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Abstract

carcinoid tumour.

tumour and tumourlets.

Diffuse idiopathic pulmonary neuroendocrine cell hyperplasia (DIPNECH) is considered a rare syndrome and
knowledge of its pathophysiology is scarce. Classified as pre-neoplastic lesion of carcinoid tumours currently there
are many questions regarding the best approach to follow-up and treatment this patients. Mainly affects females, there
is no apparent relationship to smoking habit and is often confused with obstructive airway disease. The diagnosis is
histological and sometimes can be observed simultaneously a triple pattern consisting of DIPNECH, tumourlets and

We report the case of a 35-years-old woman, non-smoker with DIPNECH in association with typical carcinoid
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Introduction

Diffuse idiopathic pulmonary neuroendocrine cell hyperplasia
(DIPNECH) is considered a rare syndrome that affects the bronchial
tree and is often confused with chronic obstructive pulmonary disease
[1,2]. The spectrum of disease ranges between the foci of hyperplasia
less than 5 mm without involvement of the basal membrane that are
designate tumourlets and those who have more than 5 mm longer and
invade the basement membrane designate carcinoid tumours [1]. The
diagnosis is histological and it is believed that the triple component
simultaneously (DIPNECH, tumourlets and carcinoid tumour) may be
underdiagnosed [2].

Case History

A 35-year-old woman with a history of rhinitis, no smoking and
no history of allergies was initially treated with nasal fluticasone and
levocetirizine. Family history and socio-professional history were
without clinical relevance. Referenced to the Pulmology service by her
general doctor with complaints of daily cough with sputum with 3 years
of evolution with a worsening at the last 3 months and associated with
dyspnoea with physical activities. The pulmonary function tests showed
decreased of forced expiratory flow at 75% and an IgE: 29 and negative
Phadiatop with negative skin sensitivity tests. The chest radiograph
was normal. The report of the first chest computed tomography (CT)
revealed only slight left pleural thickening (this time the images
were not displayed). The therapy was optimized with montelukast,
nasal budesonide and salbutamol in SOS and there was observed an
improvement in dyspnea but maintain a dry irritating cough. In follow-
up visit after 2 years there was a history of weight loss about 10 kg in
8 months and it was decided to repeat chest CT that revealed in the
right lower lobe two small nodular hyperdense solid formations, one
with 5 mm and another with 2 mm and in the lower left lobe a solid
hyperdense nodular lesion with 18 mm and well-defined contours.
Physical exam and blood tests were normal (Figure 1). A bronchoscopy
was performed and revealed no alterations. The case was discussed
at a multidisciplinary meeting and was decided to do a PET-68Gs-
SRP that revealed faint fixing 68Ga-DOTANOC in the lung injury
already known located in the posterior part of the inferior left lung
(carcinoid tumour with low expression of somatostatin receptors 2, 3
or 5). A left lower lobectomy to get histological and surgical treatment
was performed and the pathology report revealed a neuroendocrine
tumour, morphologically without necrosis or mitosis and histological

Figure 1: Chest CT showing on the right lower lobe two small nodular
formations, one with 5 mm and another with 2 mm with well-defined lines and
in the lower left lobe a solid hyperdense nodule with 18 mm and well-defined
contours.

corresponding to a typical carcinoid tumour with multiple foci of
endocrine cell hyperplasia and tumourlets.

Discussion

The DIPNECH was first described in 1950 but only in 1999 was
considered by the World Health Organization (WHO) as a preneoplastic
carcinoid syndrome [3-5]. There are few cases described in the literature
and little is known about the etiology, treatment and follow-up of this
disease that appears to have a good prognosis [2,4].

The spectrum of the disease is highly variable and diagnosis is often
confused with obstructive lung disease. The DIPNECH is considered
precursor of tumourlets and typical and /or atypical carcinoid [6,7].

Previous studies report that about two thirds of patients with
carcinoid tumors have hyperplasia of neuroendocrine cells and it is
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thought that this occurs almost always in the context of fibrosis and/
or airway inflammation. When these foci of hyperplasia reach the
basement membrane and are less that 5 mm are designate tumourlets
and may be localized or diffuse when reach more than 5 mm in
diameter shall be termed carcinoid tumour. However the three entities
DIPNECH, tumourlets and carcinoid tumour (typical or atypical) may
coincide simultaneously more localized or diffuse in the bronchial tree.

In the most published cases the profile of patients is similar: high
prevalence of females (95%), with ages ranging between 30 to 75 years,
with no relationship to smoking and the most frequent complaints
are dry and irritative cough associated with dyspnoea however
asymptomatic patients were also report [2,7]. The cause of higher
prevalence of the syndrome in females remains a big question but
one hypothesis is that there may be a hormonal basis of the disease
pathogenesis. Spirometry test usually confirm an airway obstruction
that can range from mild to severe and this is why this syndrome
is often easily confused with obstructive disease in spite of some
patients showing evidence of normal respiratory function. The gold
standard definitive diagnosis is made by histological evaluating of the
lung tissue usually obtained by surgical resection [7-9]. In a recent
study it was proposed clinical diagnostic criteria for DIPNECH that
incorporate demographic, pulmonary physiology, HRCT imaging, and
transbronchial and surgical lung biopsy data, but additional research is
needed to validate this criteria [10].

The syndrome appears to have a benign course with most of the
series demonstrate a survival rate at 5 years of 80-90%. However
given the potential of transformation into malignant lesion the main
questions are related to the monitoring and treatment of these patients
[2,7-9].

Knowing that the focal neuroendocrine hyperplasia cells and
tumourlets have the potential to produce new carcinoid tumours the
first major issue is related with the follow-up of these patients often
asymptomatic and relatively young. In our case we have chosen to
follow the patient by chest CT which revealed that small nodules of
the right lower lobe (2 mm and 5 mm) were radiologically stable and
although we cannot affirm that they correspond to tumourlets this
hypothesis cannot be excluded in spite of the definitive diagnosis being
confirmed only by histology. The PET-Dotanoc has more costs however
in the near future it could be the method of choice for follow-up this
patients because it has greater sensitivity than CT combined with a
lower iatrogenic damage with radiation [11].

Major challenges relate to the treatment of DIPNECH are still need
answers. What to do? Keep only clinical and radiological monitoring?
Chose another type of therapy since these patients have pre-neoplastic
lesions? Some studies have evaluated the possibility of using short
courses of corticosteroids, others chose to use somatostatin analogues,
other prefer short cycles of chemotherapy and the majority choose
monitoring only. Many of these works are still being performed at
the present and the results are still inconclusive. In DIPNECH area at
the present we have more questions than answers but this syndrome
is being recognized and diagnosed with more frequency and surely
will be possible to better understand the etiology, the best method to
monitor disease progression and offer the most appropriate treatment

to improve the prognosis and life quality of patients.
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