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Abstract: Objective To summarize and analyze the clinical data of patients with insulin autoimmune syndrome (IAS), so as to im-
prove the clinician’s understanding of IAS. Methods A retrospective analysis was made of 3 confirmed cases in Endocrinology De-
partment of Xi’an Gaoxin Hospital from June 2013 to December 2018, and 87 cases reported in domestic literatureretrieval retrieved
from respective databases from June 2009 to June 2019. Their medical history, clinical manifestations, biochemical parameters, treat-
ment and prognosis were summarized and analyzed.Results  Of the 90 IAS cases, the ratio of male to female patients was 1 : 2, which
suggested that the incidence of female IAS patients was higher than male patients (P<0.05). The patients’ age of onset was mainly in
the group of >39-59 years old. The proportion of IAS induced by methimazole was 52.22%, higher than that induced by other drugs (P<
0.001). The mean value of venous plasma glucose (VPG) during hypoglycemia onset was (2.05+0.67) mmol/L. Glucocorticoid therapy
was effective, when hypoglycemia symptom was poorly controlled. During the 3-month follow-up after treatment, the hypoglycemic epi-
sodes of 66 cases had disappeared. And among them, 29 IAS patients received glucocorticoid therapy. But there was no statistical dif-
ference in the time of [AA turning negative between glucocorticoid therapy and non-glucocorticoid therapy (P>0.05).Conclusion [AS
is inclined to occur in female, and the age group of onset is mainly in the range of >39-59 years old. Methiazole is the most common
drug that induces IAS. Therapeutically, a low dose of glucocorticoids can be used when necessary to achieve satisfactory treatment ef-
fect.
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Horp p SCSCHR 530, A SOk 1055 . AN A 87
5 151, FE I AAS 20 3 Bl 11, 2 90 ] o i N AF i
(47.27 £ 17.99) % i [Bl R 9~82 %, Horp 22 1 60 i)
(66.67%) , B30 41 (33.33%) , B4 HAE 1:2, Lotk
TAS g A LA 55 T 55 P9 A\ (x°=10.000, P=0.002) .
ANTRVAE A B TAS 5 N\ 55 2 L8] 23 A DL 3% 3, AR B>
39~59 % T (5 L1535 44.44 % , v T HABAR 41 9 AR i
B (x*=9.100, P=0.011) , H7£ 1% 4 % B 2 Mt i) /=
FHEM. WAMRMERRE 1 d 2 245 W 5k
21 H.

R3IEHER A G RIELEEIETAS) W AL 5AE 185345 /151

A
el 20~29  >29~  >39~  >49~  >59~ .
<20 % >69 %
% 39% 498 59%  69%
Bk 2 4 4 4 6 5 5
otk 4 6 9 19 11 6 5

222 IASHARBEFE 906 A IAS H 75 Bl i A&
208 s, v 47 461 Pl R AT HROBR R 244
Gk gk, BT o L B 52.22% (47/90) , 5 H:
W75 K 25 WA EE 22 58 Gei T4 L (x*=272.145, P<
0.001) , 47 f5i] FF! % Wk e 5 1AS 95 A w45 ) 5 5F
GravesJi , 2 -5 IR A FCHUR IR 2% . W3R 4.

223 W6 REIL 90 TAS G A Hh 245 LA v I w1
RRIE , AR UAR MM & AES2 , R0
B AR, o 37 ) B R A
41.11% Ik 1 W5 % A B ko 3% 5 25 B8 (VPG)
(2.0520.67) mmol/L, i [l & 1.20~4.39 mmol/L, %5
AR A R 15 2R /K- P 62 40k 847.49 mIU/L, C

R EGR A S RSELEAIE(TAS) A 3 1 — M PR 5O

R AR R

TIAENY) AR

GAD-  ABEEH 1K RIT

L Tt e VR A R
(mmol/LL)  (mIU/L)  (pg/L)

1 54 7 204 WHIKM  Graves 2.42 >1000  21.63  BAME BAME BAME ABERHI2K 30d

2 43 Boo2H J o 2.50 >1 000 510 FHME BME BME ARIRE4X 15d

3 23 Z 17 HEHKME  Gravesii 2.30 >320 2260  BHME B B ABIEH2K 27d

T TAA WIS 28 A BHUR ICA IHUE S 404K , GAD-AD WA 2RI SR , OGTT Sy 11 IR BE IR R 56



- 1764 - % f#% B 25 Anhui Medical and Pharmaceutical Journal 2021 Sept,25(9)

