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case. It is important to stress that the first lung function tests were
carried out less than a month before surgery and that the patient
regained weight after the surgical intervention. Another aspect to
be mentioned is that our laboratory uses the ERS Quanjer 1993
lung function reference values® which were validated to patients
with a minimum height of 154 cm tall. Since our patient height
is only 141 cm tall, her measured values as percent of predicted
are globally overestimated and we should focus on the absolute
volumes.

This case demonstrates the benefit of surgical reduction of this
type of hernia, even in cases of chronic respiratory failure and addi-
tional causes for increased surgical risk.

References

1. Gedik E, Tuncer MC, Onat S, Avc Al, Tacy III, Bac B. A review of Morgagni and
Bochdalek hernias in adults. Folia Morphol (Warsz). 2011;70:5-12.

2. Arora S, Haji a, Ng P. Adult Morgagni hernia: the need for clinical awareness, early
diagnosis and prompt surgical intervention. Ann R Coll Surg Engl. 2008;90:694-5.

3. Loong TPF, Kocher HM. Clinical presentation and operative repair of hernia of
Morgagni. Postgrad Med J. 2005;81:41-4.

4. Bianchi E, Mancini P, De Vito S, Pompili E, Taurone S, Guerrisi I, et al. Congenital
asymptomatic diaphragmatic hernias in adults: a case series. ] Med Case Rep.
2013;7:125.

5. Tone K, Kiryu I, Yoshida M, Tsuboi K, Takagi M, Kuwano K. Morgagni hernia
with respiratory failure aggravated by noninvasive positive pressure ventila-
tion: a case report and overview of the literature. Respir Investig. 2014;52:
203-8.

6. Pfannschmidt ], Hoffmann H, Dienemann H. Morgagni hernia in adults: results in
7 patients. Scand ] Surg. 2004;93:77-81.

7. Mariela Mirambeaux Villalona R, Barrios Barreto D, Mayoralas Alises S, Diaz-
Lobato S. Annals of nursing and practice respiratory failure secondary to
long-standing diaphragmatic hernia corrected with noninvasive ventilation. Ann
Nurs Pr. 2015;2:2-4.

8. Quanjer P, Tasmmeling G, Cotes ], Pedersen O, Peslin R, Jernault J-C. Lung vol-
umes and forced ventilatory flows Report Working Party. Standardization of lung
function tests. Eur Respir J. 1993;6:5-40.

Patricia Dionisio,* Susana Moreira, Rita Pinto Basto, Paula Pinto
Pulmonology Department, Centro Hospitalar Lisboa Norte, Portugal

*Corresponding author.
E-mail address: patriciadionisiol@gmail.com (P. Dionisio).

1579-2129/
© 2017 SEPAR. Published by Elsevier Espaiia, S.L.U. All rights reserved.

Thiamazole-Induced Agranulocytosis Leading @ .
to Abscessus Pneumonia-Rare, But Challenging Crosshar
Agranulocitosis inducida por tiamazol que lleva a absceso
pumonar. Un reto infrecuente

Dear Editor,

The antithyroid agents (carbimazole, methimazole, thiamazole,
propylthiouracil and benzylthiouracile) are the drug class that
is associated with a high risk of agranulocytosis. Isolated severe
neutropenia or agranulocytosis, defined as an absolute neutrophil
count of less than 0.5 x 10°/L occurring in a subject treated with
antithyroid agents should be considered as a drug-induced agran-
ulocytosis, until proven otherwise. Agranulocytosis is rare and
may develop in 0.2-0.5% patients using antithyroid drug therapy.’
The clinical evidence of infectious complications associated with
antithyroid-drug-induced (ATD) agranulocytosis is usually symp-
tomatology in fever (92%) and sore throat (85%), pharyngitis (46%),

acute tonsillitis (38%), pneumonia (15%) and urinary tract infection
(8%).2

A61-year-old, Caucasian female was admitted to the emergency
department with complaints with fever up to 39 °C, chills and cough
and general weaknesses which started a day after discharge from
other hospital (hematology department) where she was treated
for gastric pain and neutropenia (leukocyte was 1.2 x 10°/L, neu-
trophils 0.03 x 109/L) induced by thiamazole. She was afebrile.
Chest X ray was normal. She recovered successfully after 10th days
with granulocyte colony-stimulating factor and discharged from
hospital. Previously, she has been with hyperthyroidism for 21
years, six month ago before hospital admission her therapy was
changed to thiamazole.

On admission to our hospital, her vital signs were within nor-
mal limits, except for a temperature of 38.8 °C and respiratory rate
22/min. Physical examination revealed atonic bilateral equal air
entry with no added rhonchi or wheezing. Cardiovascular and neu-
rological examinations revealed no abnormalities. The abdomen
was soft and non-tender, without palpable visceromegaly.

