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A 72-year-old man recently diagnosed with amyloidosis involving 
the mediastinum was evaluated for recurrent symptomatic hyponatremia 
(as low as sodium level; 106 mEq/L) necessitating hospitalization. The 
patient was normotensive at presentation. His thyroid function and 
serum cortisol levels were normal. Laboratory findings were consistent 
with syndrome of inappropriate antidiuretic hormone (SIADH) with 
low serum osmolality 260 mOsm/kg, hyponatremia, urine osmolality 
366 mOSm/kg and urine sodium of 94 mEq/L. On physical examination 
no edema was noted.

Patient was initially managed with fluid restriction, salt 
tablets and diuretics with no improvement in serum sodium levels. 
Stem cell transplant was planned for treatment of amyloidosis but was 
delayed because of his severe symptomatic hyponatremia. As a last 
resort, Tolvaptan (7.5 mg) was started, and his serum sodium level 
improved to 138 mEq/L (Figure1), thus facilitating stem cell transplant. 
Tolvaptan was administered for approximately 60 days to achieve stable 
serum sodium levels and stopped thereafter.

Hyponatremia is a common electrolyte abnormality in cancer 
patients, and it carries a significantly negative prognosis [1]. A study 
by Doshi et al. [2] showed that hyponatremia is associated with longer 
hospital stays and higher mortality, contributing to a financial burden 
of $2289 per day per admission.

Major limitations of currently available therapeutic options 
(eg, hypertonic saline, fluid restriction, democlocycline) are slow, 
unpredictable correction and renal dysfunction. Management of 
hyponatremia can be more challenging in the cancer setting because 
of the concurrent use of chemotherapeutic agents with associated 
hydration protocols, and coexistent renal insufficiency. Thus, there 
is clearly an emerging need for new oral medications with efficacy in 
treating hyponatremia.

Tolvaptan has been approved in the United States since 2009 for 
the treatment of clinically significant euvolemia and hypervolemic 
hyponatremia. Tolvaptan is well tolerated, and no dose adjustment is 
needed for renal impairment.

In a recent ADPKD (Autosomal polycystic kidney disease) trial 
[3], Tolvaptan delayed the progression of autosomal polycystic kidney 

disease using doses greater than 45 mg/day. Three cases of severe liver 
injury were reported, indicating its potential for further progression to 
liver failure. Hence, after the aforementioned trial, the U.S. Food and 
Drug administration (FDA) revised the label for Tolvaptan to specify 
that its use not extend beyond 30 days.

 Although the clinical trials for which it was primarily approved 
(eg, SIADH, heart failure) were of short duration [3] (i.e., less than 30 
days), it was not associated with liver toxicity when administered at 
much lower doses. 

This letter is intended to share our experience using Tolvaptan 
under special circumstances for a longer duration than approved by the 
FDA with no undue side effects and overall improvement of outcomes. 
We hope to encourage the use of this novel drug in a case-dependent 
manner.
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Figure 1: Sodium serum level improved to 138 mEq/L.
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