03-06-09
7 b E—tRERICBT vy v Ty —VEERERTORE

Bk B, Fk A
ALK AR KBRS0 S0 B R IR 0 B

< 7 17 7—UFEERIEE F(macrophage migration inhibitory factor: MIF) (= F
Ry ia vyl DA TEREMNELYLPICHAHINIHETHY, e FH
¥rva vl it L AREERR MIFHARSCI VY REECHEIND I LREPHAHL,
B BT DAY L3 BOEREMNEAL MR -7, £O% MIF BERED I Voo
AFaf FABIC LV BEIND 2 L ARESh, BETHESY V37 RIZRERIS. R
BISEDA =V x— A —Tha EEZBLRTWS, —F., MIF iZAK&EOS{LEMERE &
MELTREIND 2,0, iRORERIG, RBEISEOHRR LT, MEOS{LIEHEZ
RIETFTHAIENTRENTVS, ZOL3CMIFIXBIIvs 0y 7—YOEEZE
I BEMESETAELD T, ARIZES AR L EF ST ABEREFTHEFT
BHhDZ EAHBALTHS, R4 X MIF OREGEERB~OBECOWTHAELZED 518
e, 7 RE—MEEAPRELTATUVAF—KBIIRITS MIF OEERZHALMIL
. T hE—HEEAREOXNMDEERD MIF © EART, EREEEO mitogen R
Bt s REA L H_NEBCERETH S Z LR IR, T MIF PMRERBRTICE
YELE, 2EOVA ARy FD—27DOFTT FE—HEERORECEEL TY
BrEEFRLTWS, 7 MBS, MEEREKED MIF & OBE#ENEIZOWT
REEBEUAO T @RBEV /a7 7=V o0 THEITLTN Z LT, Zhbo
B ORERFORAICSRB L LD LIS,
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03-06-10

Th1/Th2 MRk > 7+ 8
g (B3 #E)
FERERFREZFER REMRER

nakayama@med.m.chiba-u.ac.jp

ST ABRUKAFE OSBRSS . BAEA O Th1/The MRS & » THbA T ET,
¥/, ThI/Th2 MEDOAT L 2 IEL OREFEBORBECHE LRVESERFED 7,
Th1/Th2 #RIL T A —7 T MERBIHKH Y o M CHE 2 L&, [L12 14 ©
FETCHET 2 L Ebh TOET, AcbiARREET> T ML E7 ¥ —DTilo
ST FAAGERERIC LS ThU/Th2 MK OS{EOBI R LN L Ty ET, ST,
Ras/fERK MAPK #&# & phosphatase T# % SHP-1 DR BN OV THRE DB RIER A 1538
LET,
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03-06-11
BB R LOFERRIZ BT 5 THRRZSESHREDN S O TRl T4

YRR
AHUBE BREKFELRE AR
E-mail: nkimura@fukuoka-u.ac.jp

ThECORE

[FRES] ZRERSIEDLARERRL, AEZEFTLSOGENLBN L, Bint
KEROFEMSNREAERER (FHL) ORYLBERRTIX, 2RO THENSE
+ 5 THIRFBRZEE (TCR) &H0OXRM, F-EE0 THRY o— 0 DIFE
BRYIL2GERLRENFBLTEET S, 2. ERHBRIFDHIC, FhiZ
BEEERY ab T MR 7 0 — U 2 b LA GBI CE 3 LR LT,

[B®Y] EOIH G, XTI LHERBOBETSBERE D 5V TRBEEOH
EALDBRHIL N & BIEL~DBITE RIRT 5 72 D OIFRERRA & IREORBEL O E
T, ZMERSICHDAKRERAL, REBETE0AEIORN Lz, RERD
BES (1) ¥4 MUA L ROBETRS, (2) AEROBETE. (3) BEMEE
BB LV BERINDIFEERIT S,

[652] BHBARLEE & ETREMBENEBROF HLOFERXZ SLFREFTETRR
P4 I S VN T, AN ab-T MO T CREZBEF L~ TRE L, THIRN
A%t OT CREEERLY u— L OHBOFEC>E/I LI,

