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A Case of Methimazole-induced Drug Fever with Exacerbation of Granulocytopenia after Cessation

of the Medication in a Patient with Polyglandular Autoimmune Syndrome Type III
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The thioureylene antithyroid drug methimazole (MMI) is widely known to cause various adverse reactions
including agranulocytosis, liver dysfunction and rhabdomyolysis. We report a case of MMI-induced drug fever
with granulocytopenia and increase of Creatine Kinase (CK) in a patient with polyglandular autoimmune syn-
drome (PAS).

A 35-year-old man had been treated with 15 mg per day MMI for hyperthyroidism but he discontinued after
2 years. One year later, MMI treatment was resumed, because of recurrence of hyperthyroidism. During that pe-
riod, he was diagnosed as type 1 diabetes and was admitted to our hospital. He became febrile on the 2nd hospital
day, when he had been treated with MMI for 10 days. MMI was substituted by iodine because drug fever was
suspected. Despite of the cessation of MMI, the number of neutrophil counts further decreased on the 4th day
and it decreased to 599/ul. Additionally, MMI induced liver damage and rhabdomyolysis were suspected because
of the elevations of transaminases and creatine kinase. Because of the poor control of hyperthyroidism by medi-
cations, total thyroidectomy was carried out.

We should follow up neutrophil count even after cessation of MMI because it may decrease additionally in

some patients.
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MHERBRETH SHF 7~V =)V (methimazole :
MMI) &, #FEkEREE, myeloperoxidase-antineu-
trophil cytoplasmic antibody (MPO-ANCA) P&
BRIEGR L ESHREIER 25| &R 32 L2
LNTWA"™. MMI OEIWER THh 5 FEUE, B
BRIE & RIRICRRD 57, MR BERIER RO 5
T WL, EBEREREIC X 5 BRYSR B0 KR I
B EN—MTHEY. FLld, MMIIC L 2%
L ZZ ONBHHEBSHMIAL, FHIP BTN
kiR B X '8 creatine kinase (CK) g% &, %
FEWEAASHE L 722 Bt B CRBie it 3 8o
1 B EREB L 7-DOTHET 5.
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BRIC g - Z8E D7, FETH2H, KER
A (10kg/5 » A), R, BWhz EHFIGEEZD.
thyroid stimulating hormone (TSH) 0.008uU/ml,
fT46.31ng/dl, fT3-11 19.6pg/ml & FARBRARRE 1L TTHE
LTBYNNE FYIROBERD -8 MMI 16mg WAk
MAEEINA. T/, ZERIMEE 233mg/dl, HbAlc
89%, ¥t glutamic acid decarboxylase (GAD) $ifk
6,736U/ml L BETH ) 1 BIFEIRIF L BH SN, 7
H 14 HRERFERKFRERF - AHARE N
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ABEHEERTR : ABRKEDOREMN R % Table 1 1
AL METIHREFRD T, ELFHRAICT alka-
line phosphatase (ALP) OB E LR ZZDLDMRT
o7z BB ERAE T, HbAlc 9.6%, gycoal-
bumin (GA) 284% L&EfETH Y, BEHERCH
HRIIEHETH o 72, HIRBREE #E AR X TSH<0.005
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L7z, L2 L, WHX ) EFPRBIMETEEE 20,
15 H B 12599/ul iz # 4> L 7z. [ H granulocyte-
colony stimulating factor (G-CSF) % #5-F#a L, L
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B, 12HH, CK1llmg/dl & LREZBDEh o720
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Table 1 Examination findings on admission

Urinalysis

Blood chemistry

Glucose metabolism

pH 6.0 TP 6.0 g/dl HbAlc (NGSP) 96 % t
Protein - Alb 39 g/dl Glycated albumin 284 % t
Glucose 1+ ¢ T-bil 0.7 mg/dl Anti GAD-Ab 9,300 U/L t
Ketone body - AST 16 U/L Anti IA2-Ab 11.0 U/L 1
Occult blood - ALT 24 U/L ICA 640 JDF-U t
Urobilinogen + ALP 400 U/L 1 Thyroidal data

CBC BUN 23.0 mg/dl FreeT3 1025 pg/dl  t
WBC 6.70 x 103 pul Cr 0.34 mg/dl FreeT4 407 ng/dl 1
Neut 62.3 % eGFR 2276 ml/min/1.73 m? TSH 0.005 pU/ml  {
Lymph 287 % CK 38 U/L AntiTg-Ab 907 U/ml 1
Mono 48 % Na 140 mEq/L AntiTPO-Ab 130 IU/ml
Eos 39% K 39 mEq/L AntiTR-Ab 103 IU/L t
Baso 03 % Cl 103 mEq/L HLA
RBC 482 %106 /ul TC 104 mg/dl Class I A33 A24 B44 B55
Hb 14.2 g/dl TG 37 mg/dl Class IT DRBI: 0802, 1302
Ht 40.0 % LDL-C 46 mg/dl DQBI: 0302, 0604
Plt 371 %104 /mm3 CRP 0.09 mg/di DQAI: 0102, 0301

CBC: complete blood count, HLA: human leukocyte antigen
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Fig. 1 Clinical course
MMI, l-methyl-2-merucaptoimidazole; KI, Potassium JIodide; G-CSF, granulocyte-colony

stimulating factor

WA, MMIICIZHEERGEERH S 2 L, PTU
BRGE L OBICHL P LRERE RN Lo
TWaBY, UL, BT RFBHALEZ 572
HELFEENPTURAZBOATHRESIN TV
HE? BELZBWEMIZMMI XY PTU DX 5%
WZENDL, RERBEOHEEIZIE MMI (F12 15
mg/HUT) 2RI TNEYY,

AR, 3 RO MMI #) ¥ 5B i @I1EH % —4)
ROLhrol-ns, NIRERER, #H#3EE(15mg/H)T

¥ 59554 eEITER»PHI L7z GAD duikka it
DL FTROHBERICE L TE, EWRETERO
BAVHETH S Z &, BATORWERBE EW
ZEhL, FWEFLRIRIBEIFGDOOLNTNS
A ARBITHEYEETOREH 2 Z R ISR/
C e O FAREE EIRL 7.

MMI BIWEH & & 5T & OREMIE, MR BREE 2T,
human leukocyte antigen (HLA) class II # &%
& 1T DRB1*0803, DRB1*1501 * 59 % = & 2%
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