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A Case of Autoimmune Hypoglycemia in the Presence of Both Anti-insulin and Anti-insulin
Receptor Antibodies

Sung Wan Chun, Byung-Wan Lee, Eun Seok Kang, Bong Soo Cha, Eun Jig Lee, Sung-Kil Lim, Hyun Chul Lee

Department of Internal Medicine, Yonsei University College of Medicine, Seoul, Korea

Abstract

Autoimmune hypoglycemia is rare kind of autoimmune disease caused by either anti-insulin antibodies
(insulin autoimmune syndrome, IAS) or anti-insulin receptor antibodies (type B insulin resistance, type-B IR).
We experienced an extremely rare case of the IAS accompanied by type-B IR. A 73-year-old woman
presented with recurrent severe hypoglycemic symptoms at dawn for one month was admitted to the
Severance hospital. She had several medical histories including 30 years of hypertension, 15 years of type 2
diabetes, and 4 years of coronary artery disease before admission. She had never received an insulin
injection. Hypoglycemia was diagnosed at 10 hours in the 72-hour fasting test with glucose, insulin, and
C-peptide levels of 42 mg/dL, 280.31 pU/mL, and 7.70 ng/mL, respectively. The insulin autoantibody titer
was 130 pU/mL and quantitative assay for insulin receptor antibody was positive. Insulinoma was ruled out
by imaging techniques and calcium stimulation test. She has no evidence of other diseases associated with
altered immunity. Despite of treatment with prednisolone, symptomatic hypoglycemic events persisted at
fasting state. Early induction of 300 mg cyclophosphamide therapy resulted in remission of hypoglycemia
accompanied by suppressed antibody titer. The changes in autoantibodies might result in alleviation of the
symptoms of hypoglycemia and improvement in insulin and C-peptide levels. (Korean Clinical Diabetes J
10:123-128, 2009)
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Table 1. 72 hour prolonged starvation test
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Time (hour) 0 2 4 8 10 10.5 11.5
Time 18:00 00:00 04:00 04:30 05:30
Comment Start Hypo-glycemic 30 min after 1 hour after
fasting Ssymptoms Glucagon meal
injection
Glucose (mg/dL) 410 457 370 197 82 42 125 88
Insulin (UU/mL) > 300 280.3 298.5 249.2
C-peptide (ng/mL) 13.6 7.7 8.37 9.15
Proinsulin (pmoL) 588 638
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Fig. 1. Pancreatic imaging studies showed no evidence of mass lesion. A. Endoscopic ultrasonography. B. Magnetic
resonance cholangiopancreatography. C. Abdominopelvic computed tomography.

Table 2. Arterial calcium stimulated venous sampling test

Calcium infusion GDA SMA SA
Time (sec) Basal 30 60 Basal 30 60 Basal 30 60
Insulin (UU/mL) 215 228 218 233 224 220 205 217 209

GDA, gastroduodenal artery; SMA, suprerior mesenteric artery; SA, splenic artery.
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Fig. 2. Intraarterial calcium stimulation test suggested no focal insulin secretory lesion. GDA, gastroduodenal artery;
SMA, superior mesenteric artery; Splenic, splenic artery.
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