1. FHLTCTHRIZBTAE L BoERBEENRAEZTCRUV A=) —RF U A
7 a—y THIROFEREH Lz, {LEFERCT o i SMRBHEIC L5 EARE
i3, THRICBITATCROSEMIIHEL, HEROZ o— - THIRLIHIE,
BABITAFHLEFATIR, 874V BETEEL 7 WA LERER
EHA L, R OEBITHORGRTFREF LE2 0, ThoYT7HEETC
REEMNF— - FY T u— THROBEIT L, SEMBRET—R
MERE L LTRBERT S, IBEL Lo TRERERT ashBMieBE s B
bhi-,

2. AFOIFREFETRBHEND (5 LBIFEFE 1 ) ORIER L IGRERTRIFOMR
BRI TTY VR u—r R L, BERTME Y o— - OHEM, %%
MEFIRER OEEREO o— O - BREERLE, £, SBHRAL2C
MaB & SHABEFEFICHS W THOF L Y EEOTHEO T CREBFEORINE
FHTWA,

3 ab-T R 2 v — A UL BTERE (MRD) THLIBBM T 2 FEZER L, 104
~106 Bz 1 @AY~V E THERTE ATL 2 X 0 ab T HRREERII RO Z & .
R - BEER THERE (HL AWEMCTLZY) 7o—r 2 BEOBREREDER
BrHISRATE B,

1 44EREDFHE
ZWBEFSRETIE., TV /3RO T CREHMNBRU L THHRERSRBIZH DT,
THEAS Y AOHNBEYA MHA BTV I EHRRBESNE, 5,
1) EREEAGRERSE(S C 1 D). 74 A AEEMRAREEHBEVAHS), BHEEHE EBV
RIE 72 ¥ OEFIC AT CEER T C RSFEMER LAY I 7 u—r THREBEFEET D
mERNT S,
2) Yu—rOEFERECLIHKED L OMEBERIT 5.
3) FORBEaL ha—AWRNK THEOBESRHE0E ) LREBFO - WMAMALL
VY,
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04-07-12
MOF BE #1804 : 23R 2R ¥ (LECT2) ORERET

SHE HzE & BHE . HARKER, FEE. BHER
B EK-BREBAER - IGEE
4548 O e-mail: amtanok@mail ecc.u-tokyo.ac.jp

ZhECORE
SR CHO MpRic &k 2 RM AL AV 2 LECT2 (eukocyto cell-derived chemotaxin 2)
O X B g S ARAT

X B SHEERRATIC 01 T LECT2 D fafk. X MRS IEMAT 217> T\ 5, #hdaftic
AVAHIc CHO MilaxrEEx e L, BRBEoe— 7 —HHT CRETZERsE, &
HLEF AT ER, B A RmBLUBRA A e 2 AE b8, SDS-PAGE (23
WTH— A FORBESLE2E1 U v MERED T Y 5ng DILETH -7, Crystal
Screen | B LU II & AWV fGRibie &, #ix R&HETOBREERZIER. W20
SETRLNE LN, Y F—/ % 0.01 M cobaltous chloride hexahydrate, 0.1M MES
(pH6.5), 1.8 M ammonium sulfate (25 T, MOATRVEERSHE O, XERETRE &
ELd ZAR A ToRTABRER s,
(2) KISE & AW RRROME L NMR & AV LSRN
RS (NMR)IZ X DBEMRIT O I KIBEEE R L THRAREH/E L, BHRL
7= LECT2 IX5t A% HR L0 T, Tk - 2 EL21To7. B4£His)e LECT2 O
TEMCD)E NMR A2 hid, CHO B TREALBRLAE LECT2 Db 0L &7
OHFER—HL, RLarzxrA—va ol EArREnk, £, NMRA~7 |
T 56ppm 17 B Fr DY FARSEBRMENTL LA L FBECED I LA TRS
i, BERSAER L - (Hig)s LECT2 #FM L. A =KRL MR 2227 PAERIE LT,
HAET T, BRTRIZ20N05 130 ACVEDOI LI 118 AV CRERB L. B85
n-db%s 7 &%, chemical shift index T REEFHEE L, £ORE.
(His)e LECT2 i, ~V v 7 AR S ERVBHELBLI AV HEFELLND, 58, £
FHOBBERT L. ZREEOSTMEHLTLI,

