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Abstract

for this condition.

then rectified the early morning glucose level.

Background: Insulin autoimmune syndrome is a rare cause of hyperinsulinemic hypoglycemia characterized by
autoantibodies to human insulin without previous insulin use. We report a case of a patient with hyperinsulinemic
hypoglycemia possibly caused by insulin antibodies induced by insulin analogs and a novel therapeutic measure

Case presentation: An 84-year-old Japanese man with a 28-year history of type 2 diabetes and chronic kidney
disease, treated with biphasic insulin aspart 30, experienced persistent early morning hypoglycemia with daytime
hyperglycemia. Despite discontinuation of biphasic insulin aspart 30, the condition persisted even after the patient
ate small, frequent meals. Sodium bicarbonate was administered to correct the chronic metabolic acidosis, which

Conclusions: We believe this to be the first published case of a therapeutic approach to the treatment of
hyperinsulinemic hypoglycemia associated with insulin antibodies that factors in blood pH and the correction of
acidosis using sodium bicarbonate, which physicians could consider.
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Background

Insulin autoimmune syndrome (IAS) is a rare cause of
hyperinsulinemic hypoglycemia characterized by high ti-
ters of autoantibodies to human insulin in individuals
without previous insulin use [1]. The antibodies in IAS
have lower affinity and higher capacity than non-IAS
antibodies. Although several therapeutic approaches to
IAS have been reported, the optimal treatment is yet to
be found [2]. We report a case of a patient with hyperin-
sulinemic hypoglycemia possibly caused by insulin anti-
bodies induced by insulin analogs and a novel
therapeutic measure for this condition.
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Case presentation

An 84-year-old Japanese man was diagnosed with type 2
diabetes at 58 years of age in 1987. He received human
insulin treatment for 20 years, but in 2011, biphasic hu-
man insulin 30 was changed to biphasic insulin aspart
30 (BIAsp 30). He had stage 4 chronic kidney disease
due to nephrosclerosis, renal anemia, hypertension, dys-
lipidemia, hyperuricemia, and sleep apnea syndrome. He
had been taking the following medications: amlodipine
10 mg/day, rosuvastatin 2.5 mg/day, and febuxostat 20
mg/day. He drank alcohol occasionally and had smoked
one to two packs of cigarettes daily for 50 years when he
quit 15 years ago. He did not have any food or drug al-
lergies. His family and social histories were not remark-
able. His environmental history revealed no
abnormalities. He was a retired company director. From
January 2015, he experienced persistent early morning
hypoglycemia (<50 mg/dl) with daytime hyperglycemia.
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Table 1 Laboratory data on admission
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Laboratory test

Reference range

On admission

Blood
Red blood cells (/ul)
Hemoglobin (g/dl)
White blood cells (/ul)
Platelet count (/ul)
Reticulocytes (%)
Plasma glucose level (mg/dl)
HbATc (%)
Glycoalbumin (%)
Aspartate aminotransferase (U/L)
Alanine aminotransferase (U/L)
Lactate dehydrogenase (U/L)
Alkaline phosphatase (U/L)
y-Guanosine triphosphate (U/L)
Amylase (U/L)
Total protein (g/dl)
Albumin (g/dl)
Urea nitrogen (mg/dl)
Creatinine (mg/dl)
Uric acid
Sodium (mEg/L)
Potassium (mEg/L)
Chloride (mEq/L)
Fe (ng/db)
Total iron-binding capacity (ug/dl)
Ferritin (ng/ml)
Total cholesterol (mg/dl)
Low-density lipoprotein cholesterol (mg/dl)
High-density lipoprotein cholesterol (mg/dl)
Triglycerides (mg/dl)
C-reactive protein (mg/dl)
Immunoreactive insulin (ulU/mi)
Free triiodothyronine (pg/ml)
Free thyroxine (ng/dl)
Thyroid-stimulating hormone (ulU/ml)
Cortisol (ug/dl)
Adrenocorticotropic hormone (pg/ml)
Adrenalin (pg/ml)
Noradrenalin (pg/ml)
Dopamine (pg/ml)
Glucagon (pg/ml)
Insulin-like growth factor 1 (ng/ml)
Growth hormone (ng/ml)

Insulin antibodies (U/ml)

430-540 % 10*
140-180
4000-8000
15-35%10*
0.7-2.0
70-110
49-60
124-163
8-38
4-44
106-211
104-338
16-73
40-129
6.7-83
38-49
8-20
06-1.2
4-7
135-148
36-50
98-108
65-157
256-426
17-291
120-220
40-119
42-67
30-150
03
22-124
1.71-3.71
0.70-148
0.35-4.94
6.2-194
7.2-633
<100
100-450
<20
70-174
44-177
<247
<04

313x10*
107
4500
186 x 10"
08

82

334
217

289
456

63
40.1
40
0.05
> 600
2.70
1.10
205
174
238

061
> 500
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Table 1 Laboratory data on admission (Continued)
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Laboratory test

