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Abstract
Pituitary apoplexy is characterized by abrupt onset of haemorrhage or non-haemorrhagic infarction of a pituitary adenoma.
The clinical features include acute onset severe headache, visual field defects, meningeal irritation, ophthalmoplegia and
hypopituitarism. The pituitary apoplexy may be clinically silent in ∼25% of patients. We report a case of acromegaly due to
pituitarymacroadenoma. The patientwas started on long-acting octreotide therapy. On 3-month follow-up, the patient showed
clinical and biochemical remission and the magnetic resonance imaging (MRI) of the brain showed subclinical haemorrhage
and resolution of tumour. The octreotide therapywas stopped. On 6-month follow-up, the patientwas still in remission and the
MRI of brain revealed non-enhancing mixed intensities haemorrhagic and cystic areas of the pituitary gland. In our patient,
whether spontaneous remission of acromegaly due to subclinical pituitary haemorrhagewas coincidental or due to long-acting
octreotide therapy is still a dilemma. We report this case because of rarity and clinical importance of this unusual occurrence.

INTRODUCTION
Pituitary apoplexy is a life-threatening complication of pituitary
adenoma. Risk factors for pituitary apoplexy are hypertension,
diabetes mellitus, acute hypovolemic shock, major surgery,
pregnancy, dynamic hormone testing, anticoagulant use and
dopamine agonist therapy for prolactinoma [1]. The octreotide
therapy in growth hormone (GH)-secreting adenoma is currently
indicated for postoperative hormone hypersecretion or refusal of
surgery. The use of somatostatin receptor ligand octreotide can
cause tumour shrinkage and biochemical remission in patients
with acromegaly. Pituitary apoplexy may be a rare complication

of long-acting octreotide therapy. Our case highlights the rarity
and clinical importance of this unusual occurrence.

CASE REPORT
An 18-year-old boy had a history of coarse facies, enlargement of
hands and feet for 1 year. He presentedwith severe headache, re-
current vomiting and blurring of vision for 5 days in the emer-
gency department. The blood pressure was 126/54 mmHg. The
general physical examination showed prominent frontal ridges,
large fleshy lips, large hands and feet. The fundus examination
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showed bilateral papilledema. Perimetry examination revealed
visual field constriction in both eyes suggestive of bitemporal
hemianopia. Rest of the examinations were normal.

Haemogram and biochemical parameters including electro-
lytes were normal. The hormone profile study showed hyper-
somatotropism with secondary hypopituitarism (Table 1). The
magnetic resonance imaging (MRI) of brain showed sellar mass
(3.2 × 3.0 × 3.2 cm) which extended to suprasellar area and
compressed bilateral optic nerve and optic chiasma (Fig. 1). The
patient was diagnosed as acromegaly due to pituitary macroade-
noma. He was started on levothyroxine, steroid and subcutane-
ous octreotide (100 µg thrice a day). Within a week, the patient
had significant improvement in headache and visual blurring.
Transsphenoidal surgical removal of the macroadenoma was
planned but unfortunately the patient did not give consent for
surgery. Predicted response to somatostatin analogue therapy
was expected to be small due to the patient’s age, gender and in-
vasive character of the large macroadenoma. However, the pa-
tient showed remarkable improvements in symptoms following
subcutaneous octreotide injections and was therefore started
on intramuscular long-acting octreotide 20 mg once monthly.

After 3 months of octreotide [long-acting release (LAR) depot]
therapy, the patient had normal visual field and complete reso-
lution of soft tissue changes. Insulin-like growth factor-1 (IGF-1)
and GH were 140 and 0.06 ng/ml after glucose load, respectively.
The MRI of the brain revealed non-enhancing mixed intensities
haemorrhagic and cystic areas of the pituitary gland, which
was suggested to be subclinical pituitary apoplexy (Fig. 2). The
octreotide LAR injection was stopped. On 6-month follow-up,
after 3 months of stopping octreotide therapy, his hormone
profile showed normal IGF-1 level and suppressed GH level
after glucose load suggestive of biochemical remission (Table 1).
The MRI of the brain shows non-enhancing mixed intensities
cystic areas in the pituitary gland. On 2-year follow-up, the pa-
tient is symptoms free on levothyroxine (75 µg) and prednisolone
(5 mg) once daily.