14 £ OFHE

(1) Evippiiia CHO MERRIC X 53 HFAR %2 AV iz LECT2 @ X SRiE SIS
BLni-HRoERTARERERKEEERL. BRTREBRELS RO THRAGZRE
L. HEHEET O,

(2) KEBEE % Bl - BT O/ L MR & RV SLIRREMRAT

BEBE5%T L.NOE ¥ — 7 (L ESW [EF RO EEREGI FRIFR A BB L B AFHEETV,
CRTHIERRET D,

— 111 —



04-07-13
FF2e. IR EFAMIZETS LECT2 /v 279 bV ARV KRELERBIE
A B = X b ORRYT
g
[E SRR 22T - TS EE

LECT2 iZ X FHR TEL S hAPITHHEN 245 FR% 16kDa OERETHD, &
#UE T In vitro T LECT2 {37 HERE LM, BB TR, SEHRCEFMiao M
RESOAEMTEM LE S LBSHho TEED, AEATOMREIKABIATHS, Hxid
TNET/ v T b= A AWLECT2 Off#., BB 2 B/EUTOWTHIT LT
Xf, FORKERE. FhPNOREETFVICEBOWTLECT2 0B 5 T3 REE/ TN,
<INFETORE>

FFiz3517 5 LECT2 %1% #~5 B8 T Con A fFFEFEF L2 RA\WT LECT2 Xif
W2 L AREBOR{LERAT L, MM 6 D BALBc <+ 7 A2 ConA(10mgkg) %%
L, 8% O MiF GPT EMR U OhOREMYA M A D L~ OWTREY
EibA <. FOE, LECT2-KO < v R iXHAER~ v 2 TH~ThiE GPT EELH
25 EOBEERLE , £, Con A #ER 112 M To IL4 OBEGEFREAN
LECT2-KO = U ATHEBERLELTEY, MiF+O IL-4 bRRICHEER L. —FK
SEMY A FH A 2 TéhB TNF-a, IFN-y, IL-18, IL-6 (2B L T AR~ v A LFIER
CEDAE— &R LT, ZThbOERNMD LECT2 OF—F v helebflae LT
Con A FIBHOMIC IL-4 2EATS THRAEL R,

—7. LECT2 |3 B 3F/ O A7 ChondromodulinII & L THEIhTWwWAZ &, b
MEWBEE Y v FIZB\\ T LECT2 OREGETERNEREICAHFETDIZ & rolfike
LECT2 & oM%</, BALBle v 7 A% AVBEERAREY 7 TA2RE LBEER
RBELE A, LECT2 /) v 770 b U ARBARNCHA~TEECRDSZ EHBAL
7=
< SEEOFE>
. ConA FFRREILEIT S LECT2 B5 0 A B = X AOHAT
. MoFF%EF A (Galactosamine+TNF- « . anti-Fas antibody) TO#E4T
. S YT L AEMRETATO LECT2 KO = 7 AEED A B = X LD
. IL-1 receptor antagonist KO = 7 A O BEH R BIEIC TS LECT2 DEE
. LPS oERiz*x 5 LECT2 DR &5 O FREtE:

[ I SN ' B & I ]
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04-07-14

-1 Ve FE—TF o FIT=RA L) v 7T be0AZR b5 IAE R OB
BSE¥E—
HREA¥ERFHERE MRREFAFRL L ¥ —

-1 O&EENTORE FHD 70, IL-la, 8/ v27 27 FEKO)=T7 A, BIWIL1
VS E—TrZd=2 (Ra) KO vV RE{EH L, ZhoD= 0 RAERWH I LK
9. 1) ILleé ILIBREWVWCHFELHEETLIENBHDZE, 2) REHAILR
EHREENLLEE, PETCILL BZFEINSZ L, 3) IL-1KO = U A TIIREEHHMHE]
&f, #iZ IL-1RaKO TREFS L L, REFOEBIEE LBV T— Lids a9 5%H
EFREELTWAZE, 4) ARVAREIIRTS, FraalFal FOELEAYL IL-1 KK
HFTHIE, 5) BMEMOE. IL-1 i#EREOT R b RCBELTNSTZ L, 6)
BALB/c £ ® IL-1RaKO v~ 7 ARZBCERICY, BHRTERRET L Z L2 %2H
BANT Uiz, ¥7-. Bf Nicklin 5i3 MF1 % & IL-1Ra KO v 7 ABMERERIET S
HERNELTWD, Had Balb/c W IL-1RaKO COMFROBEEFRM LIz & 2 5,
50~60% D~ U APMBERERETHZ LERWELE, Thizx L. BEERIX 100% D~
UATRIENBO LN TV D, BEHROHE, BCRENBECREIZ Lo TNDLEX
bhfeZ &hh, MEROFEERICKTE, REROBEEBEM L, TokR. B
ROBE L MERORE L T4 LLEBEEY, BCREZTELRREFZRE TV
LR ENE, EB, ECAfolE. BHEAOREREIDEARLN T, #1 CD40L
Hiis, 1 OX40 HLikizm B R D RBIEA L Lied o, — 4, TNFa KO =9 X & OB
Iy, MEROBENTRICHLE SNZOT, TNFaRLERBRECLHATHD Z &340
otz, ZORRIZ. UTNF AR EROERICENTHLZ LE2THRTHIHOTH D,
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05-07-15

A b A CRIEIC L B LR ORERH
NE B HBEER
FERAFERNZEREEERAFER - BEHEESERE BRIEFNH

DB DIIE & LRI R ITITRESEY A R4 UBRCBE LTS, ~A T #
BomERE LT, Thl B T Ml Th2 & T AROFEESMON TS, FE I
BIANCER T D72, KfE - GERSIRFAEDONRT AL LTERLRTRERERW,
7 v, EBRMECHESMLEL (EAM) 128115 Thi/Th2 A7 A E2Rit Lz, 7,
ODESEZBP DY A F B4 > mRNA OFBRIZOVTIE, ORRORBERH L - LT IL-2
OmRNA B#ML, #VTIL-18, [FN-y, TNF-o. MCP-1 ®mRNA 238 L7, #
EORBH»S IL-10 ORENRET Y, HEMICH» -7, KEMmY > 7S8kD Th1/Th2 /3
5 A &P CDA ik, HLIL-4HifE, Hi [FN-yfiffrAvwie7o—%Af bA P —iZ Lo
TR UT-, BIERIEE 7 B oKM@ Thl B T ERROLLEREIML ., LEHROIE
B (14 B) WCHEB Lo, KWOT, Ko The B T MlROHFESEMNL, B
21 HiZiX Thl B T MR OEE 2 FB L, EEHICED >, EAM GBI KEOHRR
AL UREETAICLIDbLTRENBRIIKET S, EAM ML BREBELET > b
REEBECL VOB REER LAWY, —~EHMERRTIEERETHILIILRD.
T~ OFBERSHIIFRMMD © The B T ARG L 2o TV HHIME —& L, £k, 68
iz 1L-12 #BE5 LEL ZAARGEIBE L., OFRVEE L=, iz, BEFEAL
I 0 HURUBAERE D B IL-10 2 BRIFEA S5 & EAM iI8ER L, & 61T, MREEE T
EERL LTHAIATWART I V2575 EAM ORELT2CMHET LI &8
TEETHY. OB Th2 ¥4 A U REHICHEEIN T B ¢BTRENT, ZOLD
iZ. ThU/ThZ /55 ARLBHROFERESE L THDIb0LEXLNRD,

Cytokine Balance Regulates Progression and Healing of Experimental Autoimmune
Myocarditis

Makoto Kodama, M.D. and Yoshifusa Aizawa, M.D.

Division of Cardiology, Niigata University Graduate School of Medical & Dental

Sciences. Niigata, Japan.

