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Syndrome of inappropriate ADH secretion (SIADH) induced by pramipexole in a patient
with Parkinson’s disease

Masuomi TOMITA*, Yasushi OTSUKA, Rinako IIDA, Seiji KOBAY ASHI, Satoru KURIYAMA,
and Tatsuo HOSOY A**

*Division of Nephrology, Saiseikai Central Hospital,
**Department of Kidney & Hypertension, Jikei University School of Medicine, Tokyo, Japan

An 85-year-old woman with Parkinson’s disease was admitted to our hospital to conduct a further
work-up for progressive gait disturbance. She had been on medications for the disease for more than a
decade prior to admission. In order to improve her condition, she was newly administered pramipexole,
a dopamine agonist, from day 3 in addition to the preceding anti-Parkinson’s therapy. However, on day
10, her consciousness level was rapidly deteriorated into delirium (JCS II-10), which was not ac-
companied by neurological signs and symptoms. Laboratory tests showed severe hyponatoremia with
relatively increased urinary sodium excretion, and severe low serum osmolarity with an increased urinary
osmolarity. Brain CT and brain MRI showed no specific abnormalities except for those related to aging.
Blood concentration of ADH measured at the onset was substantially higher(39.5 pg/m/) than normal
(0.3~3.5 pg/m/ under normal osmolarity). Diseases causing hyponatremia, such as liver cirrhosis,
congestive heart failure, hypotonic dehydration, and malignancy-associated inappropriate ADH secretion
(SIADH), were all excluded. Under the suspicion of SIADH due to pramipexole, the drug was dis-
continued and as a result, her consciousness level improved rapidly together with a prompt reduction in
ADH level (9.2 pg/ml/).

To the best of our knowledge, the present case is the first that demonstrates pramipexole-induced
SIADH. Since pramipexole is classified as a dopaminergic receptor agonist, this case may provide new
insight into a link between ADH and the dopaminergic receptor in the central nervous system.
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Fig. 1. Clinical course of a patient with pramipexole-induced SIADH

Pramipexole was given on day 3 and the dosage was doubled on day 9.

Patient developed worsening of consciousness level on day 10.
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Table 1. Laboratory test on the onset of pramipexole-induced SIADH
CBC Chemistry Urinalysis
WBC 9,300/ ul TP 6.6g/d/ S. G. [.016
RBC 375X 104/ ul Alb 3.8g/dl pH 6.5
Hb I1.5g/dl Na 119 mEq/! Prot (£)
Ht 35.6% K 3.3mEq/!/ sug. (£)
PLT 29.8 X 10*/ul Cl 82 mEq// Keton (=)
Endocrine BUN Il mg/dl Bil (=)
Cortisol 39.8 ug/dl Cr 0.3 mg/dl Urine electrolyte
Aldosteron 220 pg/dl UA 0.7 mg/dl Na 182 mEq/!
ADH 39.1 pg/ml AST 181U/1 K 68 mEq/!/
Plasma osmo 227 mOsm ALT 51U/1 Cl 187 mEq/!
LDH 404 1U/1 Osmolarity 611 mOsm
ALP 2721U/1
y-GTP 161U/1
CRP 0.8 mg/dl/
Note that serum Na concentration and serum osmolarity are extremely low. However,
renal, adrenal, liver and thyroid functions are all within the normal limits.
(Pg{"g'-_) Table 2. Diagnostic criteria for STADH
89 on p:mipexo|e Normal range | . Hyponatremia : serum Na conc 135 mEq// |
204 2 . ADH : detectable
5 154 3. Plasma osmolality : 270 mOsm/kg * H,0 |
E 16 ‘\ 4 . Hyperosmolar urine : 300 mOsm/kg * H,0 1
§ 14 J 5. Natriuresis : urinary Na conc 20 mEq// ©
E 124 ‘,r“ 6. Normal renal function : serum creatinine conc | .2 mg/dl |
% 10 o ’3" 7. Normal adrenal function : cortisol conc 6 ug/d/
2\, 8 ISe::ZEOﬁﬂ;r / // The diagnostic criteria were based on the practical guidelines for
6 pramipexole /,,/ // SIADH reported by the research group of the Japanese Ministry
4 // e of Welfare & Labor in 2002. (ct#k | & Y 51R)
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Fig.2. ADH levels in the presence and absence of

pramipexole
ADH levels were measured on day 2 of admission (before the
treatment with pramipexole) and on day 20 (10 days after the
cessation of pramipexole). The level of ADH was substantially
reduced in response to discontinuation of the drug.
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