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FIGURE 1. Flow of participants

The subjects were 556 persons who were to have sleep di: d breathing in Toho University
Sakura hospital were recruited for the study. All subjects underwent an attended overnight sleep study with the
use of a i pol system for ing and gave their written Informed consent.

l Exclude

index 2 15/h by

Apnea-hypopnea index <15/h by screening sleep test.
(N=298)

sleep test. ‘

|

All subjects underwent an attended overnight sleep
study for accurate diagnosis of sleep apnea and also
underwent computed tomography.(N=150)

} (N=258)

Atrial fibrillation: n=12

Ejection fluction <50%: n=14
Creatinin>2.0mg/dl: n=9
Apnea-hypopnea index <20/h: n=11

Exclude

Include in analysis as obstructive sleep apnea group
(n=106)

#1 RV &L ERE T & ORE

Table 2 " P ' 4

BMi(kgimz) _ 0.55 <001 BMifkgim2) 0.55 <001
Hgﬂﬁﬁj\ﬁ é: HbAtc (%) 021 <01 HbAlc (%)  0.18 <.05
N HOMA-IR 0.13 ns HOMA-IR 0.17 <.05
fazen i —_— TC(mg/dl) -0.02 ns TC{mg/di) 0.06 ns
,Ll\m B }X77777 LDL-C 0.06 - LDL-C 0.06 ns
‘ﬁ (mgld1} g . (mgldl} . .
HDL-C HDL-C
& 0) Fg 1= {maran 0.09 ns (i) 0.18 <05
_TG(mg/d)) 006 ns _TG(mg/d)) _0.26 <01
- T RERAR AR
r P
BMI(kgim2) 0.53 <.001
HbAfc (%)  0.10 ns
HOMA-IR 0.06 ns
TC(mgid)  0.06 ns
1, Pearsons correlation coefficient;p,p value; :‘g L,';) 017 <05
BMI,Body mass index: HD?.-C
HbATc, glycosylated hemoglobin; (mgid) 047 <.05
TC,Total cholestero! ; TGgm It 0.16 <05
LDL-C,low densily lipoprotein-cholesterol; . -
HDL-C.high densily lipoprotein-cholesterol; DA BB ER
TG, Triglyceride.
= ~.
B2 fefhsAE & LR11 & OBSE
E E
é, 2 r=0.28 ? % r=0.15
20 p<0.01 ° 20 ° ns
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Table 3

> Ls)|

IDEEEELRT T

Pearsons correlation
- P value
coefficient

E F (%) 0.11 n.s
BIEE  (mm) 0.12 n.s
E/e’ 0.35 <.001

#£4

DR E I F 5T 58— —

Table 4
DHEEERE (Ele)&Bv—h—LniEH
Simple finear regression analysis Multivariate regression analysis
Pearsons sorelation pvalues ) tvalue p value
Age 0.15 07 0.04 1.06 a4
male -0.12 45
Subcutaneous fat area (mm2) 0.19 <.01 0.00 1.02 .38
Visceral fat area (mm2) 0.03 0.69
Epicardial adipose (mm3) 0.16 <.05
Total cholesterol (mg/dl) 0.01 .82
HDL-cholesterol {mg/dt) -0.02 .78
Triglyceride(mg/di) 0.05 52
LDL-chalesterol(mgld) 0.02 78
Fasting Blood sugar (mg/dl) 0.15 .06
Insulin(uUidl) 0.07 <.05
HOMAIR 0.13 0.1 0.12 133 19
HbA1C (%) 0.18 <05 0.51 0.66 51
LR11 0.36 <0.001 0.14 2.8 <.01
“Multivariate regression analysis.
coefficient (R)=0.44 F value=4.0 p <0.01, (n=92)
HDL-cholesterol, high —density lipoprotein; LDL, low ~density l in; HbA1c,
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MABIE DS ETT 3 D IERNTEE T 5, B MAFEDIEEE & 72 5 HbAle DMICHERFIHEEAEMERE DN A <
—H—DRBEVDUETHDH EEZOLND, SEIFE 1L, HEIEMERFEEE Proliferative diabetic
retinopathy (PDR) 29 JEf, FEHEFEEERATHAMIE Non proliferative diabetic retinopathy (NPDR)25
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LTS Z LR ENT, SRITEVFMIIHRETT 272 0RA (FEFA, MR DHEEER) CTomE

