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Somatotropic pituitary adenoma is the most common etiology of 

acromegaly, most often detected at the macroadenoma stage. Some 

cases of acromegaly with normal pituitary magnetic resonance imaging 

(MRI) have been described in the literature, necessitating the search for 

an ectopic origin, which may also be normal; this is a rare entity whose 

management and follow-up are not codified. Exploratory pituitary 

surgery or medical treatment with somatostatin analogues, 

dopaminergic agonists, or growth hormone (GH) antagonists may be 

proposed as a treatment. We report a case of acromegaly with normal 

pituitary MRI and no identifiable ectopic secretion, in which we opted 

for medical treatment with somatostatin analogues to stabilise the 

disease and limit its complications, with active monitoring of biological 

and morphological parameters. 
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Introduction:- 
Acromegaly is a rare disorder, with an estimated prevalence of 5.9 per 100,000 and an incidence of 0.38 cases per 

100,000 per year [1]. It is secondary to chronic exposure to an endogenous excess of growth hormone (GH) and 

elevated levels of insulin-like growth factor 1 (IGF-1). In 98% of cases, it is associated with excessive, 

uncontrollable GH production by a pituitary adenoma [2]. These are usually pituitary macroadenomas (larger than 

10 mm) visible on magnetic resonance imaging (MRI) of the sellar region. Ectopic secretion of GH or GHRH 

(growth hormone-releasing hormone) accounts for less than 2% of cases [2]. Acromegaly with normal pituitary MRI 

and no identifiable ectopic lesion, as described in this article, is an even rarer entity, with only a dozen cases 

reported in the literature. 

 

Case Repport 

We report the case of a 55-year-old female patient who was referred to our endocrinology department by her 

primary care physician for a multiheteronodulargoiter,it was discovered during a cervical ultrasound performed for 

cervical discomfort and track change. Initial contact with the patient revealed a bulging forehead with protruding 

superciliary arches and enlarged hands. Her medical history included diabetes mellitus for 3 years on oral 

antidiabetic medication, well balanced, and hypertension on dual therapy, well controlled. She has been treated in 

rheumatology for osteoarthritis for 2 years and underwent right carpal tunnel surgery 1 year ago. The patient reports 

a change in her face, a positive ring sign, and a change in shoe size over the past few years. Based on this clinical 

picture, acromegaly was suspected. The patient's IGF-1 level was 1.9 times the normal range for her age, and the 

GH nadir was 0.9 µg/L (>0.2 µg/L) on the 75g oral glucose tolerance test (OGTT). These results confirmed the 

diagnosis of acromegaly (see Table 1). As part of the etiologic work-up, a 1.5 Tesla hypothalomo-hypophyseal MRI 

with Gadolinium injection was requested but was normal. It was repeated with diffusion, T1, T2, FLAIR, and 
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gradient echo sequences, and dynamic sequences, returned without abnormalities (see Figure 1 and Figure 2). Since 

no pituitary adenoma could be identified on MRI, an ectopic lesion was investigated with a thoraco-abdomino-

pelvic computed tomography (CT) scan, which was without abnormalities, and a GHRH assay, which was normal. 

The available treatment modalities were discussed with the patient and she opted for medical treatment with 

somatostatin analogues. The patient was then started on lanreotide 120 mg monthly injection. 

 

Discussion:- 

Acromegaly is a chronic disease with an insidious onset. The effects of excess IGF-1 on its target organs are 

responsible for the clinical manifestations and for the metabolic, respiratory, rheumatologic and cardiac 

complications [3]. A positive diagnosis is based on IGF-1 levels: a value greater than 1.3 times normal for the 

patient's age confirms acromegaly. For greater certainty, a GH inhibition test using orally induced hyperglycemia 

with 75 g of glucose may be useful (GH nadir > 0.4 µg/L if body mass index (BMI) < 25 kg/m
2
 and GH > 0.2 µg/L 

if BMI > 25 kg/m
2
) [4]. 

 

The most common etiology of acromegaly is GH hypersecretion by a pituitary adenoma. Given the delay in 

diagnosis of the disease, ranging from 4 to 10 years, adenomas are usually discovered at the macroadenoma stage 

and are well identified on pituitary MRI [5]. Other causes of acromegaly are rare, accounting for less than 2% of 

cases [2]. We distinguish between ectopic GH-secreting pituitary adenomas, ectopic GH secretion by a 

neuroendocrine tumor, which is extremely rare, hypothalamic tumors, GHRH-secreting sellargangliocytomas, and 

the most common type of ectopic acromegaly, which is due to GHRH-secreting neuroendocrine tumors, in which 

case MRI may show pituitary hyperplasia secondary to GHRH hypersecretion [6]. 

