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Scientific  Letters

Counterintuitive Pulmonary Nodules in

Rheumatoid Arthritis�

Nódulos pulmonares contraintuitivos en artritis reumatoide

To the Editor,

Rheumatoid arthritis (RA) is  a  significant cause of morbidity and

mortality in developed countries, with a prevalence of 0.5%–1% and

an incidence of 5–50 per 100 000. Nodulosis is  the most common

extra-articular manifestation and occurs in  25% of RA patients.1,2

Pulmonary manifestations are  broad and include necrobiotic nod-

ules, infections, drug induced lung injury, obliterative bronchiolitis,

interstitial lung disease, bronchiectasis, and malignancy.

Tumor necrosis factor (TNF) is an overexpressed pro-

inflammatory cytokine in RA patients, and the American College

of Rheumatology has formal recommendations on the use of anti-

TNF biologic agents in RA patients with poor prognostic factors.

We report a case of a  50-year-old female developing multifocal

Fig. 1. CT of chest (A), initial CT demonstrating left  upper lobe nodule with cavitation (B), nine month follow-up CT with resolution of left upper lobe nodule, (C) initial CT

demonstrating peripheral nodule in the lingual and (D) nine month follow-up CT with resolution of peripheral nodule in the lingual.
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nodular consolidations, with and without cavitation (Fig. 1A and C),

one month after initiation of etanercept. Immunosuppressive drugs

were suspended and a  bronchoalveolar lavage of the left upper lobe

and lingula were negative for an infectious etiology. Devoid of  a

confirmed infection, her RA medications were restarted, except for

etanercept. Serial CT imaging demonstrated interval regression of

the nodules. Radiographic changes were seen at the two-month

follow up CT, and have remained unchanged at nine months (Fig. 1B

and D).

Etanercept-associated nodular disease case reports have var-

ied from new pulmonary nodules with histopathology typical of

pulmonary RA nodules, histopathology consistent with sarcoido-

sis, and histopathology of lymphohistiocytic infiltrates not typical

of either.3,4 Treatments for etanercept-associated PN have varied,

but typically involve corticosteroids and drug withdrawal. There

have also been two  case reports highlighting the evolution of the

nodules with continued etanercept therapy, illustrating the regres-

sion of nodules as well as stability of nodules without progression

despite continued etanercept therapy.5
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This case exemplifies that a recombinant human TNF receptor

fusion protein may  contribute to  the counterintuitive formation

of granulomatous disease and pulmonary nodulosis. Many mech-

anisms have been proposed, but the exact mechanism leading to

pulmonary nodulosis is  not currently known. It  has been proposed

that the increased size or formation of pulmonary nodules may

be related to the increased size of necrotic centers, a result of

the reduction of soluble TNF leading to an exaggerated or altered

effect on other inflammatory pathways, or even directly related

to the RA progression and not directly related to the therapeutic

agent.1,4

In conclusion, we appreciate that PN is not  uncommon in  RA

patients, but recommend that etanercept-related PN be considered

as part of the differential diagnosis. Bronchoalveolar lavage should

remain integral to  the evaluation, but if unrevealing it would be

reasonable to withhold etanercept followed by  repeat imaging in

6–8 weeks. If the nodules are stable or regress, than serial imag-

ing  would be a  reasonable approach. Progressive disease should

be further investigated. Consideration of etanercept as the etiol-

ogy of new pulmonary nodules may  decrease morbidity associated

with unnecessary invasive diagnostic procedures associated with

nodule work up.
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Fiberoptic Bronchoscopy Findings in Children

With Stridor in a  Tertiary Hospital�

Hallazgos fibrobroncoscópicos en pacientes estudiados por
estridor en un hospital de tercer nivel

To the Editor,

Stridor is a musical sound generated by the rapid, turbulent pas-

sage of air through a  narrowed section of the airways.1–3 Patients

with stridor should be evaluated with a  complete clinical history

and physical examination.2 The characteristics of stridor indicate

the level of the lesion.1,2 When it occurs on inspiration, the lesion

is generally supraglottic, when it is  expiratory, it is located in  the

intrathoracic airway,1,2 and when stridor is biphasic, the stenosis

is located in the trachea.2

We  performed a descriptive study of children with stridor

undergoing fiberoptic bronchoscopy (FB) from January 2009 to

December 2013, analyzing sex, age, underlying disease, symptoms,

type of stridor, fiberoptic bronchoscopy findings, treatments and

FB yield. We  used an Olympus® fiberoptic bronchoscopy (2.8, 3.6

and 4.8 mm).

We  performed 593 FBs, 138 (23%) for stridor; 63% in infants

younger than 1 year, 14% in children between 1 and 2 years, 17%

between 3 and 7 years and 6% in patients older than 8 years; 58%

were male. The most predominant form of stridor was  inspiratory

(78%). Diagnostic yield was 95%, i.e., 130 patients obtained diag-

nostic or therapeutic benefit, while 18 of those patients required

a repeat FB (12%). Most (81%) had underlying disease (Table 1).

Fiberoptic bronchoscopy findings are  summarized in  Table 1.  In

91% of cases we took a “wait and see” approach; 12 patients

(9%) needed surgical treatment (6 required tracheoplasty, 2 aor-
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topexy, 2 tracheostomy, 1 uvulectomy, and 1 laser ablation) and

2 patients with subglottic hemangioma received propanolol, with

good response. A total of 8% of the patients had mild, self-limiting

desaturations.

Stridor is  a  symptom which requires an etiological diagnosis1–3

based on clinical history, physical examination, and direct eval-

uation of the airway1 with fiberoptic bronchoscopy.1–4 This is

generally performed under spontaneous breathing, allowing an

anatomical and functional examination of the airways.2,3 Respi-

ratory pediatricians, ENT specialists, pediatric surgeons and/or

anesthetists must work closely together to maximize the benefit of

this procedure and ensure it is correctly performed. In our hospital,

FB is performed in collaboration with anesthetists, who generally

apply sevoflurane. In our opinion, the airway must be examined in

its entirety.

Like other authors, our case series showed that laryngoma-

lacia was  the most common finding in  infants with inspiratory

stridor,1–3 and this condition generally resolved with a  “wait and

see” approach, since laryngomalacia is  a result of immature laryn-

geal structures.2,3 The second most common disorder encountered

was subglottic stenosis (15%). This percentage was high, but in

our opinion there was  some element of bias, as our hospital is

the respiratory referral center for the south of Spain. Stridor can

be  caused by congenital or acquired diseases.2 The most common

type is biphasic stridor associated with varying degrees of clinical

airway obstruction.2 In our  group of patients, all, except 1, devel-

oped symptoms after intubation. Subglottic stenoses with Cotton

grades III and IV are treated by surgery, as was the case in  9% of

our patients. The most common technique used was tracheoplasty

with rib cartilage graft (5%).

In our opinion, FB is  the technique of choice in  the diagno-

sis  of airway disorders,4,5 as it is  safer and less aggressive than

rigid bronchoscopy.  We recommend that FB be performed in  any

child who  presents with stridor, since this symptom is generally

an indication of a banal disorder, but it can mask a  life-threatening

disease.1,3,5
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