Fa4 BEEFEASRELSIETAS) R A 241t
B2 AIEA TR ; IAS TP ; R (%)
FH i R e Graves Jjia /A7 4% [C FFIR B 46 10 37 47(52.22)
R i eE AT 28 4 2 6(6.67)
=R PR JE) R Ao 229 22 1 3 4(4.44)
A A TR I 2 4 6(6.67)
LS ZE AR ST 2 /BT 12 1 2 3(3.33)
s ) N ZRBHESTT R 1 1 2(2.22)
EB TR N g G 100 A5 0 1 1(1.11)
SANEAS G 100 A5 1 1 2(2.22)
T 1= IR 1 0 1(1.11)
WE TR S 25 ) HEAR G HUIR i 58 1 1 2(2.22)
IR A AR A & 1 0 1(1.11)
T L 25 & 7 8 15(16.67)
At 30 60 90(100.00)

A H LB 12.85 wg/Lo i AR MRS 2 A1 A ek
] T2 8 B Ks sl e ¥l 3. 86 i3 R TAA
FHE , 56 9 A R BS Rz T TAA (ICA .GAD-Ab = #}
oA, 10 B ICA FHE , 16 1 GAD-Ab BHE , TAA BH
RE T ICA 1 GAD-Ab(x*=89.384, P<0.001) .
224 &G ERVER LY AR &
6] 257 LA TR YT L 39 4] TAS 9 A DR I B i 58 &
YEF LA Z 697, Herb 29 (91197 FH B R i JE #is (i 1Y
), R EA I 10~30 me/d IR, HJS 1~3 H &
I ZE 45 8 A N R UK e e (RS R ) |, R i 7
30~40 mg/d ki, IS IR A F1 AR 12 e
A2 0T DL ZEK AN 0.75 mg, BEH 3 DR, 6
151 11 JIR BT 5 35 4 50~150 mag/d P AT 25 5 2 e 0 5 114
k. HAETLUIREHE,

2R 25 W6 9T AR IR 2L 5 s A A I pE 2
F 1R 2 340 A W g, B i 34> H AR IR AR
TR AE 66 1], 8 FIAR IMLBE & AE R E8 A, 16 491 015
BT AF 2 AR N TAA B 3L 47 ] Hoh 23 KA
¥7 29 1], BB R IAYT 18 0. IR IAYT IR TAA T A
] 4y (4.64+3.52) H ARG YT 5 TAA Fe BRI R
(4.44£2.01) H , 22 % 041t 2% 2 X (1=0.243, P=
0.809)
3 iTig

TAS & LA AR SMIEPE R 55 3R 175 57 A= v s T %
BB LA R e v B i 5 2R M B A2 B A R PRI I
W) — P 25 LR . TASTE S AR e L, A
H 2R TAS S B i 5 2988 B AR 4/ M igg 2 A0 5 AR
MBS 28 = RRJEA . ARk BT 5 TAS = B AH
KB Graves i & R Tt 5, A ST H AR BR 2590089 )
2R E N TAS R R 8 BT A9
R 2o TAS KA m T B P (P<0.05) AF IR S h

T 40~59 % 1 [E ST 5 M FE TSA Y &9 H
FICH 225, % AT B85 Graves i & M R R
= T B A O, A B SR EYE TY Graves i
117 25 TAS 5 AT o7 LA 30K, it — 20 % KFEAS 1
FTI 2 R AT UE S 7