Reference range

On admission

Anti-glutamic acid decarboxylase antibody (U/ml)
Anti-islet cell antibody (U)
Anti-insulinoma-associated 2 antibody (U/ml)
Urine
pH
Specific gravity
Protein
Glucose
Ketone
Albumin-to-creatinine ratio (mg/g Cr)
C-peptide immunoreactivity (ug/day)
Arterial blood gas
pH
Partial pressure of carbon dioxide (mmHg)
Partial pressure of oxygen (mmHg)
Carbon dioxide (mmol/L)
Base excess (mmol/L)
Oxygen saturation

Human leukocyte antigen DNA typing

<15

0.9

<125 <125
<04 <04
5.0-9.0 55
1.001-1.035 1.022
Negative Negative
Negative Negative
Negative Negative
<150 348
29.2-167 40.5
735745 7.343
32-46 26.7
74-108 92.5
21-29 14.2

-4 -10.1
92-96 96.4

DRB1*04:05, DRB1*08:03:02

Cr Creatinine, HbATc Hemoglobin Alc

Despite reduction of BIAsp 30 dosage, early morning
hypoglycemia concomitant with disturbance of con-
sciousness continued to occur. Therefore, he was admit-
ted to our hospital in February 2015.

On examination, the patient’s temperature was 36.3 °C,
pulse 64 beats/min, blood pressure 126/72 mmHg, re-
spiratory rate 20 breaths/min, and oxygen saturation
96% while breathing ambient air. He was alert and ori-
ented to time and place on admission. Neurological
examination revealed intact cranial nerves, normal limb
power and sensation, and absence of cerebellar signs. No
changes in sensorium or psychotic features were noted.
Other physical examinations revealed no abnormalities.
Laboratory findings on admission were as follows: fast-
ing plasma glucose, 82 mg/dl; hemoglobin Alc (HbAlc),
7.0%; and glycoalbumin, 21.4%. More laboratory test re-
sults are shown in Table 1. Imaging studies, including
computed tomography and magnetic resonance imaging,
showed no significant change.

Although BIAsp 30 was discontinued after admission,
early morning hypoglycemia with daytime hyperglycemia
continued even after eating small frequent meals (a four
or six meals per day eating pattern). Fasting blood sam-
ples revealed a plasma glucose level of 28 mg/dl, immu-
noreactive insulin >2000 pIU/ml, C-peptide 3.03 ng/ml,
and high titers of insulin antibody (IA) (> 50 U/ml). IA
binding rate was at a high level (86.3%). Scatchard ana-
lysis showed an affinity contact (K1) of 0.00256 x 108 M1

and a binding capacity (B1) of 99.7 x 10 ® M against hu-
man insulin for the high-affinity sites, indicating that the
patient’s IA bound to insulin with low affinity and high
binding capacity. He had no history of medication involv-
ing SH residues or supplements containing o-lipoic acid.
Moreover, workup for endocrinological abnormality and
autoimmune disease did not reveal any significant findings
(Table 1). HLA-DRB1%*04:06 was undetectable, and im-
aging studies of the head and abdomen showed no evi-
dence of abnormalities.

The patient’s serum creatinine level was 2.17 mg/dl, and
his estimated glomerular filtration rate (eGFR) was 23.3
ml/min/1.73 m?. His arterial pH at 5:00 a.m. was 7.277, bi-
carbonate was 15.1 mEq/L, and base excess was - 10.7.
After he was given a gradually increasing dose up to 3 g/
day of sodium bicarbonate (split four times per day) for
the purpose of correcting metabolic acidosis, his early
morning glucose level was improved, concurrently bring-
ing pH up to 7.4 (Fig. 1). Early morning hypoglycemia dis-
appeared after he took 3 g/day of sodium bicarbonate and
three meals plus snacks at night daily (1400 kcal/day)
without any oral hypoglycemic agent or insulin. The pa-
tient was discharged in late March 2015 and continued on
the same treatment.

After 9 months of follow-up with these treatments, the
patient’s plasma glucose level at 5:00 a.m. was 96 mg/dl,
and his arterial pH was 7.376. His immunoreactive insu-
lin level had significantly decreased to 11.4 pIU/ml, even
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dministration. Changes in plasma glucose levels were monitored at
attern with or without administration of sodium bicarbonate. The inset
by administration of sodium bicarbonate

though the titer of IA remained high (>50U/ml). IA
binding rate decreased to 42.1%. According to the
Scatchard analysis, his IA shifted to higher affinity (K1 =
0.142 x 10°M™ 1) and lower capacity (B1=0.969 x 10~®
M) than his previous IA. During this follow-up period,
he had no symptoms of hypoglycemia, his HbAlc levels
were around 6.5%, and his eGFR did not change signifi-
cantly. His daily plasma glucose levels ranged from 96 to
168 mg/dl.

Discussion and conclusions

We report a case of a patient with hyperinsulinemic
hypoglycemia possibly caused by IA induced by insulin
analogs that had lower affinity and higher capacity
against insulin. IA are often detected in patients under-
going insulin treatment and rarely cause hyperglycemia
or hypoglycemia, because these antibodies usually have
low capacity or high affinity. However, IA in IAS have
lower affinity and higher capacity against insulin for the
high-affinity sites than non-IAS antibodies [3]. Our pa-
tient’s case was analogous to IAS, whereas he produced
IA that had lower affinity and higher capacity than those
reported in typical IAS cases.

