G-CSFHf: F CRAY I~y M fe 2 Bh B, RELL .
WM i > 257 A (AM9R02) % JH W TCD34
positive selectionZ 17V ififb L. % 7zk4i{tback up
FHAINE % B HEDR L SRS ORAE L 72 BRIRTALEIZCY
200mg/kg% 4 O E#5-& L, ZO%MbRERE L
TBW/-HEREMCD3ME ML S 5\ id B O EM
M % i U720 G-CSF#5-% B Ui aE o 6]
BEaRT & & BT, ALARBICBY 2 K THOEERNH
W17 572,

C. WgeHiE

(DEERAERR © SEEC144E F T2 3IERIC D & BHFR KM
FMALCD34E Ml R E 2 i L. £ 72 RS
A B 164 A ) T H R KM M b CD34E M e i ki
BEEE 2 B, B AR i I L CD 34 5 1 A B B Al e v
1B FERL 72 S HITHREICAD 3BIHFEKRHE
ML IEREALCD34 55 VEA RS R M L O WIS REBI & 72 o 72,
ALERE P O —BHERIEDIMI L DITKE LA
WEZ &3 %hhole REFTRIZOWTIE, HH
D4 FEF (TRTHAEHF) 1E L D iZmodified Rodnan
total thickness skin score (mRodnan TSS) T25 %
Pk ot#E % 2 ®, modified Health Assessment
Questionnaire (MHAQ) 122oWTd —RIIZL&HIR
OB LUER 3 2 BWTHERLEEELAD, &
ST 3HEFNCOW T ERER O E TRk L T
Wb, HEF S IE. BIBHE ISR TH - 7205 BT
FTOLZAHEFEISHEICEET ZHTIEHS IS
o Ty, IFRREEE. BRI B MIK
TL. WIFNLBRENI2 » HOR S TRMAIEIZ
B L7z FEMALIERIC DWW TIX, B ORI
P BRRAI RO IE i Mk e v 08, I
WIZRBEM R Z O T 5,

(2YREWICHT 2 BT - &EH T+ 58 OCD34kE M
MBERE S, BRI OEMAEREIZESPTHo
720 Bhith, CD34RGMEMBABRRE SRS TH A b X
AT AN AR MAEZED, H ¥ 7aenil ks
IR Z4T o 720 —FHIEMALCDIG B AR Cld v A
PO AN RAEGEITTRD DN h o Tz FER 2
oW TIE, BREZICNREREEROAZED
72 AMERIIN—TRABRK, W) VIREPUNEBRREIC

XHAMBEEMHFEL, AT F, Y702 R) v,
USRS L I o720 FERI 312DV Tl Bl
. WmERERL, CEXEOEIMEZEL. EPA
ez B U7z SER 6 1. A M fa BRI R 1
capillary leak syndrome® & % 58, M7 DO H.
BHEZOLDWRXSLZ &L L, FER 9 GEMALE)
I3 EE R 2 capillary leak syndrome®&HE0&4F% 82
WOIABAT A FEEIZEDEFE L BFEZVTH
DIEF B kMBEPTH Y, N EIBECEEL
REZBD TR,

D. &%

HEE H OB B TIE, BWRICREV AT LADOR
WHAEAET B B O BLEI L 1 1) Rl 1 s R A s
ZELWEEZONDED, BEWPBEINLEDND
FIZ AR RN MBS { OERTEIRZI T
Who TNE T, SScl ¥ 5 RBEDHERME, &
EEIZOVTWLOPDE T, THRABROR R
KREDVEEINTV S, BERKBEIZCINE TO#H
. BRHEEGES] & FBkICH 2/ 3 DEFICED S
TWwbo BREIIIZIE, Bk IFORET, HERHHR
HHANTIED 5 D DODOREFEREDELEH I HRE S
TWhb, SLEEFICBWTIE. AF a4 FHIOBER
RRAT A FRIAND DRI % & DA 5 D
BRI DPBRBRY 2/ 3OEMICBWTIRE ST
o ZNETHEI A, HERMEECHRERBIINT S
BHBEEOHEBRICHEOZRORKRIEARHTDH 575,
L. BURBOBE L & D ICBRLEISES OB RIML
MU REP R SHROMEVRI-N L. EligERIC
L THBWEBRBELTIZOW T, MEEICBWT
W B RE S % S AT AL E I BV TR 2
152 L TRBAERTEROKT 2AHE ST b,
—7J. SLECBWTIERM Mm#HMInE) B - $RIUES &
OBHATLEICCY Z H Vv 23854, BHATALE IZant-
thymocyte globulinZ #fH 3 5 %& 1k, CYRS5E%
W HEENRHE/ERL LTHETFLNT VS,

WAE, B v FEo—BoME: O RERE
LT I BRI U RS SR o
RARADIMEINBY., BEMW. BFHRBLUVERE
MR % & SO REE L ORBREVFE TN



%o

BAE, BISFEA T OIER] D 30 T LARSSCIE Bl O #E
WZERE L. SLEZ & th MR T H O R R B~
DI b WIIZ AN BHLEISIEEE, BHE 7 0 b o—
VOBFESLEEEZ R bNb,

E. i

H 5 A A L CD 348 PR B 78 R DR F B K B 000
W O BERIER 9 Bl 5 IEFIC R E % AT
U FERALCD3485 Ml B 7 A 0 T RE OK i S i I ) e
Ex 3IEFNHAT L7z. BAE S HIs 6 61 (L 5 #ih
46, AL 3 B 2 6) CTHRIEREOWUSE RO,
FORBISHHRETH o720 Lo L6 IEMALHIX
BHRI2 »r HU L Z2RIEFS1IBITHY, ohFE
TOE ZABRT O L BB OBEUGHE
DEFRDTELT, RPN LBISESLELEZ LN
bo FIIRFHEFIMEMICOWTIE, ThETnE
AEEOBIMIAD SN TW WA, SBEROER
WL BEHIMEPULETH S, S HICHEHIGERIELE, B
WHED S %5 BUAPLETHY . FERIZHREBO
fRHE & SLE% & 6 7= 0 BiA M B 5B B OI6
bHFFIC AN BIRRBROBETEZE NS,

F. EREREHR
&L

G. Wiges#E
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1) Yasuda,S., Atsumi,T. Matsuura,E., Kaihara.
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syndrome : increased reactivity of anti-
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Rheum 52(1) 212-218.2005
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AT @R AT R D & CHETR PR B e IR 7 458
SHBRIT

ORI LS & % o L A B & A9

SRS B B REXRFESANRSEEE  mE - FERNEES R B
W s R - biqbEm e - iR (CD34-+Mf) &, sl & &E R (tumor necrosis

