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Clinically nonfunctioning pituitary
neuroendocrine tumor clinical features

Although NFMAs are benign in origin, mass effects may lead to serious clinical symptoms such as
visual disturbance, chronic headache, and hypopituitarism.

At the time of initial diagnosis, visual field defects are detected in 60–80% of NFMA patient 1) 2) 3).

Heterogeneous patterns of altered diurnal rhythmicity in skin temperature and melatonin secretion
parameters were observed in the majority of patients treated for NFMAs. On a group level, both NFMA
and craniopharyngioma patients showed a lower daytime proximal skin temperature than control
subjects, but other group averages were not significantly different. The observations suggest altered
function of central (or peripheral) clock machinery, possibly by disturbed entrainment or damage of
the hypothalamic SCN by the suprasellar macroadenoma or its treatment.

NFMA patients suffer from altered sleep-wake rhythmicity. Hydrocortisone dependency may explain
part of the decreased daytime functioning, but the independent influence of visual field defects (VFD)
and differences between Addison's disease (AD) and NFMA patients point towards a role for
dysfunction of the adjacent suprachiasmatic nucleus (SCN) 4).

Heterogeneous patterns of altered diurnal rhythmicity in skin temperature and melatonin secretion
parameters were observed in the majority of patients treated for NFMAs. On a group level, both NFMA
and craniopharyngioma patients showed a lower daytime proximal skin temperature than control
subjects, but other group averages were not significantly different. The observations suggest altered
function of central (or peripheral) clock machinery, possibly by disturbed entrainment or damage of
the hypothalamic SCN by the suprasellar macroadenoma or its treatment 5).

Spontaneous regression of tumor size was reported in 11% of patients with non-functioning pituitary
macroadenoma 6). Ischemia of tumor and pituitary apoplexy are some causes of decrease in tumor
size. In addition, lymphocytic hypophysitis should be considered in the differential diagnosis 7). They
do not produce any hormonal hypersecretion syndrome but rather present with symptoms and signs
related to the mass effect of the pituitary tumor such as headaches and visual disturbances, due to
mass effects, while others may be completely asymptomatic and be first detected on an imaging
study done for reasons other than pituitary symptoms or disease, and is known as pituitary
incidentaloma.

Somatotroph and Pituitary corticotroph adenomas typically cause clinical syndromes but occasionally
are clinically or totally silent.

Those that are silent are usually larger and grow more aggressively than those that cause clinical
syndromes. Silent adenomas may become, rarely, clinically apparent over time.

Visual disurbances

They may lead to blindness and causes visual impairment in 58% of cases and, more rarely, ocular
motor disorder. Patients are slow to become aware of their visual dysfunction, vision in one eye
compensating the deficit in the other. Assessment of visual function, comprising visual acuity and
visual field evaluation and fundus examination, should be performed regularly according to the
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severity of impairment. Optic nerve optical coherence tomography (OCT) can quantify optic atrophy
reproducibly, and is of prognostic value for postoperative visual recovery. Diplopia most often
involves decompensation of heterophoria, visual field fusion being hampered by the visual field
defect; such diplopia without ocular motor deficit is known as “hemifield slide”. Diplopia associated
with ocular motor palsy is caused by tumoral invasion of the cavernous sinus (IIIrd, IVth or VIth nerve
palsy); in large impairment, restricted eye movement is easily observed; milder palsies require neuro-
ophthalmologic assessment and/or Lancaster test. Pituitary apoplexy induces ocular motor
impairment in 70% of cases, strongly guiding diagnosis. Visual impairment is associated in 75% of
cases. The degree of neuro-ophthalmologic (visual and ocular motor) impairment is one of the main
criteria guiding treatment of pituitary apoplexy (conservative medical and/or surgical treatment) and
follow-up 8).
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