
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not identify any evidence of infection, athero-
sclerosis, vegetation, central thrombus, or occult 
malignancy. Electromyography showed normal 
nerve conduction with mild proximal myopathy 
but without features suggestive of inflamma-
tion. Lower extremity MRI, however, revealed 
patchy increased T2 signal in bilateral proximal 
adductors and distal vastus lateralis muscles. 

Initial autoimmune serologies were only no-
table for weakly positive antinuclear antigen 
(ANA 1:80) with a speckled pattern. The ex-
tended myositis-specific and myositis-associat-
ed antibody panel revealed a strongly positive 
antithreonyl-tRNA synthetase [anti-PL-7] (>80 

U/mL; range: <20 U/mL) and anti-SSA 52 kD 
(>80 U/mL; range: <20 U/mL) as well as a weak-
ly positive anti-Ku (32 U/mL; range: <20 U/mL). 

Skin biopsy was non-diagnostic, but muscle 
biopsy from the right vastus lateralis demon-
strated a perivascular and perimysial inflamma-
tory exudate consistent with IIM (Figure 2). ASS 
was diagnosed on the basis of the presence of 
antiaminoacyl-tRNA synthetase antibodies, IIM 
in accordance with Bohan & Peter criteria, and 
interstitial lung disease (ILD) (1, 2). 

The patient’s clinical course was further com-
plicated by progressive ILD, which significant-

ly improved with pulse dose methylpred-
nisolone. She transitioned to high-dose oral 
prednisone plus adjunct oral mycophenolate 
mofetil. Four weeks later, pulmonary opacities 
resolved and muscle enzymes normalized. The 
initial digital ischemic areas demarcated, and 
no further territories were involved. 

Discussion
Antisynthetase syndrome affects approximate-
ly 30% of patients with IIM (3). Diagnosis is 
based on the presence of antiaminoacyl-tRNA 
synthetase antibodies and 2 or more of the fol-
lowing: inflammatory arthritis, IIM, or ILD. Fever, 
mechanic’s hands, and Raynaud’s phenomena 
may also be present but are less prevalent (4). 
While screening antibodies (ANA and extract-
able nuclear antigens [ENA]) are frequently 
positive in ASS, the absence of these autoanti-
bodies does not rule out the presence of ASS. 
Therefore, if a high index of suspicion exists for 
ASS, further evaluation with myositis-specific 
antibody testing is needed even if antibodies 
for ANA or extractable nuclear antigens are 
negative (4). Anti-Jo-1 is the most frequent au-
toantibody associated with ASS, whereas an-
ti-PL-7 accounts for only 5%-10% of cases (4, 5). 
Anti-SSA 52kD antibodies are found in 5%-15% 
of patients with IIM and are strongly associat-
ed with anti-Jo-1 or other antiaminoacyl-tRNA 
antibodies (6). Anti-Ku is reported in 2%-23% 
of patients with IIM, with higher rates being 
observed in polymyositis-scleroderma overlap 
syndromes (6-8).

Significant clinical heterogeneity exists in case 
of ASS. Patients with anti-PL-7 antibodies may 
demonstrate mild subclinical myositis that 
is highly treatment responsive. On the other 
hand, anti-PL-7, anti-Ku, and anti-SSA-52kD 
have been independently associated with a 
higher frequency and greater severity of ILD 
(4, 9, 10). While the presence of anti-Ku raises 
the possibility of a polymyositis-scleroderma 
overlap, the acute onset, lack of preceding Ray-
naud’s or cutaneous features of scleroderma, 
and weak positive anti-Ku titer makes this less 
likely. Digital ischemia from cutaneous vascu-
litis can occur in Sjögren’s-myositis overlaps; 
however, such cases commonly result from 
immune complex cryoglobulin precipitate, 
which was not observed in our case. Two prior 
reports have described similar presentations of 
acute digital ischemia in patients with myositis 
or ASS (11, 12). However, both cases were asso-
ciated with a positive anti-Jo-1 antibody, which 
was negative in our case. 

The pathogenesis of this rare presentation is 
unknown but is speculated to be secondary 
to microcirculatory arteritis (11). At present, 
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Figure 1. a-d. Dorsal (a) and palmar (b) images of the right hand demonstrating ischemic chang-
es of digits 2-4. Conventional angiography, right hand, palmar view (c) showing patent radial and 
ulnar arteries to level of wrist bilaterally, fixed occlusions of the digital arteries at the level of the 
proximal interphalangeal joint on the radial side digit 2, radial and ulnar side digits 3 and 4, and 
ulnar side digit 5. Conventional angiography, left hand, palmar view (d) demonstrating fixed oc-
clusions of digital arteries radial and ulnar side digits 2 and 4, ulnar side digits 3 and 5.  
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Figure 2. a-c. Muscle biopsy with H&E staining showing diffuse mononuclear cells in the perimy-
sium (a, thick arrow) and perivascular inflammatory exudate in perivascular sites (b, thin arrow), 
consistent with inflammatory myositis. Muscle biopsy with acid-phosphatase staining (c) showing 
histiocytes and other inflammatory cells at endomysial and perimysial sites. Photos courtesy of 
Andrew G. Engel M.D., Mayo Clinic. 
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there are no consensus guidelines for the 
management of digital ischemia in the set-
ting of fixed occlusive vasculopathy. Beyond 
immunosuppressive therapy targeting fea-
tures of active myositis or ASS, the efficacy 
of adjunct anticoagulants, antiplatelets, va-
sodilatory agents, or sequential pneumatic 
compression is unknown and requires further 
investigation.