HOREOFEIIPHS L TWDEHEENS,

facto-a, TNF-q) ORET CHOEMATERME 2 &RT ABIRM0E (dendritic cells, DCs) %384
THIERIEW Lo DCsOFEIZI~5HUNERHETHY ., HETY Y N EREEH LSS, H
A4 M4 VEEAKESDLZOEBHERIIREEROFETHL 2 LARBRINT, DCsIZL5HDE
MERDOERAIX, MEKEREEFHICBVWTHIRDOONLBHRTHY., iz U LT L2%0EEER

A. BIREHB

BHIRAIS (dendritic cells, DCs) &, THIlE % &M
IEHAHLVIEHHT B LI Lo TREBRD K AT R
Y- ARMRFELTEY)., ZoHIIE CRBERER
RERE L2 ERT D EHEIN TN D, M - BEK
Ml (CD34+Mk8) HiskDCsdsfid, il & %
SEVERIS D 4577 T C AR AT SRS & I S 5 &
LThHbH, —HT, KIEHEHA PH A D% idEm
AR 7R b — 2 A2 FHET 5, AWK OE
i3, CD34-+MIRBHIEDCsA B EE: ‘B 2L,
BRI SE 3 2 HOSMATERHL E Lo X5 ICEb Y,
EO X AN - WEBNERZED Oh L) S
Tholo BAIFZINTTIT, & FCD34+HINH Sk
DCstd. FRIMERFEIMLLC BTy QFERER S & & mfil g
OIEFETTHRAEL., ORIKFICHEAET 5 H O MHT R
A EETAHZEZWHSPIZLTE& 7 (Exp Hematol
2002, 2004) o AHFFECld, FIERIEE & 38 i) # o H4F
TIZBT HDCsDFEA L HOMERDFELS, MM MEk
RINZ RO LN LT BIBLRTH % R0 % BGET
AL lHiT, HOMERE AR T 5DCsD AL - JRE
HWERICODWTT I e—F35Z L2 HNE L

B. WigEhik

1) CliniMACS% Fiv» T k& FCD34-+fli o % #iqk L
720 HEALCD34+Hl 8 % TPOFEAE T CTREREE L,
FARERRNORIERNSEFEZIT v, TNF-a

X ADCsDFEE EDCsIZ & %5 BEEMERREIER
il o & & %, May-Grunward-Giemsa (MG) %
fo, FACS, BAEAYm, HENBEMELZ AV
THRET L 720 CD34+ Bl fL IR I R R I RFE L 72
CD34-MMaA 6, FAaY - 774 N—h5 0%
WTTHIRR Z M L L7 ) Y NBRIRA S (mixed
lymphocyte reaction, MLR) ix. DCs& HBTY ¥
NERE T T IR 0720 DCsDH A b A A~ BEHRR
idcytometric bead array system %z FH\WCHllE L 72,

2) I Bk & &% BE (hemophagocytic syndrome,
HPS) BAOFHERZEREREL. AEME
OERE, MGHef, MR E, o-naphthyl
butylate (a-NB) Hefh 2 W THRE L7

(T~ DAL

ERIZH 7o TXHFE OWIET 2 7eiM (B
HRPEEESR) OMEERROBE 2B L Tz
FAT L7 & MREORPUIH 7 - TIEHRFEE S
TMRHEEROFE - KRB TBYXECTRELR
720

C. WrFeRm

1. BERHEIC X 5 HCIMROEE

TPOIZ X » TE %2R 5 Bl A fa 2356 38 3 7z,
CD41+#1 8. CD61+HH i o #iE 1X#H90 % T & - 720
TNF- o Zig BRI EAZKA MO 7 K b —3



A% FHE L, FEABCRM M S, EER
BRAMMLIZCD 4 + CDllc+ CDI23+DDCsh & 72 -
TWwiz, DCsOIEAEIZ 3 ~5 HUA & Bl TH - 77
DCsic X 2 HOCEBIRAMBOBEE L EEL RO
(AABDCs)o ARDCsIZHTY v /BRI % i
L 720 DCSIFIL-8% B DIL-6% B L7255 1L-10%
L1202 D T o 720

2. HBRIIBT 2 MMEREEMBORE

HPSHE B (n-3) 12 BT, DCllc+Hll g 0622 ~
844U W EEMILTDH o 720 o NBIZ & 5 Jkigefo
IZin vitro CiFHE U72DCsIZFEBL L T\ 72,

D. &%

DCsD AWTHIME Z &AL X S icidflfci sz &
NH, REENLEOMBERRIEEEOFHE (DIT,
RIERBAFTAY = A) 2B AHDCORBEMDF
WMEN2D, 19974 NS Young (N Engl ] Med) 12 & -
T, BRBERICLLHD - FEHE ORI OBHE D5,
WM - ATEGHIAE %2 BUE R & 3 2 A R EH O R
BERBOIIEICD %A B L WHIMEDIRB I N, &
MRIZE T, ZORETH S [ B EIMATERHLD
DCsiZ X & WL (K1),

B BT, IR & JeRE R W o> 24 A 1% 5 o e
2 5DCs% & L, DCsiZ X 5 H O3k i BRA e o &
REFETLEENHRTHBHIEZPSL I L
DCs? HCIMIERE RO AN - RN ERICOWVW TR
AHIZE EE B, UL, DCslckB¥ 4 A4 Vi
ERPZL W 0D, —ROBIEICHL TIERES
BOFEBIZL o TRIEBRFAFTRAY — ¥ ZADOHEFIZH

K1 HOEEIMBERAED DCs 12 & 28 A&

Major -~

Istacompatinility y
complex Callutar

peptide Yo

Young 1997

Ha
T

WP R 04D B EMETA
AR (Blood, in press)

X2 DCs®i4dd Ao a s

CD34-+#f
N b
o
o X A
R o I
}\\\‘ 5 HORE? REES?
N

HLTwa e snsd (M2). B CRIEZEW
AEOMERERRIBEROFEN LD L 9 iz ¢l
ENTVLOPEAATH L, hFTIZ, TR
VAN E A L7:DCsiZ i EROFE M =
&y Fo, BtHIlaE AR L -DCsIZERE O H O HIE
RRZFELELZEPRESI TV S,

BRI RE R D S HER - w7 07 7 — JHkOM
Ba. & L MEkE shtw/, Bridohood
T DOEREIDCsIZHBD THEUL TWDH I &2 b,
MERE FEMRRE 2 A & U CEAEMB MBS RTER
INT L7 ZOMR. AEMROA % L b7k
DCsTHhAZ L ZFH Lz, DI LIIDCsIZX % H
CIMEROEREDY in vitroD A Tid 7% £, in vivoll B
WTHRBHIICES L TWAEZ L2 RRL TV
(o BHRED " %HME T2 HORER RO
BOFLEZHERBT LD TH Y., DCsOREEHME
LRI T WSRO S Hi - R BME S DI BEb
5 (X2),

