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ABSTRACT —— Background. Syndrome of inappropriate secretion of antidiuretic hormone (STADH), one of the
major complications of small cell lung cancer (SCLC), is characterized by various symptoms associated with hy-
ponatremia caused by the inappropriate secretion of ADH or by the enhanced sensitivity of the kidney to vaso-
pressin receptor 2. We herein report a case of refractory STADH that was related to SCLC, in a patient in whom
hyponatremia relapsed even after a temporary improvement was achieved by mozavaptan treatment, despite
prolonged tumor shrinkage following effective chemotherapy. The patient was finally successfully treated with
tolvaptan. Case. A 73-year-old man was diagnosed with extensive SCLC (¢cT4N2M1b, Stage IV) accompanied by
SIADH in May 201X. The patient showed a partial response to chemotherapy with carboplatin plus etoposide;
nonetheless, his hyponatremia persisted. In addition to water restriction, oral Na supplementation and the admini-
stration of furosemide, mozavaptan was effective for elevating his serum Na concentration. However, after the
course with mozavaptan treatment, his serum Na concentration dropped again to approximately 120 mEq/1. Dur-
ing the fifth cycle of chemotherapy, he was hospitalized due to nausea, anorexia, headache, and exacerbated hy-
ponatremia (Na 113 mEq/]). Treatment with tolvaptan had been initiated, and both his symptoms and hyponatre-
mia improved. At the present time, he has taken tolvaptan continuously, without any severe adverse events, for
over 7 months and his serum Na concentration has remained within a reasonable range. Conclusion. Tolvaptan
can be an effective therapeutic option for refractory SIADH related to SCLC.
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ABEREBE © 85 164 cm, 1A 50.0 kg, BMI 18.6 kg/
m2, ECOG Performance Status(PS)1, JCSI-1, I+ 131/
78 mmHg, WRFA%L 101 [m]/ 455 %%, ARG 36.5C, FFEL 14
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ABEREEAS AT AL (Table 1, 2) @ AL&2H8FC X 25 563D
il &z 5N b HIMER, FRIMEROIRA % 58D 7z (Table
1). ProGRP 8@ i T - 727 (Table 1), #2Wiks (3759
pg/ml) [T TERETH o 72, — 57 TR Na i
B, IRZZETLIIMZREL D & 5ICHEMETH > 72 (Table
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Hifl CT (Figure 1) @ Wi & T, £ TR OJEFEHR
1% 80 mm %> 5 40 mm i/ LU (Figure 1A-1, 1A-2),
FEMAK LA L, KB (Figure 1B-1, 1B-2) OiizfEH
b/l Tz, BWRE OISR CT TEIEMIEE =
R 72HS, Bl CT Cld, W5 7 7 NEIR P99 22 %0 I i o>
WHIXIR T & o d > 72 (Figure 1C-1, 1C-2).
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Table 1. The Laboratory Data at Hospitalization

<Complete blood count> <Biochemistry> <Hormone>

WBC 2490/ ul TP 6.7 g/dl FT3 2.7 pg/ml
Ne 71.9% Alb 36 g/dl FT4 1.6 ng/ml
Ly 14.9% T-Bil 1.0 mg/dl TSH 2610 pIU/ml
Mo 12.4% AST 25 U/I cortisol 1.2 ng/dl
Eo 0.8% ALT 20 U/1 ACTH 23.7 pg/ml
Ba 0.0% LDH 188 U/I

RBC 261 X 10%/ul ALP 397 U/1 <Plasma osmolality>

Hb 89 g/dl Y-GTP 50 U/1 Posm 238 mOsm/kg

Ht 24.7% Na 113 mEq/!

