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A B B My AR P AL ¢ I i AR 1 WBC 10,390/mm® (Neu
82.1%, Lymph11.3%, Eosi2.2%, Baso04%, Mono4.0%)
EAFHERE A O HIMERHE N, CRP 0.64mg/dl & BRFE D JiE K
IS& AL D7z BEHGE B BRE TR Y
3, RHHCYURICEEIIA L D RD o 72 ME B
TIEMRIZ A, ¥ 180mmH.0, MINa% 73/l (HiA%Ek
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Fig. 1 Axial fluid-attenuated inversion recovery (FLAIR) weighted brain magnetic resonance
(MR) images ((1.5T; TR 9,000ms, TE 114.0ms) a, b, d, e, g, h) and '2I-IMP brain single photon
emission computed tomography (SPECT) (e-ZIS; ¢, f, i) obtained on admission (a, b, ¢), at 1 month
after admission (d, e, f), and at 5 months after admission (g, h, i).

Small FLAIR high-intensity lesions were visible in the white matter on admission (a, b). These

lesions increased in size at 1 month after admission (d, e), and cortical cerebral atrophy

developed progressively on MR images at 1 month and 5 months after admission (g, h). A
SPECT study demonstrated progressive deterioration of diffuse cerebral blood flow with time (c,

f, i).
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B O MERRH% (10,000~12,000/mm®), CRP & (5~20
mg/d) 3FHE L 72 ABEET D 2008 4E 10 HHA L L TW
7oA RERE 251, 2009 4E 1 B RAICEM L7225, 4 BITIZERIZ
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Table 1 Specific examination.

Bacteria: blood culture ( — ), CSF culture ( — ), procalcitonin ( — ),

Pneumococcal antigen ( — ), Hinfluenzae type B antigen ( — )
Virus: CMV-IgG (EIA) 2.0 ( — ), EBVCA-IgG (EIA) 5.8 ( + ), EBNA (FA) < 10
VZV CF <4, HSV CF < 4, HSV PCR ( — ), HbsAg ( — ), HCVAbD ( — ), HIV antibody ( —)
Fungi: CSF India ink stain ( — ), Cryptococcal antigen ( — ),

Candida antigen ( — ), Aspergillus antigen ( — )

Tuberculosis: QFT ( — ), CSF nested PCR ( — )

Others:

Sarcoidosis; CSF ACE 0.2 IU, Chest CT BHL ( — )
Infectious organisms; Anti-Borreliosis antibody ( — ), Q fever antibody ( — )
Collergen; RF ( —), ANA ( — ), Anti-SSA ( — ), Anti-SSB ( — ), MPO-ANCA ( — ), - ANCA ( —),

Anti-TPO ( — ), Anti-TG ( —)

Malignancy: AFP 2.5 ng/mL, CEA 0.5 ng/mL, PSA 193 ng/mL, CA 19-9 58 U/mL

s-IL2R 518 U/mL, TK 5.1 U/L,

CSF cytology: class I, T1/Ga scintigraphy; nomal findings

Bone marrow findings; nomal findings

Fig. 2 Cll-methionine positron emission tomography (PET) (a) and axial fluid-attenuated

inversion recovery (FLAIR) weighted brain magnetic resonance (MR) image (1.5T; TR 9,000ms,
TE 114.0ms) and T2-weighted brain MR image (1.5T; TR 4,030.0ms, TE 90.0ms).
Cl1-methionine-PET showed a bright lesion in the right frontal lobe, but this was not seen on

MR images.

An open biopsy specimen was taken from the area indicated by the arrow.

Ho7z2(Tablel). FHHAWE, HEREE PEZEDL TR
TR TH - 72, BHER C11-* F 4 = >~ PET TI&, KM E~
DEREHAE—T, & AT AT IED 0 B B 0 SR 2SR P
LB L CEETH - 72 (Fig. 2). BWHEED D, RIEDOF
B 2 TR O ZE /T L7z, BT R TI%, HE 36T
CHBETHEZ FLCEHOIFhERiREE AL Oz HET
JPE D I AE B SSREMIRIR I X 2 <, M ROFT R o 72
(Fig.3-a, b). ¥ 72, CD68 DRt T3 % H O MBI
AR LDz (Fig.3~c). F70%¥0) v kR E AR LD
A, FOREMIIZLL, CD3 & CD20 DfEdmIZT T,
BMifaDE 7 7 u—Fn i Ee Shi: (Fig 3-d). HE
BOWRHELZLS OB TEOZRICHLTZLL, BE®
perivascular cuffing RFfEZ A L B DA TH - 72. HLA-
typing 1& B51, B54, Cwl BT, AFHEICHAE DB DN