E. i

FEMLE - BUBRARAL L, B & SRR O AT
THOEMAEFMEEZ AR T 5DCs2RAETEH I L%
FEH U720 72 MIRERERIICBT 52 H&HMLO
Ll Ly —FIEDCsTH A I L ER LT,

F. WG
F8k Lo

G. WIFEFE#
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MEEEE, BRI EBELC, FEEX
Mum Bk ZHEAB BHE—: &b
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JEAE S B AT R B i & (R TR BRI FE 5528)
SR AR SE
TRPEPENfe % 05 ) o~ F BRI 51T 5 LTA BIE TSR & TYMS BIET-% HOMH

SERTEE E BR

INBREERFERE - RS B%

EARB S Nz

WZEEE - HARANY v F R EREEZ R, LTA®Intron 1 HIBO252A/GE{s T4 8 & WE M
gl OPEFEIZOWTHFT L, /4TYMS7 0 E— ¥ —{fitandem repeatl®G/C—IiFLE Huss 1l
W 2T L7z, CORR. LTARIZFZA & MEMMN RO IZBEEIIERD 5k h o7z, TYMS
BIZFANI3G/3CA L (389%) T 2R/2ROSEA (31%) THY. HAL 97 VREBLUTT 7Y
HFRT AV HIAN FEATOHEOWTRE LR Lo THA, BRAKREEZ SR E UL EH
BIZAB L CTwiz, TYMSY & — % —fHiftandem repeatBizT-ZRII AT EEINC L DV ERLR LS

A. WIZEE®

AT = F R BISNT Ao iRk E LT
I FAIEBRE DS AR O N T WS, BRZ HLOIZ, 5
B, 8% 7= b=—FA, B v<FL LD
H ORI B LERRRBRSE B S . OB RE
PIEINTWEY, TOMEROV LD, BHRE
HIEHS10%HI#4 & HMAFEEREDOZN L HEBELTE
WZ LT, FOFERITIIE L OHATERAS O OHE R
TT 5 RBIHREORB LR ENEZ LN TS,
G HERR A BHIE O —D T d % M YEM 213, FERE S
FIERR, R, EaTRIRBI LI, 4
MR T EICRE SRR S, BEY ¥~ F 3R
EHRBCHENEMRAZIETERE (BEHNHRE)
D—DTHY., FTORBIIMBHEEDORKE, Tbb
FilgkRBE~ DO~ 27 107 7—, Bk, 1) vk
% EOREMBERTH 5,

C D X5 T RO JHE FUS R SIS B DA i B 5
5% A A ¥ O—D%tumor necrosis factor a
(TNF a) *lymphotoxina (LTAF 72iZTNFB) T
HN. INHETNF7 7 I —ELFENhTwW5SE, &
MZBWTIZE 6 B fRICTEEL. B2 YA M A
Yy TEAA Y BERT. BESWRER R EOREB
XFET S, LTAIZHCRERPKIEDOM#E & BII
5345 EEZ2 0N, LTABGTIIAE WA, B8
BRI BRI ) v~ T T Ek A G OERE L O

BEDHE SN TV 5 BEDOBIZ T ARSI D,
LTAY U7 BORBEIZMbH HLTA intron 153,
WD252A/GRIZFZ BB E SN iz R TIA,
e TR BICE D SHEMERRE & LT o B2
ELTABR TSR & ORI O THIT L7z,

Flos AT CREWHFE LTASERE
NTWwas A FLFF—1 (MTX) ORBEREO—
O Cd Hthymidylate synthase (TYMS) D&EFT
0 & — ¥ —iHiitandem repeat# &l L MTXE S &
OEBEEZHE L CTELB TYMSY O E— ¥ —HIR
tandem repeatfHIFIZ BT, P ICBEREMEICHE
35 -EEAERSASHRESINIZE LD, HEAH
i) o~FBEICEBIT A, FililHmE S h-TYMSE
2T % RIOBRE % AT L 720

B. Wik

MEMMAZ S0 LY v~ F B REws (M
WY v~ F2%4. ) < b —F A, EEE.
SRR EOBEH ) v F USND ) v F MR
Bo54) CHEEMEEZRDZVWY v FHERER
#85% (M) v w5684, @8y 53 =7
A, WEIE. SRR EOBE) v F Do
e FERRLTR) OGRS E LT, LTA
Dintron 1 FEITIZ BT A252A/GHEIET-Z R % 3T L
720 BHIY T B, BIUHEEY vF SO



< FHREREO 2 M. F S CoOREEMN A
DOAEIZE L TLTA 252A/GRIz T4 R L oM %
WA U7z WRE OKRMIMEAEIK X ) DNAZ
WL, O8I L 7zgenomic DNA%, PCRIEIZ L D
BEE L. BIBREEENco 1% IV 72PCR-RFLPE:Z X D
BT L7z LT S5A4 =13 FTH 5, Sense,
5-CCGTGCTTCGTGCTTTGGACTA-3'; Antisense,
5-AGAGCTGGTGGGGACATGTCTG- 3’5

.. BEY T BESE (BHlen. 79
%) ExHE LC, TYMSZ 0 E— % —fHifitandem
repeatNG/C—IB LB L RIS 2 BT L 72 8%
DR IMEAZER X 1 genomicDNA% i L. PCR¥:
B X UHIREE #Hae IIITHALH L 7-PCR-RFLPI:IC &
DIRMT LTze L7794 <1 3L FTH B, Sense,
5-GTGGCTCCTGCGTTTCCCCC-3' ; Antisense, 5-T
CCAGCCGCCACAGGCAT-3,

REFFRC BT B BT, e b7/ A - #iB
TFIRNTHEFEC B 3 A m RS CERB134E 3 29 H 3CHR
g - BAGEE  BREEXEEERELS) T
F 5 ERIT, JRBARFEFRMGHEELERZICLS
AR BB NRE~NOHEEBEFIREEZ GO
TA—ALF -3k M EEBLEAZREHETITo 7,