I KR ML A o8 4= B, 5 A AT RE
TEZ BIEH T 50T, Sae B FI 25 W0ids & s o
WFoE W], 1AS 76 H A A #f 1 55 HLA-DR4 & & 4
XK, i A F RN B9 5 74 17 DRB1 43T Fl1 22 B TR Y
%5 37 {7 (DRB1*0406) B & % fin 17 A~ & 19 &) &%
PEP . DRB1*0406 £ 5 ff 15 78 WA B O R 48
i, Horp e K 2.6%, H ARG 3.5%, 31 & U] AT 3k
5.4%, T [ A N 32 2 3R 3k 55 47 5 K] HLA-DRB1*
0403, HiCH TAS B R B . B M = 56 Tix
I35 HLA JE PR A5G B RBEAR AT 5T . TAS I
NZG A B B R, A4 Graves i . R4
LR R RRPE T R R RS fE A
B G i b S & R VR T 51 H & 0% L 1AS
(A5 2 DR 28 B 458 7 B e S 24590 , WF 5 3¢ FH LR 4%
W wE TR AT R B N BRI R EE RS RRIZ FIK
Jor 975 1 A5 YL B R BRI AT fish 2 ML = A2 TAA
AT FECIAS Y BRI Z AN, & 5259 MTZ , Bi
B H M, A MOH R, DL A 25, s SN
W R R AR RS s YT e
S8 N VR R 5 2R 1 T m e (A e R R B i
i T 40 B A TAA AR SIEIS Y5 K TAS Y
MU g AR BB . ASHIFE & B LA R S 375 2 1) TAS
A H W,

IASTI R T2 A FREsmT, Wl i F
fat e N, BRI N 23 8 548 Je O AR v, =
Jig 5% 22 MR R i 1 A5 FE O T IR B 3R v e s



% f#% B 25 Anhui Medical and Pharmaceutical Journal 2021 Sept,25(9)

+ 1765 -

[ & 2R A PR Z (8] B 25 A A4y B BH LR T IR
KB R, BT B AR OB RN b AR
WF5E v 2 B N LA s B & AR, T RES5 1 % 3R
SHRGE A 5 AN RE K 4 BN AT 56 . AR
s NAV I 2 1 1) Bsf ] 125 i 8 5 ez sl s 34 ]
HH R, LAV ot W & 1 A 5 0 — 2 KB I Y
TAS B3R YT BRI 3 Bk s/ R 5 25 F B i, 20 0E
FTR B AR MBS AV o H 259005 i S s A T
o ARIZ 25, TR B VR S AR A A, MELR I 5 R Y
BERL . AR AR B Y S E A S A4 IR e, B
D EZE , KREZEE NI T LLE 1~3 40 A NiE
WA AR 7R R o= B 1 550 2E 22 i
TE B A AL A W R ki I 2R 3, E
M 2% A% TAS 28 J AR OB 2, AR 5 oAy 6 il FH T
BT R s . X TR B IR R S AR MBS I 2 R AE
BN, BT SR W B B3R, QN R Tk Je AN IR 9T )
11 30~60 mg/d , o 1E e Je 2 Wi i, ) S L
AL DLEAT I 25 4 AR S A J R DD B S0  TAS
s NG 888 TAA AT F 1A H 2= VR A0
FEH G EIRTT MAREIRYT R TAA B [T B i)
XSG E B S AT E 2 Pl  KEEARTTIETE
5T — RS

A 5T G838 RABT IR R 25 9 Sk
WS R I TAS e ok 8 UL, Bt R % m T 5,
1AS &9 A >39~59 2 AR B 22 UL o A TS B4
FUWIATT ISR B R VE 276 340 H NG .

S 3k

[1] UCHIGATA Y, HIRATA Y. Insulin autoimmune syndrome
(IAS, Hirata disease) [J].Ann Med Interne (Paris), 1999, 150
(3):245-253.

[2] WOO CY, JEONG JY, JANG JE, et al. Clinical features and
causes of endogenous hyperinsulinemic hypoglycemia in Korea
[J].Diabetes Metab J, 2015,39(2):126-131.

(3] mif, Mam B R A S REsE STk ()], sk
FIE Wi 5iRY7 2%, 2018,32(4) :399-403.

[4] TAKAYAMA-HASUMI S, EGUCHI Y, SATO A, et al. Insulin
autoimmune syndrome is the third leading cause of spontaneous
hypoglycemic attacks in Japan [J]. Diabetes Res Clin Pract,
1990,10(3):211-214.

[5] CENSI S, MIAN C, BETTERLE C. Insulin autoimmune syn-
drome: from diagnosis to clinical management [J]. Ann Transl
Med, 2018,6(17):335-350.