Fig. 1. Chest X ray showing abscessus pneumonia (A); HRCT demonstrated extensive pulmonary abscessus over both the lungs (B).
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Her initial chest X-ray showed a multifocal abscessing pneumo-
nia (Fig. 1A). CT was immediately performed which confirmed
multifocal abscessus in lungs (Fig. 1B). Admission labs revealed
hemoglobin 12.5 gm/dL, white count 8.8 x 10%/L, neutrophil
5.59 x 109, platelets count 197 x 10°/L. Her serum sodium levels
were 138 mEq/dL, and the blood urea nitrogen (BUN) and creati-
nine values were 20 mg/dL and 0.9 mg/dL respectively. C reactive
protein (CRP) was 252 ng/ml, while procalcitonin was 78.7 pg/L.
Arterial blood gas showed a pH of 7.30 and PaO-, of 60 mmHg, PCO,
46 mmHg, Sa0, 90%.

Initially, the patient was started empirically with broad-
spectrum antibiotics: Vancomycin 1g/12 h, Amikacin 1g/12 g and
Orvagyl 500 mg/8 h. Blood culture, throat culture, blood fungal cul-
ture, acid-fast bacillus blood culture, and urine culture were all
negative. Despite antibiotics therapy, patient was febrile up to
38°C,and in the absence of adequate laboratory as well as radiolog-
ically answer, therapy was changed into Meropenem 1g/12 h and
Orvagyl 500 mg/8 h. On third day, patient was afebrile and feeling
better. Her CRP was 9.7 ng/ml, white count 11.2 x 10%/L, platelets
210 x 10%/L. During the following days, the patient’s condition, and
laboratory parameters improved in parallel with the neutrophil
count. She received above mentioned therapy for fourteen days
after she was discharged in good condition and radiological finding.
She was released from the hospital with recommended Propy-
Ithiouracil 50 mg twice daily. She was regularly checked up by
endocrinologist and pulmonologist with no relapse of disease.

Antithyroid drugs, especially thioamides—including propylth-
iouracil, methimazole and carbimazole—have adverse hematolog-
ical effects, ranging from mild leukopenia to agranulocytosis and
aplastic anemia. Agranulocytosis, defined as a marked decrease in
the number of granulocytes, frequently <500/pL, is a rare compli-
cation. Fever and sore throat are common symptoms of antithyroid
drug induced agranulocytosis.® Patients with an absolute neu-
trophil count <100/uiL tend to have a greater risk of infectious
and fatal complications than do patients with a neutrophil count
>100/pL. The mortality rate is greater in patients aged >65 years
than in those aged <65 years.*

The lungs are the most common organ to be infected in febrile
neutropenic patients. The chest radiograph is the standard initial
investigation to look for pulmonary changes, but its sensitivity has
been shown to be very low. High resolution computed tomography
(HRCT) chest can detect the abnormality with a high degree of accu-
racy, as well as differentiate between different types of infections.”
It is extremely useful in early detection or exclusion of a focus of
infection and characterization of the focus. Exact etiological diag-
nosis is not possible in most of the cases, but identification of
broad category of infective causes itself is very important for the

appropriate therapy. Previous studies have proven that the most
common cause of febrile condition is Pseudomonas aeruginosa.’
Our case was different from previous described in literature, in its
beginning, but similar in good prognosis after granulocyte colony-
stimulating factor and empirical antibiotic therapy. However, the
recovery time in our cases was slightly longer than in previous cases
(14 vs. 6.8 days).% Nowadays, more people are undergoing surgical
treatment as a permanent solution.”

In conclusion, ATD-induced agranulocytosis is rare, but the
severity of this possibly life-threatening condition means its man-
agement is essential to a good prognosis. Our case suggests
that patients with antithyroid drug-induced agranulocytosis who
present with severe infections should be treated empirically with
broad-spectrum antibiotics with antipseudomonal activity.

Alternative way in patients with hyperthyroidisms is surgery
or radioactive iodine which seem to be effective options to restore
an euthyroid state. In fact, radioactive iodine was demonstrated
as a successful option, with 88.8% of patients experiencing euthy-
roidism after treatment.
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To the Editor,
Lung cancer is the leading cause of cancer death worldwide

among both men and women, accounting for 1.6 million deaths

* Please cite this article as: Fernandez-Bussy S, Pires Y, Labarca G, Vial MR.
Expresion de PD-L1 en muestras de cancer pulmonar no microcitico obtenidas por
EBUS-TBNA. Arch Bronconeumol. 2018;54:290-292.

annually. In Chile, it is the second leading cause of death due to
cancer."? Non-small cell lung cancer (NSCLC) accounts for 85% of
lung cancers; unfortunately, up to 80% of cases are diagnosed in
advanced stages, requiring systemic therapy.® In recent decades,
significant advances have been made in the treatment of these
patients, with the development of therapies aimed at specific muta-
tions of the tumor cells (targeted therapies) and more recently with
immunotherapy.

Among the most widely used immunotherapies are monoclonal
antibodies against PD-1 or PD-L1. Their action is based on the ability
of some tumors to evade the immune system through the expres-
sion of PD-L1, a ligand for a protein called PD-1 (programmed cell
death protein 1). When PD-1 and PD-L1 bind, T cell activation is
inhibited, thus blocking the normal immune response to tumor
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