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Abstract

Case Report |

Silent somatotropic adenomas are pituitary adenomas with immunohistochemical expression of growth hormone (GH),
but without clinical signs of acromegaly, and for which GH and insulin-like growth factor-1 (IGF1) levels are normal
or slightly increased. For these adenomas, only histopathological examination reveals positive immunostaining for
GH. However, their exact frequency is not known. We report the case of a patient who showed no signs of acromegaly
with normal IgF1 levels and in whom only the anatomopathological study allowed the postoperative diagnosis of silent

somatotropic adenoma.
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INTRODUCTION

Somatotroph adenomas are pituitary tumors
with clinical and biochemical signs of hypersecretion of
GH, confirmed by the immunohistochemical study,
these adenomas are often identified because of the
clinical consequences that they generate. Their
diagnosis is generally suspected in the clinical aspect of
the patient and is confirmed by the high dosage of GH
and IGF1. Occasional cases of subclinical adenomas
have been described in the literature. For these
adenomas, only histopathological examination reveals
positive immunostaining for GH. However, their exact
frequency is not known [1].

A recent publication categorized somatotropic
adenomas into four categories based on the presence or
absence of acromegaly and plasma levels of IGF-1:
classical (obvious acromegaly and high IGF-1), subtle
(subtle acromegaly and IGF -1 high), clinically silent
(no acromegaly, but high IGF-1) and silent (no
acromegaly and normal IGF-1 level) [2]. The authors
pointed out that one-third of GH adenomas are
clinically non-functional and that plasma IGF-1 levels
are slightly higher in almost all cases.

Very few studies have analyzed the
characteristics of silent somatotropic adenoma with
normal plasma levels of GH and IGF-1. However, it
appears that compared to tumors associated with
acromegaly, silent somatotropic adenomas are larger,
more invasive and less differentiated, with different

histological characteristics (poorly granulated) [3-6].
Some silent tumors with GH-prolactin are aggressive,
with multiple recurrence and resistance to treatment [7].

We report the case of a patient with pituitary
adenoma that has immunohistochemical expression of
GH, but without clinical signs of acromegaly, and with
normal IGF1 levels.

OBSERVATION

This is patient A.B, 56 years old, with no
particular pathological history apart chronic cigarette
smoking, admitted in our training for postoperative
evaluation of a pituitary adenoma.

At anamnesis the onset of symptomatology
seems to go back to 12 years by the installation of a
decrease in visual acuity without notion of headache.
The clinical examination notes the absence of
acromegaloid features. A cerebral MRI was performed
showing an intra and supra-sellar tumoral process
compressing the optic chiasma leading first to a
pituitary adenoma measured at 45 x 33. The patient was
operated and the gesture consisted in a macroscopic
removal of the tumor. Pathological study: Aspect of a
pituitary adenoma with the immunohistochemical
study: expression of the anti GH receptors antibody.

A postoperative hormonal assessment was
made showing anterior pituitary insufficiency with a
normal IgFl level with pituitary MRI control:
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persistence of a 2.6 cm tumor residue. The patient was
referred for surgical revision.

DiscussioN
Somatotropic pituitary adenomas are benign
tumors developed at the expense of the pituitary and,
depending on their size and their functionality may be
responsible for three major types of signs:
e A pituitary tumoral syndrome, revealed by visual
disturbances or headaches.
e Acromegaly secondary to hypersecretion of growth
hormone;

Or a syndrome of anterior pituitary
insufficiency, generally covering all the pituitary
hormones (panhypopituitarism).

Of course, these three major pathological
frameworks are not mutually exclusive; they are even
often associated [8]. In our patient, the pituitary
adenoma was discovered in a context of visual
disturbances. In some cases, hormonal evaluation may
show elevated levels of GH and/or IGF-1, with no
evidence of acromegaly [9,10]. In these cases, the first
treatment option may be medical treatment with
somatostatin analogues or surgery, depending on the
clinical setting. In other cases, hormonal evaluation
may show normal or slightly elevated levels of GH and
/ or IGF-1, without the presence of acromegaly, as in
our case. In this situation, surgery is the first treatment
option, mainly because these tumors are often bulky
and invasive [7]. In addition, there are no data on the
use of somatuline for the treatment of silent GH
pituitary tumors. In most cases, tumor resection is
subtotal, especially when the cavernous sinus is
invaded. Several surgeries are necessary or
complementary therapies are needed such as
radiotherapy. Unfortunately, radiotherapy is associated
with a risk of side effects [11]. In our case, the patient
had a macroadenoma operated with a tumor residue
requiring a second surgery.

Indeed, in case of acromegaly, the response to
somatostatin analogues (SA) depends largely on the
expression of the somatostatin receptor (SSTR), in
particular SSTR2A and SSTR5 [12]. For silent GH
tumors, a first therapeutic option is surgery. If surgical
resection is not complete, additional therapy is required,
including medical treatment or radiation therapy. No
data is available to choose the optimal treatment for
these tumors. Knowledge of positive immunostaining
for the level of GH and SSTR expression in silent GH
adenoma could guide management for patients with
persistent disease after surgery [13].

CONCLUSION

The relative frequency of silent somatotropic
adenomas is unknown. [14]. In such a context,
preoperative determination of IGF1 and systematic

immunohistochemistry can detect this entity, correct
preoperative  diagnosis and ensure appropriate
monitoring.
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