AILR11 ORBEEZRETILERH D & B,

A HIEERY

BE, BARIZBW CRERISEIEE L PR REE
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170 T ADOHEBSEREBFET 5 L Vb TR 4%
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—7, LRI1LIZLDL ZH/ET 7 2 U — & L THIEF
IR R R CHBLT D8 & LTRIES N,
ARSI SN DIEVEME Th 5, E7FEETH
V., MPTHEETLZ Eob, NEEEFMIED A

19

FAv—H—& U TR LR BT 28T LWEE &
LTEREESNTWS, EFEHAETHS, &k, B
H B TEEBRR BFEFNC BV T P AR LR11 255
BTHDZ LEHRELRE,

SlElFRx i, FERFREBERER 54 FERI T ATEE
FILR1 12 L., HEEEEEE COMRMEITo7,

B. #FFGIE

K

ST, BREEREERE, EROBREFE LT
HEIRFFRFEEICEE LPREIT > CE T, SEIO%5:
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retinopathy (NPDR) 255 (BB 17 i, ZME8Hl

VIR 66.018.6 &%) T b,

ik

PDR #%. NPDR A CEEERET L LT (G, MRl
HETE GFR . REV%FE4% Body mass index BMI. &I
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3) ROC phi#R (Receiver Operatorating Characteristic
curve)
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A7 1a— )L (Pearsons correlation coefficient 0.31, P<0.05)

(&&3)

D. HB£

AT LRIL & TV A <= —f7 DI ERR & DR
ETERE STV 208, IRBHMERIC 1T 28R KEM &8
FEVERR & OBEIIBRERE STy, £22TH
Bk 2 T XHEPRFHEMIE & FIVASY LR11 OBIEZMRE L
77o Preliminary 72fERThH A0S, BERIFHEEE D
EREHITH 2 PDRIZBW T AFR LRIV A EICE
EIZFEE L TRV, ROC HI#RIZISIT HHFITE PDR &
BEMEBAZRD, FERFRERE DR BIRIEL
DIFRELFERIL T D Z &b AR LR1L (XK
MEIZIBT 2BIREM L DFBIE TH 2 L iz, FBRMmE
LN B IMAEFEEORRIE & 72 ) 15 2 FTREMEDMHE
B STz, E7- T3 LR ORI 2R F 285
L7=& 2 A HoAlc fE, LDL 2 VAT u— Ul L HER
FHEE AT, Fenofibrate Intervention and Event
Lowering in Diabetes (FIELD) study Cik, 7475
— MUARR G LD CEEEIROA < RS 31%&
BEICHHICTEZEREINTIY . FERHREEIELE
BIIEE= Fr— b5 L T0N5 EEZ LD,
L b &Y A RrER LR1T (R SR HEIAE B <, ik
ayvbho—, JFEar ha— 2 b RBLTED,
& b T RBERNERESIE, RO/ A~ —I—IZ
TRV EDRREMESTRE ST, LD L7222 HAKEHE
FEBINDETHY | A% L EEFICORFBMET
BB, FASBITIEAE LR OIRBFTCORBRE KRt
L. FIAAY LR11 ASHERIFHEIE 26 LIERERC/ER L
TWBD, ETREBBIETH DO % BARD T b
BN D,

PILEOFER X D, PDREHIL, NPDR FEF] L Y fo A aliE



FILR1I E L BB L TWD ZARIB I NT-, FT-FER
SRKEIEEERIZ 3V YT HbAle . DL =2 L X5 m—/)L
B (R LU,

F. RERERER
el

G. WFsE
A SCFER

Takahashi M, Bujo H, Shiba T, et al Enhanced
circulating soluble 1rll in patients with diabetic

retinopathy. Am J Ophthalmol 2012; 154:187-19
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and Circulating Levels of Soluble LR11, a Novel
Marker for Progression of Diabetic Retinopathy
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YRk 2 4 FEEA BRI R R M &
ERESAT AR AT e E
NA A =T —RAIERL LRI AZ & DR AR SRR IR B O FTAR 2T & AR TEI O B%E