C. WigehiR

MEi) o BBy MR BRHICBIT S
LTA®intron 17H3252A/GEIzFLRMIT O R %
F1IRT, BEi) < FHICBWT, MEENES

31 Frequencies of genotypes and alleles of the pol-
ymorphisms in the LTA

¥ 2 Association between LTA polymorphism and

interstitial pneumonia

LTA polymorphism With IP
AA 12
AG / GG 14

Genotype Allelotype

LTA intron 1

253 Aag n A (%) ag (%) GG (%) A @
RA with
interstitial 21 10(47.6) 10(47.6) 1(4.8) .71 0.239
pneumonia
RA without
interstitial 68 32(47.0} 32(47.0) 4{6.0) 0.71 0.29
pneumonia
RD with
interstitial 5 2(40.0) 3(60.0) 0(0.0) 0.70 0.30
pneumonia
RD without
interstitial 17 7(41.2) 7(41.2) 3(17.6) 0.62 0.38
—_pneumonia
Total 111 51(85.9) 52{46.8) 8(7.3}) 0.69 0.3

P

it

0.9806

BEEE L EEPEEE D 2 BERNIC BT A EFAER (AA) & &
BT ) VEELH (AGE/Z1ZGG) & OB TIEM
HETORIRDE N> (P=09641). F7-. B
Yy F U0 T FERBRICBT S HEMEMN
REVHLIEEGHHOLLBTOMEERTOEIIED
¥ (P=09625). iV v~FHEDGOIZ)IF
HREHSERTIE, MEMNEAGIELIFGHFEED
HicEZROLRPolz (£2), HEI) v~ FHLZ
ey = FHRBEHOMBERICBI 5 SR
WZIZEZADT, EH) v F 2 E5LHAND) U= F
B B2 MRIC B AL TADIintron 15HI5252A/G#
ZF LR DGenotype HEIXAA, AG, GGHEFIZER
459%. 468%. 73% T o7z,

TYMS7 & & — % —{fifitandem repeatNiZB1T 5
G/C—HEBRZRCBI LG Y v ~FBEILE
i} 5Genotype & 7 U VEHEE ZNENRT (E3),
HARNANBEE Y <5 BEI2B T 5GenotypeH FE 1X
2R/2R. 2R/3G. 2R/3C. 3G/3G. 3G/3C. 3C/3C#»
FhEFNn31%. 126%. 13.7%. 14.7%. 389%. 158%
THD, 2R, 3G, 3CHOZET Y VHER., Thfh
163%. 405%. 421%TH o7z,

# 3 Genotype and Allele frequency of the TYMS
polymorphism in 95 patients with RA

2R/ 3R 3R/3R

Population (n)
2R/2R 2R/3G 2R/3C 3G/3G 3@/3¢C 3¢/3¢

RA (95) 3 12 13 14 37 15

Prequency of Allele

Population ({(n) 2R (%) G (%) 3¢ (%)

RA (95} 31(16.3) 77{40.5} 80(42.1)

RA: patients with rheumatoid arthritis RD: patients with rheumatic diseases except

for RA n = number of subjects analyzed

RA: patients with rheumateid arthritis n = number of subjects analyzed

One patient had a 3R/5R genotype.



D. &%t

HAANIZBI HLTA®intron 15838252A /G115 F
SRy F 2 EE Lz v T EERICHES
MIEPENT 25 & OB o Tze BT v F D
FRIBTE RIS TE 2 DOSEVEY 1 A4 V5L, &
BEBER T (TNFa) @O REEZ2H-Twb,
VAR, BUTNFa &/ 7 02— F VHifk & i TNF L
L7y — BHIBERIGH S, FOHMEIFER SN
TWh, WEMTNFL Y 7 ¥ —8HKIZTNF a O & 7%
59 TNF B (LTA) IZb 86 L. 20%R2HHT 5,
&I WG E MRS A LTABIE TSR O
AR E M. LTABR T2 B0 518 28 0 5 /e IR A
FO—oTH LW RN ME SNz LTAZBHY
T F ORBEEICHES L Twb ), 20OEEFS
ENIBES ) v~ F OMEIRRBERICEES L Twa i
RetEN B LA L. AEFRICBW TIELTAREF
LR L BMAMRZE & L CORIEMMi% E o BEIEED
LG holze LTARI N TME ORE L O BH
PRBEENTVWE T Eh D, 5%, MERFELEES
M) <F 28 LCLTABEFS R & oM
AT ALENDH L, & 512, LTADOMB 5k
5T 50V TV 2 0ORBAEICHET HEETS
BROFEFHLMCENZZ L XD, KEMERES L
TOMBEUREILTAO AL LFH L IZF 2 2% D
ED IRV ETH 5D,

¥ 72, TYMSY 1 € — % —fHigitandem repeatifx
FRIE3G/3CH%389% & % Ty 2R/2RH%31% & H& b
Vighol. TORER, ThETICHREINLTVAS
HAW 9T VRT7AUABN, T7IIRT AT AN,
FEACBIAZHEOWTNE SRR > TS, L
L. BRAKBERZNRE U2 BT C PR
WX ZHEOENBE SN TEY, RFRIZZ IS
BHLTWwiz, 5%, AL EMTXESZ M & o Bz
DWTHRET HLEDND 5,

E. Wi

HANY 7= F PR B BB MM 9% & S
A A4 Y THAHLTA®Iintron 19H181252A/GE BT
ZH L OMICHEELZMBIZED SN oz L L,
LTAZIME RAE &L OMEIRBRINTWL I E LD

MERIFEEPED ) FHEBOWRBIER & OM
HIZOWTH GBI T RECTH b, $720 LTAD
AL TLTAMARATHLT VLI F V2% a0,
RIEVET A+ A A ¥ L HEWM RS O ) 7 < TR
BB BRATRE L O Db D2 oW T H RET 540
BEND 5o

7o HRANCBUBHEHY v~TFBEIIBIT2
TYMS7 1€ — % —fHifitandem repeatPNiZBIF BG/
C— I B 2% B O Genotypel I 1Z2R/2R. 2R/3G.
2R/3C. 3G/3G. 3G/3C. 3C/3C%% % 1 # 13l %.
126 %+ 137 %. 14.7%. 389%, 158% T& 0. 2R,
3G, 3COZT U NVEHEIX, FNFN163%. 405%.
421% Td o 726 TYMSTY 1 & — ¥ — 4H iitandem
repeatBEFRITIGT U NVEET AL, AL%
WHDEARE DIPEICHERT L MESINT
Wb 7z, REEEMTXRZ I OWT RS0
BThbo

F. W
1. W3R

1) Kumagai K, Hiyama K, Oyama T, Maeda H,
Kohno N. Polymorphisms in the thymidylate
synthase and methylenetetrahydrofolate
reductase genes and ssensitivity to the low-
dose methotrexate therapy in patients with
rheumatoid arthritis. Int. J. Mol. Med 11(5) :
593-600, 2003.