Occlusive vasculopathy is a rare but serious 
manifestation that can be seen at presentation 
in patients with ASS and may herald the on-
set of severe ILD. If subclinical myositis is sus-
pected, comprehensive evaluation should be 
performed for confirmation. Extensive myosi-
tis-specific antibody testing is strongly recom-
mended even if initial screening autoimmune 
serologies are unrevealing. 

Ethics Committee Approval: N/A.

Informed Consent: Written informed consent was ob-
tained from the patient who participated in this study.   

Peer-review: Externally peer-reviewed. 

Author Contributions: Concept - J.E.C, S.P., M.J.; Design 
- J.E.C., S.P., M.J.K.; Supervision - M.J.K.; Resources - 
J.E.C., M.J.K.; Data Collection and/or Processing- J.E.C., 
S.P., M.J.K.; Analysis and/or Interpretation - J.E.C., S.P., 
M.J.K.; Literature Search - J.E.C., S.P., M.J.K.; Writing 
Manuscript - J.E.C., M.J.K.; Critical Review - S.P., M.J.

Acknowledgements: The authors thank Andrew G. 
Engel, M.D., for assistance with pathologic specimen 
photos.

Conflict of Interest: No conflicts of interest was de-
clared by the authors.

Financial Disclosure: The authors declared that this 
study received no financial support.

References
1.	 Bohan A, Peter JB. Polymyositis and dermato-

myositis (first of two parts). N Engl J Med 1975; 
292: 344-7. [CrossRef]

2.	 Solomon J, Swigris JJ, Brown KK. Myositis-related 
interstitial lung disease and antisynthetase syn-
drome. J Bras Pneumol 2011; 37: 100-9. [CrossRef]

3.	 Targoff IN. Autoantibodies and their significance 
in myositis. Curr Rheumatol Rep 2008; 10: 333-40. 
[CrossRef]

4.	 Marie I, Josse S, Decaux O, Diot E, Landron C, Ro-
blot P, et al. Clinical manifestations and outcome 
of anti-PL7 positive patients with antisynthetase 
syndrome. Eur J Intern Med 2013; 24: 474-9. 
[CrossRef]

5.	 Mimori T, Imura Y, Nakashima R, Yoshifuji H. 
Autoantibodies in idiopathic inflammatory my-
opathy: an update on clinical and pathophysio-
logical significance. Curr Opin Rheumatol 2007; 
19: 523-9. [CrossRef]

6.	 Cruellas MG, Viana Vdos S, Levy-Neto M, Souza 
FH, Shinjo SK. Myositis-specific and myositis-as-
sociated autoantibody profiles and their clinical 
associations in a large series of patients with 

polymyositis and dermatomyositis. Clinics (Sao 
Paulo) 2013; 68: 909-14. [CrossRef]

7.	 Koenig M, Fritzler MJ, Targoff IN, Troyanov Y, 
Senecal JL. Heterogeneity of autoantibodies 
in 100 patients with autoimmune myositis: in-
sights into clinical features and outcomes. Ar-
thritis Res Ther 2007; 9: R78. [CrossRef]

8.	 Ghirardello A, Zampieri S, Tarricone E, Iaccarino 
L, Bendo R, Briani C, et al. Clinical implications of 
autoantibody screening in patients with autoim-
mune myositis. Autoimmunity 2006; 39: 217-21. 
[CrossRef]

9.	 La Corte R, Lo Mo Naco A, Locaputo A, Dolz-
ani F, Trotta F. In patients with antisynthetase 
syndrome the occurrence of anti-Ro/SSA 
antibodies causes a more severe interstitial 
lung disease. Autoimmunity 2006; 39: 249-53. 
[CrossRef]

10.	 Rigolet A, Musset L, Dubourg O, Maisonobe T, 
Grenier P, Charuel JL, et al. Inflammatory myop-
athies with anti-Ku antibodies: a prognosis de-
pendent on associated lung disease. Medicine 
(Baltimore) 2012; 91: 95-102. [CrossRef]

11.	 Disdier P, Bolla G, Harle JR, Pache X, Weiller-Merli 
C, Marco MS, et al. [Digital necrosis disclosing 
antisynthetase syndrome]. Ann Dermatol Vene-
reol 1994; 121: 493-5.

12.	 Laugharne MJ, Wood JJ, Mitchell DC, Glover SC. 
Arterial occlusion from anti-jo1 antibody-asso-
ciated autoimmune myositis: arteritis not com-
partment syndrome. EJVES Extra 2007; 13: 23-5. 
[CrossRef]

65

Eur J Rheumatol 2017; 4: 63-5 Chan et al. Acute digital ischemia in antisynthetase syndrome, ,

https://doi.org/10.1056/NEJM197502132920706
https://doi.org/10.1590/S1806-37132011000100015
https://doi.org/10.1007/s11926-008-0053-2
https://doi.org/10.1016/j.ejim.2013.01.002
https://doi.org/10.1097/BOR.0b013e3282f01a8c
https://doi.org/10.6061/clinics/2013(07)04
https://doi.org/10.1186/ar2276
https://doi.org/10.1080/08916930600622645
https://doi.org/10.1080/08916930600623791
https://doi.org/10.1097/MD.0b013e31824d9cec
https://doi.org/10.1016/j.ejvsextra.2006.10.004