JB A4 T3 Sweet 35 I FEBIY 20 K B LKA g A & 7%
Mol 6 HI0 RS AT EA F2RAVAERE (AFVTL KR
=vur, 500mg/H, 6 A% 17 —)\) % B\EMIT, %
#E L T7L F= > 50mg/day Wik ZBIZE L 7. 6 H 13 HIC
AR IO A MEREL, CRP 2SIEFAL, 6 A K I3 BRI EEE
%R LC, iEm b 2, BV AT REL 2 5 4 FH
LR A EDTH, RN E IR L. TV P =
R L, HEFEE 20mg/day &£ L, 10 A 10 HBE: L7 (Fig.
4).
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Fig. 3 Neuropathological findings of biopsied specimen of brain.
a: Hematoxylin-eosin (HE) stain, low magnification ( X 200). Infiltrates of inflammatory cells are
noted in the subarachnoid space.
b: HE stain, higher magnification ( X600). The inflammatory infiltrates are predominantly
composed of neutrophils.
c: HE stain, low magnification ( X100). Blood vessels in the subarachnoid space are free from
inflammatory infiltrates and their walls are well preserved, suggesting the absence of vasculitis.
d, e: Immunostain for CD20 and CD3, higher magnification ( X 400). The inflammatory infiltrates in
the subarachnoid space contain lymphocytes as well as neutrophils. The lymphocytes are a
mixture of CD20-positive B-cells and CD3-positive T-cells, excluding a monoclonal proliferation of
the lymphocytes.
f: Immunostain for CD68, higher magnification ( X600), showing histiocytic infiltrates in the

subarachnoid space.

ek %, CRP EfliZe EORIEFT AR L722 & TH
5. PR Sweet JHIE, FEB L UTHERBAL O HIMERIE S & A &
0, BE R CHALEREEN, OB % (3 959/ul), #%
FERR EBIN (F¥ 82.7mg/dD)¥?, B MRI TIXAEA IR,
T 2HERERRT E SNT WS, IR D BT ED
WL FEBL T HUFTP RIS, BB B o, ik
Sweet % O W HE Yt % # 2z 72 %%, HLA-typing i& B51, B54,
Cwl BT, YRR AR RS 2 {, BWikEiE &7
ol BAKTE, < QBETHEL LIS, FEWRIFRER
B OEMRIREE AL DB —T, MELKIZALED Do
72, D 22 UBGAT L7z - B ae i3 etk, Kbk
B, PR, BRI Tho 0D, AT A F
IWVAB L UHEERG 2B holzb 25, KENROUE

EEBHITHRITRDYE L. BB AR T BRI % A
L7z kb, Mk Sweet WERBT LR THo7. AT
T4 FAERI IS - BEE LT, FEAN NV R AMILR AN,
EARMGE, 8Pk 7= b —F X% Sjogren FEGEREZ: L0
WBIERIC & b 29 BOIE, BEIEE TR 28 7 AR ZT H
598, FAUEHRMAE (Table 1), BB A S EE L7z,
iR Sweet JRITREIE - B FRERZ BT HHEBM L E LT
Hi#% Behcet # OFEFFE B L MEITF SN TV BV, Wi E
OMBBIOIT A, FFE Sweet FFIIFH R HLA ¥ 1 ¥ v 7
(HLA B54, Cwl) BT, % Behcet W DO BRRFEB % A L,
MR EORFDHE L 7 2EHYY, HLA B54, B51 Btk o f
¥ Sweet 7§ O 52 %, HLA B54, Cwl B 4 T #ll 1% Sweet
¥ & Al Behcet 8 O W )7 O RAEIR % B3 2 5B b FE4E
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Therapy
Aciclovir ( 750 mg/day) [ |
Antibiotics : )
Methylprednisolone Methylprednisolone Prednisolone per os
Steroid 1 g/day, 3 days I I - 05 g/day, 6 days - |50 mg/day 20 mg/day
signs 37C 38C
fever = -
Rt. Lt.
conjunctivitis A
Rigidity/frontal sign A
MMSE (/30) 17 15 0 0 11 13
Labo data
CSF
55 73 9 20 15 6
Cell (/) (M/P) A1/14)51/22)9/0)  (17/3) @4/11) 6/0)
CRP (mg/dl) 2 12 6 18 5 0
Admission Brain biopsy Discharge
[ ¥ ] | R I | |
2009/1 2 3 5 6 7 8 9 10

Antibiotics*: Cell (/n) (M/P) M mononuclear cells, P polymor phonuclear, MMSE: Mini-Meutal Sfate Examination,
LVFX: levofloxacin, CAM: clarithromycine, CTX: cefotaxime, MINO: minocycline, PAPM/BP: panipenem/betamipron,

ABPC: ampicillin

Fig. 4 Clinical course.