2) Ohshimo S, Yokoyama A, Hattori N, Ishikawa
N, Hirasawa Y, Kohno N. KL-6, a human MUC
1 mucin, promotes proliferation and survival
of lung fibroblasts. Biochem Biophys Res
Commun. 338(4) : 1845-1852, 2005.

3) Mitsuta K, Yokoyama A, Kondo K, Nakajima
M, Arita K, Kohno N. Polymorphism of
the MUC 1 mucin gene is associated with
susceptibility to lung adenocarcinoma and
poor prognosis. Oncology Reports. 14(1) :
185-189,2005.

2. BERHE
1) BEOAE. MIET- W, RS -



I, WP sE, BT v~ FBREICBIT A
WHBFBRIETLZHEA PPN LFS— L ORESB
L UBIEHREHIZ DO W TOMET, 47 HARY
TR TR FWESR 200342426 W
Fio

2) Kohno N, Yokoyama A, Hamada H, Higaki J,

Nakajima M. Prognostic value of circulating
KL- 6 in idiopathic pulmonary fibrosis. The
14th European Respiratory Society Annual
Congress. 2004. 9. 4-8 Glasgow, Scotland.

3) Inata J, Yokoyama A, Mitsuta K, Nakashima

T, Shohda H, Ohnishi H, Miyazaki M, Kohno
N. Prognostic value of circulating MUC1/
KL-6 with selectin ligands in patients with
lung adenocarcinoma. The 15™ European
Respiratory Society Annual Congress. 2005. 9.
16-22 Copenhagen.

G. MM RO I - BEIRT



LSRRI A G (RS 3R S S22 438
iR ey

[BER0S A el e B O ERRE . B X UBHEIRR O % [ O |

SiAFsEE PR

BW ENPAE VS —BI5EET SRR EETRE

A CNIC HTALE & oo BEEE 2 AR L7z

WRES : HHETHR (Regulatory THANE) &.

I) 5 1 M B A2 i 42 O GvHDIE OS2 GVLAY 3

A. BIZEHM

) B R R O B R 0 R BEAHECTH 5
GvHD & HI#PETHINE (Regulatory THIM : Treg) #F
BELTWSEOMEND L, Tz BEFEIERE
PO N THIET HBICD TregdS KX 2 X% LT
WBHZEOHERD L, BABEIKT B RERED
AS. =¥ PR U E 2T IETreglc X 5 09%
BRVBBRIN, ZOROEERROVNELED LS
EWTEDEDOHEVROLN TN S,

ZZ Ty BN A V7 — Rk T T bz
T B RRE B &2 W & L C. BRiRGVHDE
Tregs OBEN, BIEEILAEOTreglil 52 5 & %
Kewd L7z

B. W

WFZEE 5% - WFFR H A - BFZE 3k (REERARDERIL
P R AT B R E ) % EER L 22BFZRRTE E R
L. EVRALY ¥ —HNOMGHELEERSICTRELE
TSR AT o 720 BRI BRI T oMY TH
%o

ESLASA Y v & — i g B - I et R i RS
B AER BT T 5 B B IEME R N BT ALE % > 72 S RA I
MR (I =B 220 BESABIRIC,
FAEE 72 & IR 2 W I R R I % 4T - 720
2512, GVHDHBRRIZ ORI Z 1T - 720 BAKIZED
S BE 1 20 SRR IF SR MR IS5 L. BBk &
L7z ECUTFORE 217572,

- BRI < — ) — OAT

CD3, CD4, CD8, CD25. CD45, CD45RA, CD45RO,

ITGROFBURNT %17 - 720 PE¥ T, MLAFoxP3®
ZEM % RT-PCRIE NI Ml la N & 1 2 8 el 1612 THRET
L7

(RHETE A~ OB

Mt mEZ B L. BEND ALY ¥ —OGHER
HORBE/THEZIT- 72 BRI L TIX. 4H
DEZREBLDEL, BECHRLOFHRLS5 2%
WE ) EERZIT o 720

C. WiZisR

1) 4 OMETCE, KM IME A o CD4+CD25+THH
§a.0W (Treg) &GvHDE 235#8) L C#) < sEHIZ
HHLOD, AL THLGEZ O BEEME L
WS E RS Rb o7

2) NKTHEM % & ICCDA'CD25 THll i 2338 8 L T
BT HHEMAH 5 iz

3) BHIRTLEIZ L o TTreg® Mt BT A3 % D
DD, ) YRERERIZ D HEEIEE T, R
W BE L3R O o iz,

4) WEBHOBAE I CIZATGE JH W 725 B JEE
BERGRIALE CIE, FILEIZ X DIEE A LT TOM
JaASH % LT 2 72 OB T3 - 72,

D. %

AAEREE, AAESnEMEBEOS R T v 7
BlF BTregD % H % M L 720 Tregid B #ICD 4
CDBTHIlE E LCRIZE SN, 2050 % FwvwT
GvHDZ Hl# ¥ 2R AT bhh v b, 4L,



CD4"CD25 THI BB 0 3% A HSGvHD S - 14 5812 B
LTWL 0 ER»Z2RET 5720, BRI
GVvHDFSIE RS 2 R O & BIFNT 21T o 720 O D
JEB TIEGVHDSSERF IR LT b 2 LR s
72hs, B R RS WEALDEBELELTED,
AW 7234 CD4"CD25 THINL & GvHD & o Bl
PRIZHREICIZ G S e o lze FOERE LT, B
B st 3R o EB R, CDA'CD25 LW S ) T
WETregSIEMEICIBB CE TV AR WITRESEZEZ DI
720 WAL TIE, TregZzCD4A'CD2B B E LT LD
TR <, MBEROGITRG T O3B, MM
B} HFoxP3DOFEBURN & P35 2 L LB L
DHMEDLZBLHEINTEYD., SHOEFATIIIALD
FEAT % DREAT O BN HH L EZ T 5,

BHRLEIC X 5 Treg OB L ik, #@H%

BHE. ATGZ W5 I oBHl, ATGEZHWAWI =
BRHICKRE (T THRETR& L F 2 72 BTALERT L
BIALE R T # TCD4'CD25 GITR THI N D &) &306 TN
M AR L2 25, BERBMIECICATGE
HUZBITIEZ) Y 238kZF0 3 O E R Lol
3B ONIC D I BRI B % B o 72 ATGR B
v BRI, ERRICRY DB S 720, SHEOM
TR ARBERRT 7 -7 6Nk o7 Bl
LB X BB A RET A1 MIAFoxP3D %
BraEAT) RETH DL WRERITY VS BREH D%
Wiz, M FoxP3DBITIEAWBETH - 720 518,
AALE ORBOMMTICE LTk, ATGEHVWARWS
ZRBHIEG Z o TR L T FETH S,

E. i

LW OMEHTTiZ, CD4"CD25 THINE & LT L7z
Tregk. GvHD & OBIRIZIHMIZII R 6ol B
FERTALTE & Tregk OBR L. EEBEILECIZATGE
VS HLE T O ERE D b DWHET 57120
WA TH Y., ATGE AV W I Z BRI IER D
WO LR EBL LN TE Loz, Ih
b ORIIZEDINT, GRUTO L) e %L
EZTwb, 1) CDA'CD25'GITR FoxP3 THil i &
GvHD : O B#E OB, 2) ATGERVWERWI =
REGE B % 35 & L ¢, CD4'CD25"GITR "FoxP3 T

HEDLEE) 2 TS %o

F. ARG o1 it

BTz L

G. WFzessak

1.