Cytokines play important roles in the pathogenesis of inflammatory heart diseases,
such as myocarditis and dilated cardiomyopathy. In order to clarify the pathogenesis of
inflammatory myocardial diseases, cytokine-environment was investigated in rats with
experimental autoimmune myocarditis. IL-2 mRNA appeared initially in the hearts
coincident with the onset of EAM. Subsequently, mRNA of IL-18, IFN-y, TNF-a and
MCP-1 increased. In the recovery phase, IL-10 mRNA appeared in the hearts. Th1/Th2
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balance of peripheral blood lymphocytes was analyzed using flow cytometry. Frequency
of T cells with Thl function increased before the onset of EAM (day 10), then T cells
with Th2 function overcame Th1 T cells during the active phase (day 21). The change of
cytokine profiles, from Thl to Th2, may determine the disease nature, from
progression to recovery, in EAM. Although a large amount of antigen remained in the
hearts, active inflammation of EAM subsided by day 35. In vivo administration of I1.-12
produced persistent myocarditis in rats with actively-induced EAM. On the other hand,
gene transfer using I1.-10 was partially suppressed EAM. An unique substance,
suramin, which is a growth factor blocker, also effectively prevented the induction of
EAM by changing Th1/Th2 balance. EAM was able to be induced in Lewis rats which
had recovered from actively-induced EAM after 2 months from the initial immunization.
Until 2 months, rats were refractory to re-induction of EAM. The refractory periced to
recurrence agreed with the period that Th2 T cells were overcoming Thl T cells in

peripheral blood. Thus, cytokine profiles regulated the disease activity of myocarditis.
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05-07-16
AP ERIERETUEIC L A B R B REF Ofigdr
HHE#E
HE R REE A ER
e-mail : sasada@kuhp . kyvoto-w.acjp

hEToORE

AREEE OB — R & U CHPERITPORBE R BT — ., GFROBRENEFIC
TLEET SRR BT E T2 L AEMEh., ROV CIEREICREF RIS
T3, L UFPEREETEIC L 2MBBERFIC VT, BGICALLIENTY
220,

L ATGM-CSF #ix U L T3% 4 bl A 2 LSP 347 PERIgEE 2 EM L. ARDS.
SIRS HOREERICEET HZ L BAEREIN TS, 22 THA M A o, #iZ GM-CSF
MFFRROT R b— R 2MHT2BRGPEROBELTNES TS Z LICEAL, F9K
(=¥ 5 GM-CSF O{ER 2y L /-,

INETORKE LT, ITNF- i3 FPR7E b= 22 HBE L, EUHBRRELESET
gk, GM-CSFiz-hbounFh bEIE S8/, £ GM-CSFIZHRH7 R b— 2%
EAyE92 8% Uiz, GM-CSF 2 /EA S ¥ 47 PmRic L 2 BEF OBFO— MBI LT
ot bEZ b,

SRR 14 SEEE O FHE

GM-CSF BHFHERT F b= AT 58FEALNMCTHHEEITTN S, FF
R7HE P AOBHE A ERERIZOVT, BESHLMIIATHWS, £2TZ
OV T FNARERICH LT GOGM-CSF RO XS IERT AN ERTAZE L LT,
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05-07-17

NSRRIz I3 v 5 M Rk ORREMINCEET 2005 L IGRE ORRE
1 T aR—BR
BAREEE K - /NIRF
E-mail: peditakeme. ndmc. ac. jp

(B8] FF, Ha ORI (BC) 525 RAILRW T, Wil Pz ECAHET S
PRESNTWS, RS KD) iz 24 MER THD i, EC EEHDRE O
VSERARTHD, LB L. KDO ECEEQCHREN~v-—T—iTREIN TV,
4 (XLLETIC, KD oo fn iz TimERNRERBEE E-selectin @ mRNA
AEEEICREINA I LRBEICHRE LTS (PREE. TR, JIEET.
AR, JIAE—. BB IBRIC s Dt o fu % P AR B 3Kk E-selectin
@ mRNA BEHORA. B A/NRRZ2MESES 10335, 343-344, 1999)

[BA9] KD oA R+ 5 BC 2RAERTCEOHERE LT, KD MERDOKREL O
BRERMNT D,

[53:] KD BRIR & %% R ORS M (&) 2> 5 buffy coat AR L T, MEHEHMLS
4% monoclonal antibody (mAb, clone CH-11) ZWE# L7 immunobeads (T &> Tl
N R R Ui, & 512, E-selectin %0 mAb WWE-o THMERNKARTHD
TEEERLL,

[RREEUEZE] KD 2SI —-FEaMcBIT T EC £it, BEIR KD BIEHICLLE
LTHBBEML TV, S50, EBRAELE BTREBVERERD,
ST, LA EC #iX, KD OmEROBEEZRMT 5~ — 0 —I272 5 FTREMEITRIR
-,