 

Acromegaly with normal pituitary MRI is a very rare situation that requires a search for ectopic GH or GHRH 

secretion. In our case, pituitary MRI was performed at 1.5 Tesla using three-plane slices with diffusion, T1, T2, 

FLAIR, and gradient echo sequences, supplemented by dynamic MRI sequences. No pituitary adenoma was found 

and the search for ectopic secretion was negative. In the literature, only five publications have reported similar cases 

of acromegaly with normal MRI and no evidence of an ectopic lesion. Doppman [7] reported 3 cases in 1990, Daud 

[8] reported one case in 2009, a series of 6 cases was reported by Lonser [5] in 2010 and another case by 

Khandelwal [9] in 2011, all of these patients benefited from exploratory surgery of the sellar region, which in all 

cases objectified a pituitary microadenoma, varying in size from 5 to 9 mm. On the other hand, Ong [10] also 

reported the case of a 76-year-old patient diagnosed as acromegalic with normal pituitary MRI and no 

individualisable ectopic lesion, who was treated with medical therapy, initially with octreotide 20 mg alone, in one 

injection per month, then combined with cabergoline at a dose of 4 mg per week, with a good biological response 

and normalization of IGF-1 levels. 

 

In typical forms of acromegaly, trans-sphenoidal surgery is the first-line treatment [11]. It is the only treatment that 

can achieve complete remission of the disease [12]. However, even in reference centers, success rates are highly 

dependent on the size of the adenoma and the degree of invasion. In the series by Cecilia et al (n=548), the success 

rate of the first surgery reached 91.5% in microadenomas, versus 82% in noninvasivemacroadenomas. However, the 

results were significantly worse in the group of patients with invasive macroadenomas [13]. Regarding medical 

treatment, somatostatin analogues have a track record of more than 30 years in the medical management of 

acromegaly [14]. First-generation long-acting analogues (octreotide and lanreotide) are recommended as first-line 

therapy when surgery is not the treatment of choice (contraindication, patient refusal, etc.) [15]. Biological remission 

with normalization of IGF-1 levels can be achieved in 55-70% of patients on octreotide [16]. With lanreotide, IGF-1 

normalization rates can reach 45.5% after 12 months of treatment and up to 55.6% after 24 months of treatment, 

with better long-term clinical tolerability [17]. In the PRIMARYS study, the control rate was slightly higher, with a 

remission rate of 54% at 12 months and 68% at 48 months [18]. In addition to its anti-secretory effect, lanreotide 

also has a significant anti-tumor effect, which can reach 50% [12]. If somatostatin analogues alone do not achieve 

the desired result, treatment can be combined with dopaminergic agonists (cabergoline) or a GH receptor antagonist 

(pegvisomant) [11]. 

 

Cabergoline can be used as monotherapy for the medical treatment of acromegaly. Normalisation of IGF-1 levels 

with cabergoline has been reported in one third of patients [19]. IGF-1 levels at 1.5 times the normal range before 

initiation of cabergoline are a good predictor of remission [19]. For pegvisomant, a multicenter cohort 

"ACROSTUDY" (n=2221) showed an improvement in IGF-1 levels in 53.7% of patients during the first year of 
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treatment, increasing to 75.4% over 10 years of treatment, at the expense of an endocranial response with 7.1% 

tumor volume increase and 71.1% stabilisation [20]. 

 

In our patient's case, the treatment options were either transsphenoidal exploratory surgery or medical management, 

with close monitoring, to detect the appearance of a pituitary adenoma. When the patient refused surgery, we chose 

medical treatment. The choice between somatostatin analogues and pegvisomant was based on several parameters: 

antisecretory efficacy, tolerability of treatment, and accessibility of treatment in our country. In fact, given the 

unavailability of pegvisomant in Morocco, the need to take it daily, and the frequency of its side effects, especially 

hepatic [20], our choice was more oriented towards lanreotide 120 mg injected once a month. Our proposed 

monitoring method is IGF-1 monitoring every 3 months for the first 6 months of treatment, then biannually. There 

are no specific recommendations for monitoring acromegaly with negative imaging. Good control of the disease is 

generally defined by normalisation of IGF-1 levels, preferably in the upper half of the normal range for the age 

group [4]. Testing should be scheduled 3 months after treatment initiation and within one week of the next injection 

[4].  In addition, the expected IGF-1 target in our patient's case is 55 to 234 ng/mL.  Regarding imaging, we suggest 

imaging at 6 months, then at 1 year, and later depending on the results. 

 

Conclusion:- 
At the time of diagnosis of acromegaly, a pituitary macroadenoma is often objectified by pituitary MRI, while the 

absence of visualisation of an adenoma should prompt a search for ectopic secretion of GH or GHRH. In cases 

where all these investigations are normal, as in our patient, this leads to the diagnosis of acromegaly with negative 

imaging, whose management is not codified. Medical treatment with somatostatin analogues, cabergoline or GH 

receptor antagonists may then be warranted. The goal of these treatments is to stabilise the disease and its 

complications. 

 

Table 1:-Results of GH inhibition test with 75g glucose OGTT. 

Time (min) GH levels (µg/L) 

T0 1.436 

T30 1.205 

T60 0.929 

T90 1.090 

T120 1.063 

T150 1.438 

T180 1.968 

 

 
Figure 1:- T1-weighted coronal section before and after injection of Gadolinium. 
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Figure 2:- T1- and T2-weighted sagittal section. 
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