1)

2)

3)

4)

5)

ERES

Heike, Y., Hosokawa, M., Osumi, S., Fujii, D.,
Aogi, K., Takigawa, N., Ida, M., Tajiri, H.,
Eguchi, K. Shiwa, M., Wakatabe, R., Arikuni,
H., Takaue, Y. and Takashima, S. Identification

of Serum Protein Related to Adverse Effects

Induced by Docetaxel Infusion from Protein
Expression Profiles of Serum Using SELDI
ProteinChip System. AntiCancer Res, 25 :
1197-1204, 2005.

Harada, Y. Imataki O, Heike, Y., Kawai, H,,
Shimsaka, A., Mori, S, Kami, M., Tanosaki, R,
Ikarashi, Y, lizuka, A., Yoshida, M., Wakasugi,
H, Saito, S., Takaue, Y., Takei, M. and Kakizoe,
T. Expansion of a -Galactosylceramide-
Stimulated V a 24+ NKT Cells Cultured in
the Absence of Animal Materials. Journal of
Immunotherapy, 28 : 314-321, 2005.

Hosokawa, M., Kadota, R., Shichijyo, S. Itoh,
K., Dmitriev, 1., Krasnykh, V., Curiel, D.T.,
Takaue, Y., Wakasugi, H., Takashima S. and
Heike, Y. Cell Cycle Arrest and Apoptosis
Induced by SART-1 Gene Transduction.
AntiCancer Res, 25 : 1983-1990, 2005.

Ohama, Y., Heike, Y., Sugahara, T. Sakata,
K., Yoshimura, N., Hisaeda, Y., Hosokawa, M.,
Takashima, S. and Kato, K. Gene transfection

into HeLa cells by vesicles containing cationic
peptide lipid, Biosci. Biotechnol. Biochem.,
69:1453-1458, 2005.

Tkarashi, Y., lizuka, A. Koshidaka, Y., Heike,
Y.. Takaue, Y., Yoshida, M., Kronenberg, M.,
and Wakasugi, H. Phenotypical and functional

alterations during the expansion phase of



6)

7)

8)

9)

10)

invariant Valphal4 natural killer T (Valphal4i
NKT) cells in mice primed with alpha-
galactosylceramide. Immunology, 116 : 30-37,
2005.

Ikarashi, Y., lizuka, A. Heike, Y., Yoshida,
M., Takaue, Y., and Wakasugi, H. Cytokine
production and migration of in vitro-expanded
NKI1.1(-) invariant Valphal4 natural killer
T (Valphal4i NKT) cells using alpha-
galactosylceramide and IL-2. Immunol Lett.,
101 : 160-167, 2005.

Morita, Y., Hosokawa, M., Ebisawa, M.,
Sugita, T., Miura, O., Takaue, Y. and Heike,

Y. Evaluation of cytomegalovirus-specific

cytotoxic T-lymphocytes in patients with
the HLA-A(*)02 or HLA-A (*)24 phenotype
undergoing hematopoietic stem cell
transplantation, Bone Marrow Transplant,
36 : 803-811, 2005.

Ohnishi, M., Sakurai, T., Heike, Y., Yamazaki,
R. Kanda, Y., Takaue, Y., Mizoguchi, Y. and
Kawakami, Y. Evaluation of cytomegalovirus-

specific T-cell reconstitution in patients after
various allogeneic haematopoietic stem cell
transplantation using interferon-enzyme-linked
immunospot and human leucocyte antigen
tetramer assays with an immunodominant
T-cell epitope, British J. Hematol, i press,

Imataki, O., Heike, Y., Oshida, T., Takaue,
Y., Ikarashi, Y, Yoshida, M., Wakasugi,
H. and Kakizoe, T. Efficient ex vivo

expansion of V,24" NKT cells derived from
G-CSF-mobilized blood cells, Journal of
Immunotherapy, iz press,

Morita, Y., Heike, Y., Kawakami, M., Miura,
0., Nakatsuka, S., Ebisawa, M., Mori, S,
Tanosaki, R., Fukuda, T., Kim, SW., Tobinali,
K. and Takaue, Y. Monitoring of WT1-Specific
Cytotoxic T Lymphocyte after Allogeneic

Hematopoietic Stem Cell Transplantation.

2.

International Journal of Cancer, in press,

EORH

1)

2)

3)

4)

5)

Morita Y, Heike Y, Hosokawa M, Tanosaki R,
Mori S, Kim SW, Kami M, Miura O, Tobinai
K, Takaue Y : Evaluation of cytomegalovirus-
specific cytotoxic T-lymphocytes in patients
with HLA-A*24 phenotype undergoing
haematological stem cell transplantation. The
31% Annual Meeting of the European Group
for Blood and Marrow Transplantation. 2005
Heike Y, Hosokawa M, Morita Y, Tobinai
K, Takaue Y : Ex vivo expansion of CMV
lysate stimulated CD4+ T cells for adoptive
immunotherapy. The 34" Annual Meeting of
the International Society for Experimental
Hematology. 2005

Onishi K, Katayama N, Yamamura K, Heike
Y, Takaue Y, Shiku H : Devergent Roles
of Histone Deacetylases in Human Adult
Erythropoiesis. The 47th American Society
of Hematology Annual Meeting, 2005 (abstr
#130)

Imataki O, Heike Y, Takaue Y, Wakasugi
H: Insufficient Ex Vivo Expansion of Va24+
Natural Killer T Cells in Cancer Patients May
Be Related to the Suppressed Expression of
CD 1 d Molecules on CD14+ Cells. The 47th
American Society of Hematology Annual
Meeting, 2005 (abstr #1066)

Maruyama D, Fukuda T, Kato R, Yamasaki S,
Usui E, Morita Y, Kim SW, Mori S, Tanosaki
R, Tajima K, Heike Y, Makimoto A, Tobinai
K, Takaue Y : Allogeneic Hematopoietic
Cell Transplantation for the Treatment of
Hematologic Malignancies Not in Remission :
The Anti-Tumor Effect of Reduced-Intensity
Conditioning Is Comparable to That of
Conventional Myeloablative Conditioning. The
47th American Society of Hematology Annual
Meeting, 2005 (abstr #1142)



6) Kato R, Fukuda T, Usui E, Yamasaki S, H.
Maruyama D, Morita Y, Kim SW, Mori S, 1.