(2% OHBENEE.  FOFBIH RO EC HiBEMRAS R MICHRT 5 L BESA TS,
= O EC ATERARIAIC 5 RAY 72 mAb (clone AC133) % F\V T, KD " EC iZmiFeE
B2 DOPEITEHERLZODERIT O TFETH D,
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05-07-18

JIRFFRERLEL~ v A R BIIR R BEE 7 /TR S BIIRRERME ORES
ot R, KFBIRIEE, EITSEER. ZiHLF*. REFM{C*
R RZEFHMBABHRERELRE, *HRERRFEIRARTEE
MBS B B keitak@oha.toho-u.cjp

JIIBFEIIRFO DSR2 ER L T NROEBTH D, Bxid, JIBHRHNREF OREF
BRRBED—FT, IHRRBRIREFEN L4508 SN Candida albicans 77V fhi# % A\
T= 7 ARKNBIRAENEREHEITTND, FERRTEREINIHIREIL. BESA
RoAR AR O )R BNARE L BT 5 AR E L, NBERBIRRET L L LTOF M %%
s,

ZhECoRE

0. Candida albicans (C. albicans) BEHMHPHEREIC L 5~V ARKNWLERFERET IV
BTA, IFRRECHIPOIEUERBEFEAOMITAIEORAE v VL 7T 2H A
. FORR RBEASOo0RAEKEEICES v AL ERTEEERWVWHLE, £0—FK
T, OREE IR v XA R TEEA A LR, AT ATIERBIIRE R £
B+ B3 OREF OTEE & BIRE 2 NG T 2 BEFOFENHER SN,

0. BEZERTIEBLUOBARS ORERBIRERBEICRITTREELRA L,
[#18) - FiE] A8 - C3HMHeN <=7 A, 4 i, #, JIIHFREREENHLSBE, 55
£ L7 C albicans RV TEEBRIZEEV-T 0 U HIHHE (CADS) % {ERL. NMR %AW
TTFAH VS ORS ST iTot, &6, TAM U BHS»LEBAPRELE7 =
— U IR L URRAEREK P ER Uz, £, Bl6- B v EEICE TN
BREOKBHEBRLOEEHEECIZ BI3-Z AN 2 XG0 REDHEEERLE, C
albicans {EHEE (IFOI3BS X L ARBFHMTIER L, BEBBEO Y / —VILERY
(CAWS) % {EB L7-, BiRiE% PBS ICREEBVLEAFL T, EBE 1,5 BicF <5 AR,
< 7 AMIERITEAERE dmg/ED), F 9 BICER L, BBRORBEREER, K
Bk OF B MBFNICRE LT,

[#£5%] NMR O#EER. PAH VR FTr2ERoE L, PROBINVIUBE
VEBATERIN T, EREREORBERE X, TA0 Y HHSER : 5/10, 7 x—
UL VAEREEE ¢ 1/10. FRZOEMER 410, REHERBOEEHER © 3/10, &
TSRO BE RS E R - 2/10. CAWS B : 99 ThoT-, REM CREKBIIRE OGS
AL PRERIRDOREh2T,

(28] ALBRRCITIBREREITIE. RAPINETBELATCE v UARY
SREOZNH L BABEELTWARREMR S S L&k, 2, 72—V 74
BB IURBOAE CELNEYEIZ. WThbe o RERGEEZLNSHE, Zhb
OBMTMERBAERICENALNIZ LS BEIC W TOFEMRAERBALEL B
bhd, EHic, CAWS RHERCSVMERFEREFA L. JIKFELERRERTEE X
5 ETA%, BICRMNAEDALERHD EEL LN,

1 44EEEORHE

1. AERETTF VBT D HRERRS L DERORN
CADS, CAWS &5k H#ER
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06-07-19

8 MPO KABIEFIOMEN & A RIZEiT 2 MPO KIBED 4 Fih b DEE
B4 1. Amanda Persad®3, 7k’ 2
1) BEXBPERRR - B TRIREE
2) BIEYUENIRRT - AWEEHER - £RBHEMEE
3) £WHEEet - &F, AREA, BT ) FRE

