
PL-7 Positive Antisynthetase Syndrome and Pulmonary
Hypertension 
To the Editor:

Antisynthetase syndrome is characterized by interstitial lung disease
(ILD), myositis, arthropathy, fever, Raynaud phenomenon, and mechanic’s
hands. The morbidity of the syndrome is usually due to lung involvement1.

In January 2005, a 65-year-old female nonsmoking patient presented to
our outpatient clinic with fever (38.5°C), unproductive cough, shortness of
breath, dry throat, nocturnal sweating, and weight loss (3-4 kg). Previously,
she was exposed to passive cigarette smoke and cleaning chemicals.
Essential hypertension treated by bisoprolol and an allergy to contrast
material were known. There was no positive family history for rheumatic
or cardiovascular disease. Electrocardiogram was normal but lung function
test showed a restrictive pattern [forced vital capacity (FVC) 52%, forced
expiratory volume (FEV)1 56.3%, FEV1/FVC 85.1%]. Carbon monoxide
diffusion capacity measurement was not feasible because of the decreased
vital capacity. Glomerular filtration rate was slightly reduced (48 ml/min).
Other variables were elevated: C-reactive protein 18 mg/l (normal < 5
mg/dl), creatine kinase (CK) 1402 U/l, CK-myocardial band 45 U/l, lactate
dehydrogenase 335 U/l, and pro-brain natriuretic peptide (NT-proBNP)
426 pg/ml. Antinuclear antibodies (ANA) were negative. Chest radiograph
showed cardiomegaly and pulmonary reticulonodular pattern (Figure 1A).
Chest thin-slice computed tomography (CT) detected ground-glass
opacities and signs of fibrosis (Figure 2). Bronchoalveolar lavage revealed
normal cell numbers but echocardiography showed elevated systolic
pulmonary arterial pressure (42 + 10 mmHg). The absence of signs of
alveolitis in the bronchoalveolar lavage in the presence of ILD with severe
fibrosis and ground-glass opacities in the CT may be surprising, but such
discrepancies are quite common in collagen vascular diseases. The patient
was given longterm oxygen therapy (1 l/min), spironolactone (25 mg),
furosemide (30 mg), and prednisolone (25 mg). Because of elevated total
airway resistance (0.5 kPa × s/l), inhaled tiotropium was added to the thera-
peutic scheme despite limited benefit. After 2 months the patient felt better.
The dry cough had improved and CK was in the normal range, but she was
still complaining of shortness of breath during exercise. Right heart
catheterization showed a mildly elevated mean pulmonary arterial pressure
(mPAP) and resistance [mPAP 22 mmHg; pulmonary vascular resistance
(PVR) 319 dyn s cm-5, cardiac index (CI) 2.61 l/min/min2] with no signs
of left ventricular dysfunction [pulmonary arterial wedge pressure (PAWP)
5 mmHg]. 

During the next 4 years, the patient was treated with acetylcysteine
(600 mg TID), spironolactone (50 mg), cyclosporine (50 mg), prednisolone

(20 mg every other day), longterm oxygen therapy, and physiotherapy.
After the fourth year of followup the patient presented with arthritis urica,
which was limited to the first digit of the right foot. Gaenslen sign was
positive, but there were no other signs of arthritis or Raynaud phenomenon.
Pulmonary embolism was ruled out by CT angiography and ventila-
tion-perfusion scan. CK was in the normal range, and radiograph (Figure
1B), pulmonary function tests, lung scintigraphy, and polysomnography
were unchanged while pulmonary hemodynamics were significantly
deteriorated and right heart catheterization confirmed manifest pulmonary
hypertension (PH) associated with lung fibrosis (mPAP 34 mmHg, PVR
415 dyn s cm-5, PAWP 11 mmHg, CI 2.57 l/min/m2). The detection of anti-
PL-7 (antithreonyl-tRNA synthetase) antibodies positivity prompted the
diagnosis of antisynthetase syndrome with ILD and PH. Treatment with
sildenafil 20 mg TID was started while other medication remained
unchanged. During 2 years of followup, PL-7 testing remained positive,
exercise capacity improved, NT-proBNP values returned to normal, and
lung function test remained unchanged (FVC 52.6%, FEV1 49%,
FEV1/FVC 91.2%, pO2 73.1 mmHg, pCO2 34.6 mmHg, SO2 96.7%). The
patient was tested positive for PL-7; however, cytoplasmic fluorescence
was not present.

To our knowledge, this is the first report of PL-7–positive 
antisynthetase syndrome with ILD and PH. The delay of the diagnosis was
significant because the PL-7 antibodies were evidenced only 4 years after
diagnosis of ILD.

The importance of PL-7 antibodies in myositis has been recognized for
more than 2 decades2. A suspicion of antisynthetase syndrome should be
raised when patients are presenting with ILD and negative ANA but
increased CK or aldolase3. A recent analysis of Jo-1 vs PL-7 and
PL-12–positive antisynthetase syndromes found that PL-7 and PL-12
patients had a very similar phenotype characterized by more ILD and less
myositis as compared to Jo-1 syndrome4. PL-7 and PL-12 patients were
more prone to dyspnea and poor survival when compared to anti
Jo-1-positive patients5. Pericarditis is also a possible manifestation related
to anti-PL-7 antibodies6, but in our patient there was no evidence of
pericarditis. Recently, a retrospective analysis of 12 PL-7-positive patients
identified 3 with echocardiographic signs of pulmonary hypertension.
Unfortunately, right heart catheterization was not performed and therefore
left ventricular involvement could not be ruled out7. A retrospective
analysis of a considerable number of patients with antisynthetase syndrome
showed that the presence of pulmonary hypertension is associated with
decreased survival8.

Pulmonary involvement predicted good response for disease-
modifying antirheumatic drug use in patients with anti Jo-11 but it remains
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Figure 1. A. Chest radiograph shows cardiomegaly and pulmonary reticulonodular pattern. B. Followup chest
radiograph after 4 years is unchanged.
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speculative whether the same applies for patients with anti-PL-7
antibodies. Our case suggests that the combination of cyclosporine and
corticosteroid with high-dose acetylcysteine may have contributed to
control of progression of ILD but not of PH.

Our findings on PH in a PL-7-positive antisynthetase syndrome suggest
that immunosuppressive treatment may control ILD but not pulmonary
vascular involvement.
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Figure 2. Chest thin slice computed tomography detected ground-glass opacities and signs of fibrosis.
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