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EDITORIAL

Ha llegado el momento de introducir un nuevo paradigma para el estudio  

de las psicosis
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Calidad de los informes médicos sobre personas que han intentado 

suicidarse
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y aplicaciones prácticas en medicina
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SCIENTIFIC LETTER

Venlafaxine and inappropriate antidiuretic 
hormone excretion 

Venlafaxina y secreción inadecuada  

de hormona antidiurética

To t he Edit or: 

Venlafaxine is a potent  serotonin-norepinephrine reuptake 
inhibitor and a weak dopamine reuptake inhibitor. It s 
primary indicat ion is the prevent ion and t reatment  of 
depressive disorders.1 

The syndrome of inappropriate ant idiuret ic hormone 
secret ion (SIADH) is def ined as the sustained release of 
arginine vasopressin (ADH) in the absence of the usual 
st imuli,  especially hyperosmolarity and hypovolemia. To 
arrive at  this diagnosis by exclusion, condit ions that  feature 
effectual volume reduct ion (cardiac insuff iciency, cirrhosis 
with ascites, hypovolemia, etc.) must  f irst  be ruled out , 
and normal renal, suprarenal, and thyroid funct ion must  be 
demonst rated.2 It  is characterized by hyponat remia, plasma 
hypoosmolalit y, inappropriately elevated urine osmolalit y, 
and nat riuresis usually above 40 mmol/ L. Common causes 
are tumours—small cell cancers of the lung, in part icular—
and drugs,3 among which the serotonin reuptake inhibitors 
are prominent . The mechanism by which they produce this 
condit ion varies.4,5 A direct  effect  on renal tubular cells, 
the role of serotonin in vasopressin synthesis, increased 
ADH product ion by the hypothalamus, and an increased 
effect  of vasopressin all have been described. 

We present  the case of a woman who developed severe 
hyponat remia while under t reatment  with venlafaxine. 

70-year-old woman with history of arterial hypertension 
and depressive syndrome. She had been under t reatment  
for the previous 2 months with venlafaxine 75 mg/ day 
and enalapril 20 mg/ day. She presented with symptoms of 
epigast ric discomfort ,  nausea, somnolence, and dizziness 
of several days’  durat ion.

Physical examinat ion revealed only obesity (Body Mass 
Index 32 kg/ m2) and bradypsychia. There was no edema or 
signs of dehydrat ion.

Basic laboratory parameters were all normal, except  for 
plasma sodium (Na) of 111 mmol/ L, plasma osmolalit y of 
231 mOsm/ kg, urine Na of 38 mmol/ L, and urine osmolalit y 
of 330 mOsm/ kg (normal value 300-900 mOsm/ kg). Baseline 
cort isol and thyrot ropin were normal.

In view of the init ial suspicion of a venlafaxine-induced 
SIADH, the drug was discont inued and f luid rest rict ion 
with normal saline IV was ordered. The pat ient  progressed 
favourably, and when discharged 5 days later, she was 
asymptomat ic with a plasma Na of 136 mmol/ L. Thirty 
days later, under t reatment  with enalapril,  her plasma Na 
remained normal.

Among the adverse effects reported on the technical 
data sheet  for venlafaxine is the rare chance (>0.1% and 
<1%) of hyponat remia.1 In a prospect ive study, Roxanas 
et  al6 found that  10 out  of 58 pat ients over 65 years of 
age (17.2%) developed hyponat remia within a few days 
of start ing venlafaxine therapy. As was seen in our case, 
there is a higher incidence of this syndrome in elderly 
pat ients and in females. Likewise, concomitant  diuret ic 
therapy presents an added risk factor.7 It  is est imated that  
hyponat remia appears at  about  1-2 weeks, although cases 
in 1 to 360 days have been described. 8

Our pat ient  was taking enalapril concurrent ly which, 
although very rarely, has been noted to be involved in this 
adverse react ion.9 However, 1 month from discharge (with 
venlafaxine suspended and taking enalapril),  the pat ient ’s 
plasma sodium was normal.

In conclusion,  we feel i t  is import ant  t o st ress t hat  
SIADH associated wit h serotonergic ant idepressant s is 
common and potent ial ly serious. 10 Because t he symptoms 
of  t his condit ion lack specif icit y,  t hey may be confusing 
and cause t he physician t o int erpret  t hem as furt her 
symptoms of  t he depression.  Therefore,  we bel ieve 
t hat  t he pat ient ’s neurological st atus and sodium levels 
should be closely monit ored,  especial ly in t he f irst  15-30 
days of  t reatment—most  especial ly if  t he pat ient  is a 
female who is elderly or has other risk factors,  such 
as t he concomitant  use of  diuret ics,  low weight ,  and 
hypothyroidism.  
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