DISCUSSION
Pituitary apoplexy is characterized by abrupt onset of haemor-
rhage or non-haemorrhagic infarction of a pituitary adenoma
[1, 2]. It may cause life-threatening pituitary dysfunction.
The other clinical features include severe headache, visual
field defects, meningeal irritation and ophthalmoplegia though
it can be clinically silent too. Risk factors for pituitary apoplexy

are hypertension, diabetes mellitus, acute hypovolemic shock,
major surgery, pregnancy, dynamichormone testing, anticoagulant
use and dopamine agonist therapy. The spontaneous remission
of acromegaly following pituitary apoplexy has been previously
reported, but incidence of apoplexy following octreotide therapy
is very rare [3, 4]. Three cases of pituitary apoplexy with long-act-
ing octreotide therapy in pituitary acromegaly have been re-
ported. However, contrary to our case, all those three patients
had predisposing risk factors for apoplexy [5–7]. One patient
was on bromocriptine therapy, which was a risk factor for apo-
plexy in prolactinoma. Another patient had severe hypertension
and presented with pituitary apoplexy after a single injection of
long-acting octreotide. The third case was mentioned in series
of acromegaly, but no details were available. Bakiri et al. [8] re-
ported four cases of pituitary apoplexyassociatedwith lanreotide
autogel preparation. Also, in their case series, all four patients
had associated risk factors for apoplexy. Two patients had severe
hypertension, one was on anticoagulant and one had deep
venous thrombosis before the initiation of lanreotide autogel
therapy.

The hypotheses regarding the pathophysiology of pituitary
apoplexy may be explained by various mechanisms. The rapidly
growing pituitary adenoma can outstrip its blood supply and lead
to vascular compromise and infarction. Another theory suggests
that growing tumour may cause angiogenesis and formation of
fragile blood vessels, which leads to haemorrhage. The expand-
ing tumour mass may compress the pituitary infundibulum
and compromise the blood flow from the portal vessels, resulting
in necrosis of the entire gland with haemorrhage as a conse-
quence. The dopamine agonist therapy has been postulated to

Table 1: Hormonal profile at start and stopping of octreotide therapy

Hormone profile At the time
of therapy

After stopping
therapy

T3 (ng/dl) 115 104
T4 (µg/dl) 3.54 9.36
Thyroid stimulating hormone (µIU/ml) 0.19 0.242
Basal cortisol (µg/dl) 3.64
Prolactin (ng/ml) 30 15.5
Luteinizing hormone (mIU/ml) 1.2 4.2
Testosterone (ng/dl) 389 620
IGF-1 (ng/ml) 1890 138
Basal GH (ng/ml) 31.6
GH suppression test (ng/ml) 8.8 <0.05

TSH: Thyroid stimulating hormone, LH: Luteinizing hormone, IGF-1: Insulin-like

growth factor-1, GH: Growth hormone.

Figure 1: MRI of the brain shows 3.2 × 3.0 × 3.2 cm sellar mass (pituitary

macroadenoma) with suprasellar extension, compression of the bilateral optic

nerve and optic chiasma.
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cause pituitary apoplexy by a rapid decrease in tumour size and
inhibition of angiogenesis, which results in necrosis and haem-
orrhagic transformation of prolactinoma in patients who are al-
ready at risk for haemorrhagic transformation. Our patient did
not have any associated risk factors for pituitary apoplexy. He de-
veloped subclinical apoplexy following octreotide therapy, which
may point towards a role of octreotide in the sequence of events.
In our patient, rapid normalization of IGF-1 level and marked
decrease in tumour size may have lead to the development of
pituitary apoplexy though large retrospective cohort studies are
needed to support this assumption. Whether pituitary apoplexy
was purely coincidental or result of long-acting octreotide ther-
apy leading to rapid tumour shrinkage and decreased angiogen-
esis is a subject of debate. But, from the clinical correlation of
events in our patient, it seems that apoplexy and remission of
the hypersomatotrophic statewere a result of octreotide therapy.
This may probably be a rare side effect of somatostatin analogue
therapy. About 5–7% of patients on lanreotide treatment have
had pituitary apoplexy and the incidence of the same on octreo-
tide therapy is not known. Hence, patients on octreotide therapy
need close clinical, biochemical and radiological monitoring, es-
pecially those with risk factors.

To conclude, somatostatin receptor ligand (octreotide) can
cause tumour shrinkage, clinical and biochemical remission in
patients with acromegaly. One of the rare complications of oc-
treotide therapy can be pituitary apoplexy. Rapid normalization
of IGF-1 and marked reduction in tumour size are postulated to
be cause of pituitary apoplexy in our case. Our case highlights

the importance of this rare side effect of octreotide therapy in
acromegalic patients.
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Figure 2:MRI of the brain shows non-enhancing mixed intensities haemorrhagic

and cystic areas in the pituitary gland.
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