He2BINETARCBITZ Iz~ ULFF4—€ (MPO) Z2RBE2Fl. TEe
RIBIE 1 BIORETRAT BT 217> T & 1. AR e MPO RBEF 1614 R L,
BEFRENT2Tol A, a— FHERAICT I/ MEBRAE I FH-LARARERER LBl
FEDLRWER%REE LT, Nonsynonymous Z&iZ C16568mRNAT T Argd99Cys.
synonymous Z21Z C1444A (Ser) Th-ot, ThETHEFT SN MPO RBIED S BT
2R 3 FIoI L 2 FIIARARERIC LS50 TEOERIL, Glyb01Ser & LFCIER)
Arg499Cys Th 5, ¥ MPO EHOHERUITIZ 2 9 F 32 Light & Heavy Subunit 2 TF
1D FO~LEBEHICLVEREINSG, & Db Hisb00 iZ~LEBH L ORI T
D, BAROEFICBWTFOMBED Arg, Gly OERMB Romoi 2 L1, Hisb00 IEak#
MPO EE#RICEERZFHERLLC 20 LEZLND, i, TEEKRE 1 HlICEN
T4 Alternative Splice IZ kA7 2 /B 427 BUTORKELTEZ LN, THiZHNT
LEBRRNZ D,

Analysis of novel MPO deficiency and review of 4 cases in Japan
Yosuke Kameoka!, Amanda Persad?3, Kazuo Suzuki?
DDiv. Genetic Resources, NIID, 2)Lab. Bio-defence Substances, Dept. Bio-active
Molecules, NIID, 3)Dept. Epidemiology Biostatistics, College of Public Health,
University, of South Florida, Tampa, Florida, USA

We have reported genomic analysis and structural investigation for 2 cases of complete
myeloperoxidase (MPQ) deficiency and 1 case of partial MPO deficiency. A novel
complete MPO deficiency was found: a non-synonymous mutation C1658(mRNA)T
which causes Argd99Cys substitution. Additionally a synonymous mutation C1444A
(Ser) was identified. The two other complete deficiency cases had non-synonymous point
mutations, Gly501ser and novel Arg4939Cys respectfully, both of which are located near
His500. Hisb500 is strongly involved in heme binding and consequently the construction
of the mature MPO enzyme, thus leading to speculation that it might play a role in
complete MPO deficiency. Deletion from downstream 427(amino acid) found in the one

case of incomplete deficiency might a result of alternative splicing.
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05-07-20
FxpFE Y —ERB Y AOBRYHEORE
AR
MR AR 2T

TG F A —FMPO)NT, FHERE ERICEETHEERRORMELRTH S,
EAE U ERiE, £9 NADPH A% V4 —Flo kY A—_—AF T FEELEL, A—
St KB AR ICE BRSNS, MPO iTHEERMLAE L ER A A2 HRERRR
BERSNAREEMET S, 20X LTHEPRYHELSINEMEREIX, BED
MEOMYRBRIC T 2 EEKBEHEBATHEYR, FOFEHBREEN L OBEREBLFS
LTWBONILTLHBA LTI,

2T, AEBHEIC T B MPO OEEE B L~ TS0, MPOD/ v 27T
k (MPO-KO)v 7 AE{ER L. ZO~ 7 AOHE~ OEHE - M3 2 —EIBhERE A% AT
Lk, TO8EE. 1) MPO-KO = U RIBAR> 7 RIZHAT, A VFERRINTD
BSHEELSEZEICE T LCWwWE, 2) MPO-KOIX, b oRARor LRBEOREELEL
CIETFL, SLIRTANAFARLZ LTV ORBRELVHAT -y LOERIZE,
THBIETLTWE, UL, B FURE & HRKECHTSREEOETITIZL
AMERD LMot REOMBEEL, T7bb, MPO i3, £< ORECHIEBRIC
W AAEGHEICEELBRETH L Z L PEEL A THLNE RS T,

—%. NADPH # % #—V¥0XBEZEITRERFEES RE L THOH» L ER2R
PAREYIET, T, JOBROREBTIA (CGD vV R) BT AN EFN AR GRBRE
METT LT TIREEIRTWS, 22T, MPO RBOBYREICKNTEYRAZE2 LY
MBIz, MPO-KO w7 R & CGD = T ADH » PH BT 5 BBEMN 2 B
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