The widely accepted hypothesis for pathophysiology
in IAS is as follows: massive volumes of insulin binding
to IA causing postprandial hyperglycemia to persist and
the release of insulin from immunocomplexes trigger-
ing hypoglycemia. However, the mechanism by which

insulin binding occurs during the day and dissociation
occurs in the early morning is unknown. The study of
the effect of different pH values on insulin-binding cap-
acity of IA showed that IA from patients with high ti-
ters of IA (>40%) dissociated from insulin in lower pH,
whereas this phenomenon was not observed in patients
with low titers of IA (< 20%) [4]. In our patient, sodium
bicarbonate was administered to correct the chronic
metabolic acidosis, which then rectified the early morn-
ing glucose level. We propose that one possible mech-
anism for hypoglycemia in IAS is dissociation of IA
from insulin in individuals with metabolic and/or
respiratory acidosis in the early morning. However,
many details of the overarching mechanism remain to
be elucidated.

Small, frequent meals remain the first line of treatment
for IAS, and patients with severe hypoglycemia require
adjunct therapy, such as glucocorticoid therapy, which
suppresses the production of antibodies and plasmapher-
esis, which reduce IA titers [5]. Recently, it was reported
that hypoglycemia due to IAS was successfully managed
with rituximab [6]. However, immunosuppressive ther-
apies may be accompanied by adverse events, particu-
larly infections, especially in the elderly. Our patient was
successfully treated with sodium bicarbonate and fre-
quent meals in small quantities.

We believe this to be the first published case report of a
therapeutic approach to hyperinsulinemic hypoglycemia
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resembling IAS, where blood pH seems to have had a piv-
otal role. Physicians should consider correction of acidosis
using sodium bicarbonate as one option for the treatment
of hyperinsulinemic hypoglycemia associated with IA.
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HbA1c: Hemoglobin Alc; IA: Insulin antibody; IAS: Insulin autoimmune
syndrome

Acknowledgements
We thank all staff of Kanagawa Prefecture Shiomidai Hospital for their
comments and technical assistance.

Funding
We received no funding for preparation of this article.

Availability of data and materials
Data sharing is not applicable to this article, because no datasets were
generated or analyzed.

Authors’ contributions

SK was a major contributor to the writing of the manuscript. HA collected
clinical data. YK and TY revised the manuscript. All authors read and
approved the final manuscript.

Ethics approval and consent to participate
No ethics committee approval was required at our institution for this
case report.

Consent for publication

Written informed consent was obtained from the patient for publication of
this case report and any accompanying images. A copy of the written
consent is available for review by the Editor-in-Chief of this journal.

Competing interests
The authors declare that they have no competing interests.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Author details

'Department of Allergy and Rheumatology, Nippon Medical School Graduate
School of Medicine, 1-1-5 Sendagi, Bunkyo-ku, Tokyo 113-8603, Japan.
“Division of Nephrology and Hypertension, Department of Internal Medicine,
The Jikei University School of Medicine, Tokyo, Japan. 3Graduate School of
Public Health, Teikyo University, Tokyo, Japan.

Received: 8 October 2018 Accepted: 21 January 2019
Published online: 11 March 2019

References

1. Uchigata Y, Eguchi Y, Takayama-Hasumi S, Omori Y. Insulin autoimmune
syndrome (Hirata disease): clinical features and epidemiology in Japan.
Diabetes Res Clin Pract. 1994;22:89-94.

2. Redmon JB, Nuttall FQ. Autoimmune hypoglycemia. Endocrinol Metab Clin
N Am. 1999,28:603-18.

3. Ishizuka T, Ogawa S, Mori T, Nako K, Nakamichi T, Oka Y, Ito S.
Characteristics of the antibodies of two patients who developed daytime
hyperglycemia and morning hypoglycemia because of insulin antibodies.
Diabetes Res Clin Pract. 2009,8:e21-3.

4. Ho LT, Wang LM, Chang TC, Fung TJ, Perng JC, Liu YF, et al. An in vitro
approach to the kinetics of insulin antibodies in diabetic patients.
Zhonghua Yi Xue Za Zhi (Taipei). 1999,46:65-72.

5. Lupsa BC, Chong AY, Cochran EK, Soos MA, Semple RK, Gorden P.
Autoimmune forms of hypoglycemia. Medicine (Baltimore). 2009,88:141-53.

6. Saxon DR, McDermott MT, Michels AW. Novel management of insulin
autoimmune syndrome with rituximab and continuous glucose monitoring.
J Clin Endocrinol Metab. 2006;101:1931-4.

Page 5 of 5

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions




	Abstract
	Background
	Case presentation
	Conclusions

	Background
	Case presentation
	Discussion and conclusions
	Abbreviations
	Acknowledgements
	Funding
	Availability of data and materials
	Authors’ contributions
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Publisher’s Note
	Author details
	References