Tanosaki R, Tajima K, Heike Y, Makimoto

A, Tobinai K, Takaue Y : Hematopoietic Cell 2.

Transplantation-Specific Comorbidity Index

To Predict Non-Relaple Mortality and Survival 3.

after Allografting. The 47th American Society
of Hematology Annual Meeting, 2005 (abstr
#2731)

FEMED I - KRR
AT BRI
[H52EH] b LA | H§HH2005-150523
F N ok
A% L
€ DAt
N L



M. WZEREDOTTICE T 5 —EH



WRERRDOTATICE T 5 —&3E

&5
REREEL | WLIA % TRy | wws MBEA | MU | B | e
Sawada K. | Acquired aplastic | Motoyoshi K, | Educational | Japanese Japan | 2005 [30—38
anemia and pure red cell | Ohno R program Society of
aplasia. book. Hematology
and Japanese
Society of
Clinical
Hematology.
BHE - | RFERBDEOSRY | ML FIL6AE BEAT | RS @A | HA | 2006 |58—74
EAREE, | 1 F [PRCA O Z W& SEEMMEE | SRBREREN
BN B, | BLBROBRERIAF IR ERA
ME#ER |[EROZDOT—F i iRis
WEEE, | roA—-7)
HRBET,
NEGE
BRERA WXZA Mg REREA B | =Y | HRE
Mitoma H, Horiuchi T, | Infliximab induces potent anti- | Gastroenterology 128 | 376 —392 2005
Hatta N, Tsukamoto | inflammatory responses by
H, Harashima S, | outside-to-inside signals through
Kikuchi Y, Otsuka J, | transmembrane TNF-q.
Okamura S, Fujita S,
Harada M
Okamura J, Utsunomiya | Allogeneic stem-cell transplanta- | Blood 105 (10)(4143-4145| 2005
A, Tanosaki R, Uike N, | tion with reduced conditioning
Sonoda S, Kannagi M, | intensity as a novel immuno-
Tomonaga M, Harada | therapy and antiviral therapy for
M, Kimura N, Masuda | adult T-cell leukemia/lymphoma.
M, Kawano F, Yufu Y,
Hattori H, Kikuchi H,
Saburi Y
Ishikawa F, Yasukawa | Development of functional | Blood 106 (5)11565—-1573| 2005
M, Lyons B, Yoshida S, | human blood and immune sys-
Miyamoto T, Yoshimoto | tems in NOD/SCID/IL2 receptor
G, Watanabe T, Akashi | y chain™! mice.
K, Shultz LD, Harada M
Takama H, Tanaka H, | Population pharmacokinetics of | Bone Marrow 37 345—351 2006
Nakashima D, Ueda R, | intravenous busulfan in patients | Transplant
Takaue Y undergoinghematopoietic stem
cell plantation.




RREZRA WXy A bV BEEA BE | =Y | HWE
Kanda Y, Komatsu Y, | Graft-versus-tumor effect against | Transplantation 79 (7) | 821827 2005
Akahane M, Kojima | advanced pancreatic cancer after
S, Asano-Mori Y, | allogeneic reduced-intensity stem
Tada M, Oshima K, | cell transplantation.

Isayama H, Ogawa S,
Motokura T, Chiba S,
Ohtomo K, Omata M,
Hirai H.
Kanda Y, Oshima K, | In vivo alemtuzumab enables | Transplantation 79 (0) |1351 —1357| 2005
Asano-Mori Y, | haploidentical HLA-mismatched
Kandabashi K, |hematopoietic stem cell
Nakagawa M, |transplantation without ex vivo
Sakata-Yanagimoto M, | graft manipulation.
Izutsu K, Hangaishi A,
Tsujino S, Ogawa S,
Motokura T, Chiba §,
Hirai H.
Kanda Y, Sakamaki | Effect of conditioning regimen on | Biology of Blood 11 881 — 889 2005
H, Sao H, Okamoto S, | the outcome of bone marrow |and Marrow
Kodera Y, Tanosaki | transplantation from an | Transplantation
R, Kasai M, Hiraoka | unrelated donor.
A, Takahashi S,
Mivawaki S, Kawase
T, Morishima Y, Kato
S. for the Japan
Marrow Doaonor
Program
AR MEERE, | KELEMRICHE T 50 RREN | Cytometory Re- | 15 (2) 1-5 2005
W&, HEEM, | #EB X U Respiratory Syneytial | search
MNERE, BEN—. | VI VAORER
EHRE, B AL
ARAS E—
Machii T. Chou T. | Phase @I Clinical Study of | International 83 230235 2005
Suzuki M. Ohashi Y. | Cladribine in the treatment of | Journal of Hema-
et al Hairy Cell Leukemia. tology
Matsuda T. Yakayama | Mild Cognitive Impairment after | Breast Cancer 12 (4) | 279287 2005
T. Tashiro M. Qhashi | Adjuvant Chemotherapy in
Y. etal Breast Cancer patients-Evaluation
of Appropriate Research Design
and Methodology to Measure
Symptoms.
Kobayashi K. Green | Validation of the Care Notebook | Quality of Life 14 {1035—1043| 2005

J. Shimonagayoshi M.
Ohaghi Y. et al

for Measuring Physical, Mental
and Life Well-being of Patients
with Cancer.

