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file and hepatic biochemistry within normal range. 
Diazepam and physiotherapy were ineffective. The 
above clinical and laboratory findings raised suspicion 
of chronic hypocortisolism and an endocrinological 
evaluation was requested. He reported no family 
or personal history of autoimmune diseases. There 
was no hyperpigmentation of the skin nor symptoms 
and/or signs of hypogonadism.

Thyroid function was normal [3,5,3’-triiodothyro-
nine (T3): 1.29 (1.08-2.93 nmol/L), thyroxine (T4): 
79.79 (57.92-140.28 nmol/L), thyroid stimulating 
hormone (TSH): 2.20 (0.4-4 mU/L); anti-thyroid per-
oxidase antibody (anti-TPO) and anti-thyroglobulin 
antibody (anti-TG) antibodies were negative; basal 
levels of ACTH were low: 0.44 (2.20-11.44 pmol/L)]. 
Cortisol (F) levels after 0.25mg tetracosactide depot 
given intramuscularly (Synacthen test) were normal; 
basal value: 402.76 (137.9-689.6 nmol/L), 2 hours: 
1246.90 nmol/L [normal values=double of baseline 
or >827.59 nmol/L)], and 4 hours: 1710.58 (normal 
values=x2 or >827.59 nmol/L) (Table 1). The rest 
of the pituitary reserve was normal. Investigation 
for autoimmune diseases, including assessment of 
anti-skeletal muscle antibody (ASMA), anti-neu-
trophilic cytoplasmic antibodies (ANCA), antinuclear 
antibodies (ANA), anti-extractable nuclear antigen 
antibodies (anti-ENA), antimitochodrial antibody 
(AMA), antiparietal cell antibody (APCA), and anti-
glutamic acid decarboxylase (anti-GAD) antibodies, 
was negative.

Magnetic resonance imaging (MRI) of the pitui-
tary-hypothalamic region was normal. Computerized 
tomography scans of chest and abdomen did not reveal 
pathologic findings except for diaphragmatic hernia. 
Electromyography (EMG) was silent. During the next 
three weeks the patient’s condition progressively de-

Stiff-man syndrome (also called Stiffman syn-
drome) is a rare neurologic syndrome characterized 
by spasticity of the axial muscles.4,5 The difference 
between these two syndromes is that in Stiff-man 
syndrome, agonist and antagonist muscles are affected 
equally and the patient becomes rigid in extension, 
whereas in “flexion contractures’’ syndrome the limbs 
are fixed in flexion. The etiology of either syndrome 
is obscure.

patient’s description

A 73-year old man, father of one son, was admitted 
to the hospital for evaluation. The onset of symp-
toms dated to two months previously and included 
anorexia, vomiting, arthralgias, tiredness, and weight 
loss (about 10 kg in the last 2 months). His previous 
medical history included hypertension which has been 
treated with 4 mg perindopril daily.

Three weeks following his admission, the afore-
mentioned symptoms persisted. The diagnosis of 
chronic atrophic gastritis was made and he was given 
therapy for Helicobacter pylori and sent home. One 
month later he was admitted to another hospital and 
after 45 days of investigation the diagnosis of a “low 
grade malignancy” (non-Hodgkin lymphoma) was 
made. The diagnosis was established by bone marrow 
aspiration biopsy since no obvious lymphadenopathy 
was present. He received two cycles of chemotherapy 
with a COP schema [cyclophosphamide (endoxan) 
750mg, vincristine sulfate (oncovin) 2 mg, and methyl-
prednisolone (medrol) 48mg], each of 5 days duration. 
Even though he tolerated chemotherapy without any 
major side effects, twelve days after the second treat-
ment course he was seen in the emergency room and 
admitted to the hospital. Physical examination then 
showed high fever, severe cachexia (weight loss from 
85 to 47 Kg in 5 months), sinus tachycardia, hypoten-
sion, confusion, and inability to stand up, his knees 
being in flexion, and no other neurologic findings. 
Laboratory investigation revealed a normocytic anemia 
[hematocrit (Ht): 28 %, mean corpuscular volume: 89, 
with normal white blood cells and differential count], 
hyponatremia [serum sodium (Na+): 115-122 mmol/L), 
serum potassium: 4.1 mmol/L, serum calcium: 2.375 
mmol/L, creatine phosphate kinase (CPK): 964-2062 
U/L (<180)], with the remaining biochemical pro-

Table 1. Synachten test (depot IM). Initial test carried out 
when clinical and laboratory findings raised suspicion of chronic 
hypocortisolism.

Synachten Test
Time 0 2 hours 4 hours
Cortisol (nmol/L) 402.76 1246.90 1710.58

ACTH (pmol/L) 0.44

ACTH: adrenocorticotropic hormone, IM: intramuscular injec-
tion.