(6] TEUE, TEzs, EiT, 55 SRR HL DXL BP0 I8 IR g g I A i
TEIRSARFE T () ] 2R 2, 2018,22(3) :483-486.

(7] TI0T5, WRARLL, Ve, 45 1 M B e i A e S 1E A4y
FRAENE L B JUE 2~3 012 4F S5 B I RE A i 28 LT ). %
=2y, 2018,22(6) : 1046-1050.

[8]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

[23]

CHEN FY, YANG JM, LIU YQ, et al. Insulin autoimmune syn-
drome: Three case reports [ J/OL]. Medicine (Baltimore) , 2018,
97(51):e13486. DOI: 10.1097/MD.0000000000013486.
DEGUCHI A, OKAUCHI 'Y, SUEHARA S, et al. Insulin autoim-
mune syndrome in a health supplement user: the effectiveness of
cornstarch therapy for treating hypoglycemia [J]. Intern Med,
2013,52(3):369-372.
ROH E, KIM YA, KU EJ, et al. Two cases of methimazole-in-
duced insulin autoimmune syndrome in Graves’ disease[]J]. En-
docrinol Metab (Seoul), 2013,28(1) :55-60.
UCHIGATA Y, HIRATA Y, OMORI Y, et al. Worldwide differ-
ences in the incidence of insulin autoimmune syndrome (Hirata
disease) with respect to the evolution of HLA-DR4 alleles [J].
Hum Immunol, 2000,61(2):154-157.
TV BN BRG], 55 R R A B SR AR 5 ISR O
HrIf3CRE I [1]. AT BEF,2013,35(2) : 94-98.
ISMAIL AA. The insulin autoimmune syndrome (IAS) as a cause
of hypoglycaemia: an update on the pathophysiology, biochemi-
cal investigations and diagnosis[J]. Clin Chem Lab Med, 2016,
54(11):1715-1724.
UCHIGATA Y, HIRATA Y, IWAMOTO Y. Drug-induced insu-
lin autoimmune syndrome[J/OL] Diabetes Res Clin Pract, 2009,
83(1): €19-¢20.DOI: 10.1016/j.diabres.2008.10.015.
NASU T, SUZUKI R, OKAMOTO Y, et al. Late postprandial hy-
poglycemia due to bioactive insulin dissociation from autoantibody
leading to unconsciousness in a patient with insulin autoimmune
syndr()me[]]. Internal Med, 2011, 50(4):339-343.
LECHNER K, AULINGER B, BRAND S, et al. Hydrothermally
modified slow release corn starch: a potential new therapeutic op-
tion for treating hypoglycemia in autoimmune hypoglycemia (Hira-
ta’s disease)[J]. Eur J Clin Nutr, 2015,69(12):1369-1370.
LANAS A, PAREDES A, ESPINOSA C, et al. Insulin autoim-
mune syndrome: report of two cases[J]. Rev Med Chil, 2015, 143
(7):938-942.
CHU JP, ZHENG XW, LU J, et al. Insulin-induced autoimmune
syndrome: a case report[J]. Exp Ther Med, 2016, 12(5) : 3359-
3362.
CHURCH D, CARDOSO L, KAY RG, et al. Assessment and
management of anti-insulin autoantibodies in varying presenta-
tions of insulin autoimmune syndrome [J]. J Clin Endocrinol
Metab, 2018,103(10) :3845-3855.
Wi, FEMEN], SER006, 55 PR 3R A D B2 45 5 A A I PR
MRS ], AR50, 2012, 33(3) :409-413.
YUAN T, LI J, LI M, et al. Insulin autoimmune syndrome diag-
nosis and therapy in a single Chinese center[ ] ]. Clin Ther, 2019,
41(5):920-928.
RTF, B . Graves 5 G IR R A & e Li G AR 2 [T ).
FHIG RS %, 2012, 13(4) :48-49.
ZHANG Q, CHEN SG, SHENG CJ, et al. Insulin autoimmune
syndrome: a case associated with HLA-DRB1 polymorphism [J].
J Endocrinol Invest, 2011,34(7) :568-569.

(Wi 14 : 2019-09-24, & 1] H 41 : 2020-02-03)