5. F 745 Sweet % (probable) (2317 5 HLA B51, HLA
B54, Cwl ORI & %, 16%, 68%, 83% MG S Tw
%2, LA, PhEE Sweet 3, flfE Behcet %, B & Ok
RETUHEZ RIB T AT REZA L © D05, WIhOBWiEEE D il
7o S WIEBIZ AR LT, MR R ERE & T B ANRIE &
NTW2YY RIEF D MFE Sweet O LWL ¥ 2§72 & &
o 7S, ARG TR B 20 I Hh BRIEH & R 3 AR 70 AR
HETRAZAE D, XA THA FREFR LT L2 SR ek
WMERZ DI ENTEL., REIZIFPEROFERETLAEIC & 5 42
GHOMEEIEREAEEZ 5N, 2 & 7% 5 HLA typing
WZE->THEEND CDS' T V) ¥ /3RO M4 A P 0 A 4
B, FOREOEWEELTVEEERINTWDEY. HRE
Sweet JFIE—MIZA T O A4 FORISHERGC, HREMT S
CEFMONTVAED, AF04 Nk IcERTAZ LD
HDHYW, BIEFNIA T O A B3OV ZTEREHE I —FHEIRD S 3%
L7223, 7OV ZEHBICTIR L 72, 2 0%, BEOIIER A
FfL7zZ &b, MEBRIYEHFOTHREZZE L, 271
A NRibite 5% B¢ S5 % 2 %o 72, fikE Sweet i Tl
5L TOHREMRHRBIESER LIS, REORBEIX
FNTH5. & <12 HLA B54 i B Hofi i he TR A58
LCRIFTH o 72 LM XN TV B, AFERNE, A BT
FLCIERBINE & IR HVE, BB R BRI & A L 728, & IS
TR THEWTH - 72, KRBT, R TEER K
FEFT R 2SR L 7228, BEOW, SR 20 & BN S 13 o &
D, BRGNS B CTH v, B Je 2 R 2T RIS
ZLhof FRMEMPHETL, AT 04 NinHEED HhE

JEE L CERBRIEBEN - 722 L5, JKHEZ
ELMEENOBEDLBETH 72 E 2 72 ik Sweet
I OIFREFT R OBEBI T, MFEEANOMEIRE R - /0
M PRV BYE RAEE IR & 7 ) = Ak AR LD,
MERZEDGbRVEINTWSEY, 512, HHMRE
BT, WIFNE, BBEEENE I A & DT, NERIR O JE P
(BRGSO, J%5E, WiRE%E & b 7 9 perivascular cuffing
%% AL, FAEMIIZE L LT, CD68 Hufkkytk o Mikik <
H o 7ol SNT L. AREG s BT 7T, NS 0 K58
FREET, BB TEDOHIENRETH 72, Zhid 5 7 HiE
BWL-BORHFIATHY, L3 LOERKRGE KL TV
WAV B L 27z 7L, SAEVEHIIRE IR T
Holzh, MERE LD %o TWRVEIIHEE Sweet 35 O
B IR R & — 3 L T/, AREEF OREIZFE Sweet
JRMEIFI & 132 & > THY, B51,B54, Cwl 25H: T HLA
typing OHEDERRIRICEE 2 5. 2 - ieE0E 2 Hh iz,
AIEFID X H\IFHERIEE 2 A L DI de TR EITR % K
WS MR PERIR O REME 2 2, 15 e R TREALIE DS
RN E &1L, FHOICHEREEEBTRETH 5.
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Abstract

A case of neuro-neutrophilic disease presenting with 5 months’ with cognitive decline, meningoencephalitis,
and marked systemic inflammatory findings, and diagnosed with brain biopsy

Yasuko Ohe, M.D., Yoshihiko Nakazato, M.D., Keisuke Ishizawa, M.D.,
Ichiro Deguchi, M.D., Naotoshi Tamura, M.D. and Nobuo Araki, M.D.
Department of Neurology, Faculty of Medicine, Saitama Medical University

A 63-year-old man was admitted to our hospital with cognitive decline. On admission, he had a fever and mild
cognitive dysfunction, suggesting chronic meningoencephalitis. Apart from a mild increase in serum C-reactive
protein level and marked neutrophilia, laboratory findings were unremarkable. Brain magnetic resonance (MR)
imaging showed multiple small T--hyperintense lesions in the white matter. Systemic evaluations for infectious or-
ganisms, autoantibodies, and malignancy were all negative. For 5 months we conducted therapeutic trials of vari-
ous antibacterial, antifungal, and antituberculous drugs, but these were completely ineffective, and both menin-
goencephalitis and inflammatory signs persisted. Repeated brain MRI during the clinical course showed growth of
the white matter lesions and progressive cerebral atrophy. C11-methionine positron emission tomography demon-
strated a bright focus in the right frontal lobe, and this was biopsied. Key neuropathological findings were neutro-
philic infiltration in the subarachnoid space and the frontal lobe without necrotic angiitis. These findings con-
firmed the diagnosis of neuro-neutrophilic disease, although skin tissue findings characteristic of Sweet disease
and a Bb1, B54, or Cw1 HLA-profile were absent. After intravenous bolus administration of steroid and prolonged
oral steroid therapy, fever and inflammatory signs diminished and cognitive symptoms improved.

(Clin Neurol 2011;51:21-26)
Key words: neuro-Sweet disease, neuro-neutrophilic disease, meningoencephalitis, brain biopsy, steroid