MCV 946 fl K 44 mEq/! <Urine>

MCH 341 pg Cl 88 mEq/! SG 1.018

ret 0.44% Ca 4.2 mEq/! pH 75

Plt 254 %104/ ul UA 2.7 mg/dl glucose (—)

BUN 9.0 mg/dl protein (—)
<Vitamins - Trace metals> Cr 0.50 mg/dl uBUN 293.0 mg/dl
Fe 68 ug/ml CRP 0.81 mg/dl uCre 30.04 mg/dl
ferritin 501.4 ng/ml HbAlc 5.6% uNa 178 mEq/1
UIBC 141 ug/ml Glu 91 mg/dl uK 26 mEq/1

uCl 179 mEq/!
<Tumor markers> Uosm 658 mEq/!

ProGRP 884.4 pg/ml

CEA 3.8 ng/ml

NSE 125 pg/ml

Table 2. The Diagnostic Criteria for STADH
at the Time of the Diagnosis and at Hospital-

ization

Criteria <Diagnosis> <Hospitalization>
Na 119 mEq/! 113 mEq/!

Cr 0.67 mg/dl 0.50 mg/dl
cortisol 10.7 ng/dl 1.2 ng/dl
AVP 1.7 pg/ml ND

Posm 275 mOsm/kg 238 mOsm/kg
Uosm 540 mEq/] 658 mEq/!
uNa 97 mEq/] 178 mEq/1
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t v b &REET1875mg/H 2 5 B4 L 72, SIADH
WMEOK R E L CNER O S Z 2 5/zhs, wEH
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A-2

Figure 1. Computed tomography. The left panels (A, B, C-1) show contrast-enhanced CT scans at the time of the
diagnosis, and the right panels (A, B, C-2) show plain CT scans obtained at the time of hospitalization. (A) The size of
the tumor in left lower lobe of the lung and the volume of left pleural effusion was reduced. (B) The metastatic tumor
in the left adrenal gland was also observed to have shrunk. (C) The changes in brain metastasis and cerebral edema

were unclear on plain CT.

Table 3. Cerebrospinal Fluid Ex-

amination

Color clear

Initial pressure 10.5 cm H20
Terminal pressure 5.5 c¢cm H20
Protein 35 mg/dl
Glucose 65 mg/dl
LDH 17 U/1
Cells 0/ul
Cytology negative

Z &, @QPUERIRINIERIZE D) ADH EA = 2 — 1 228
EHEAEE N2 2 &, (3) EEMIEA S o Rtk ADH
FEEIZEDDDRENEITHLNL.67 KREFIZHIT S
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59k Na FEASBEE L, PUMHI L E R S EHENZL

Mozl EBEE (1) BXU (2) 3# 212K,
BRI X 5 BPrE ADH PEAIC X B il BEME AT E v & 3
Z % . Bk ADH JE A NS Tl Egs A~ 2 kv SIADH
DYHE L 7L T2 WMENL —F T, WEMHED
SIADH 2SI L 7z L O ity b & 5.5 SIADH & BtliliZh
AN B A & BREC L 72 IR EHLRRET 28 2 H W 72 009 24 1Y
atc, ADH B PR i ZIE RS o —FICBRE L Twiz &
W) WAEINS D H 2 &5, JEEE O heterogeneity (2
X o THEE /S & SIADH O Ga) B2 Fh b
WREEDSE R b5,

AFEBTIEABERT A 25 1 BT 11 mEq/l & 2807 m
W Na KT &2 D7z T O TR Na HEE S0 75 I
XD ESITEIML TWwW/2Z &2 (Table 2), HUiEAI AT
T DORHHE R R IR D EI O —Br B, ARARIRE Zh
WAk S BT Na IS T, $usa#Al o s & L CoBEF
BUH 2 EHEBOERDMEE- L, 287 Na i %33
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Figure 2. The clinical course. Serial change in serum Na concentration and administered therapeutic
agents including anticancer drugs are illustrated. Day 1 is representing the day of hospitalization.
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— 77 CTHiEBEAEME SIADH IS B WX 75 mg/HA 5 15
mg/H &\ ) IR E D b VN7 8 o THERIIMED R
BTG, U KIEFNIIE -SRI O EiE TH D b
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