Research




BRERS My A IV RHKEEL By | =T | WM
Yasuda,S.,, Atsumi,T,, | Significance of valine/leucine?’ | Arthritis Rheum | 52 (1) | 212—218 2005
Matsuura,E, KaiharaK, | polymorphism of f ,-glycoprotein
Yamamoto,D, Ichikawa, | I in antiphospholipid syndrome:

K, Koike,T. increased reactivity of anti-f,
glycoprotein I autoantibodies to
the valine®"” 8 -glycoprotein I vari-
ant
Nishio,S., Hatano,M., | Pkdl regulates immortalized pro- | J Clin Invest 115 (4)| 910-918 | 2005
Nagata,M., Horie,S., | liferation of renal tubular epithe-
Koike T., Tokuhisa,T., | lial cells through p53 induction
Mochizuki,T. and JNK activation.
Fukae,]., Amasaki,Y., | Butyrate suppresses tumor | Arthritis Rheum | 52 (9) (2697 —2707| 2005
Yamashita, Y., necrosis factor a production by
Bohgaki, T, Yasuda,S., | regulating specific messenger
Jodo,S., Atsumi,T., | RNA degradation mediated
Koike,T. through a cis-acting AU-rich ele-
ment
Fujishima M, Hirokawa | TCRaf repertoire diversity of | Immunol Lett 99 193 -197 2005
M, Fujishima N, | human naturally occurring
Sawada K. CD4+CD25+ regulatory T cells.
Okuyama S, Komatsuda | Up-regulation of TRAIL mRNA | Nephrol Dial 20 539544 2005
A, Wakui H, Aiba N, | expression in peripheral blood | Transplant
Fujishima N, Iwamoto | mononuclear cells from patients
K, Ohtani H, Sawada K. | with minimal-change nephrotic
syndrome.
Wakui H, Masai R, | Development of lupus nephritis | American Journal | 46 (2) | e25—e29 2005
Okuyama S, Ohtani | in a patient with human T-cell | of Kidney diseases
H, Komatsuda A, |lymphotropic virus type I-
Toyoshima I, Watanabe | associated myelopathy.
S, Sawada K.
Ohshimo S, Yokoyama | KL-6, a human MUCI mucin, pro- | Biochem Biophys | 338 [1845-1852] 2005
A, Hattori N, Ishikawa | motes proliferation and survival | Res Commun
N, Hirasawa Y, Kohno | of lung fibroblasts
N.
Heike, Y., Hosokawa, | Identification of Serum Protein | AntiCancer Res 25 11197-1204| 2005

M., Osumi, S, Fujii, D,
Aogi, K., Takigawa,
N, Ida, M., Tajiri, H.,
Eguchi, K., Shiwa, M.,
Wakatabe, R., Arikuni,
H., Takaue, Y. and
Takashima, S.

Related to Adverse Effects
Induced by Docetaxel Infusion
from Protein Expression Profiles
of Serum Using SELDI Pro-
teinChip System.




REHRAY WXy A VA BREH B | =¥ | HERFE
Harada, Y., Imataki | Expansion of a-Galactosylceramide- | Journal of Immu-| 28 314-321 2005
0., Heike, Y., Kawali, | Stimulated Va24* NKT Cells Cul- | notherapy
H., Shimsaka, A., | tured in the Absence of Animal
Mori, S., Kami, M., | Materials.

Tanosaki, R.,

Tkarashi, Y., lizuka,

A., Yoshida, M.,

Wakasugi, H., Saito,

S., Takaue, Y., Takei,

M. and Kakizoe, T.

Morita, Y., Hosokawa, | Evaluation of cytomegalovirus- | Bone Marrow 36 803 —811 2005

M., Ebisawa, M.,
Sugita, T., Miura, O,
Takaue, Y.
Heike, Y.

and

specific cytotoxic T-lymphocytes
in patients with the HLA-A*02 or
HLA-A*24 phenotype undergoing
hematopoietic stem cell trans-
plantation.

Transplant




V. BFZERSRO AT - Bk



Acquired Aplastic Anemia and Pure Red Cell Aplasia

Kenichi Sawada

Department of Internal Medicine IlI, Akita University School of Medicine

Aplastic anemia (AA) is a disorder characterized by
the presence of pancytopenia and a hypocellular bone
marrow. Acquired pure red cell aplasia (PRCA), a
part of a unique form of AA, is a rare condition of
profound anemia characterized by the absence of
reticulocytes and the virtual absence of erythroid
precursors in the bone marrow. AA can be effectively

treated by either stem cell transplantation or
immunosuppressive therapy. However, PRCA has so
far been treated by several different regimens which
are largely empirically selected since so little control
data are available. This seminar focuses on the
current progress in the diagnosis and treatment of
acquired AA and PRCA.

Acquired aplastic anemia
1. Diagnosis

1) Clinical presentation
Aplastic anaemia (AA) can develop either suddenly or
insidiously over weeks to months. The clinical
manifestations are proportional to the degrec of
peripheral blood cytopenia and can include dyspnoea on
exertion, fatigue, easy bruising, petechiae, epistaxis,
gingival bleeding, heavy menses, headache, and fever. In
children and young adults, signs of congenital AA should
be looked for, including a short stature, skeletal
anomalies and skin changes, as seen in Fanconi anemia,
or leukoplakia, nail dystrophy and skin pigmentation
which is characteristic of dyskeratosis congenita. A
previous history of jaundice, usually 1-3 months before
onset, may indicate post-hepatitic AA. A careful drug
(and chemical) history should also be obtained!.

2) Investigations required for Diagnosis
To confirm the diagnosis of AA, the following signs and
investigations have been proposed by the Idiopathic
Disorders of Hematopoietic Organs Research Committee
(IDHORC) (Director; Mitsufumi Omine, M.D.) of the
Ministry of Health, Labour and Welfare of Japan?
regarding the (1) clinical presentation (2) criteria of
pancytopenia (3) investigations in order to rule out any
other possible causes of pancytopenia (4) findings helped
to make the diagnosis of AA more definite: neutropenia

<1.5% 10%L without an increase of reticulocytes, a
decrease of nuclear cells by a bone marrow aspirate
(including clot section), hypocellular marrow by a bone
marrow biopsy, an increase in the serum iron and a
decrease in the unsaturated iron binding capacity, and a
decrease in the amount of hematopoietic tissue and an
increase in the amount of fatty tissue based on the
magnetic resonance imaging (MRI) findings. At
diagnosis, the presence of the above points (1) and (2)
suggest AA, while the presence of (3) rule out any other
causes of cytopenia, while the presence of (4) makes the
diagnosis of AA more definite. The diagnosis of AA, in
principal, thus depends on the exclusion of other entities.
In some cases it is difficult to differentiate from
myelodysplastic syndrome (MDS) with refractory
anemia. See Table 1 for a summary of the investigations
required to correctly diagnose AA.

A complete blood count, differential count of leukocytes,
reticulocyte count, and a bone marrow aspirate evaluation
and biopsy can help to make an accurate diagnosis.
Peripheral-blood flow cjziometry to rule out paroxysmal
nocturnal hemoglobinuria (PNH) while bone marrow
karyotyping to rule out hypoplastic MDS should be done
for all patients. Patients younger than 40 years of age
should be screened for Fanconi's anaemia using either
clastogenic agents diepoxybutane or mitomycin, which
idetify the increased chromosomal breakage often seen
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