B MBI T DH 7oA F~—F — A LR11

SYERFSEE e TFERFZARZREFMZE MR RARE

LR11 I3BIRAE LIS BV CEEREEI 2R L 058, MEHREICE O QT EEREmIIHBRERR L,
512 CD34+CD38- KRB RIS TEIEIR L TV 5, Fox 13FE~ ORSME A IMEHIFELL T LR11 2540
Mo, MBEPAICEFRE L, B8 EEPICTER LRIIGLRIDABRE S 3 Z L2 R L, 2 EiEk
AIMFEAML), &MY v A iHRALL) EF 2B MIEIC C sSLRIVEXAFBICEEE 85 Z & & R
L7= (ALL73.5+93.5 ng/ml. AML 26.8+29.1 ng/ml, IE#H=> b —/L 9.2+ 3.3ng/ml. p<0.001),
AML, ALL OEMEIFOM{E TIIET sLRI1 IZIEFBIZET L7z, AML fEFIZIB W T, sLR11 mEEE
(> 20ng/ml) &ARMERE (< 20ng/ml) TIIHEEBICEKEHSTLEMENE ., b FLEFRLAERICS
ETH-72(36.8% vs 63.7%, P=0.04), X HiZ, BED L ETHL, OF AMEIHAT B Mfate ) o8
JE, ARMEY CNETHEEICEETHY . MIRFEEMTIITFEPFREICARARTHY . M L FHEE
T B ENTENT, LLEMD, LRI IIRME MR, BEY o EMR TEBEER L, MiE sLR11

RN O DRBICK Ul 2N A A~ —h— & LTI Z LRahi,

A. TFFEEW

W, KEEHRE L RfEE Ml mis, &
FHEAGRREDE A L 0 Atk A IfReENME ) o fES
DOIEMBHEEEOTHITE L LEEZRD TS, L
D> L7 BB EARE AR 2074 R ORERF] TD
BRIV E RS . TS EHAGFEROETICK
ECEELTRY, RPAEFRLM ESEDITTTH
b OTFHAR BIER & BRI L b7 Ve R g 2 37
THUERD D, TOTDITITRBEEHIRT 2 8%072
T THIEF LBV NERRE ~ — I —OWMELWET
HHN, TNETHLENTNDHLODRNT, ET
BEN X RBEBRN2~—I—I13Z<RBHh TV,
LR11 iZ LDL Z&E7 7 2 U —IZj@ L, BhfiRaE{ kR
DFR (B SHMETEEHHIICRRRAIC RIS, TR
Al 3R LRIMGLRIDIGMAREE & v % — B 81K
(uUPAR) L&A L. MfaEES  lFE % T S, LR11-/-
< U AT EEEROWNIRIRENE L < #ifl s d,
F 13 ELISA 12 L A 36 L OREIKRH sLR11 J=EA
EHANDOBRICHKII L, HEREER, T A <—
REEICBLTMT sLR11 AEEICEWVWI EE2HL

M LTz, EOICEZERIERPIZEICE Y LR11 2357
LN T VY oA = —TRORERBIR T THH &
ZHALE LT,

—77. LR11 it NE#E CD34+CD38-R itk it
AR EHBLT D BE T CTh D Z &A% 2000 FITHs
ENTND, Lo LEMMKICEI 5 LR11 OFEHRC
1 MR 81T 5 OFRBITHANTILR W,
LR11 ¢ #5672 uPARCDST)IZEMARIEIZ RIS 5
ZEDREINTEY, MIFFEHEA uPAR I35 OE)
BRTE LT 2L, SDICHMFRTHREERT
DI ENRESI, EFEESI TR T &
BRESNTND, ZIZ THRAITMEHRIZRIT 5
LR11 O, EMREMIEEICIST 2 BB AT L,
S biziyE sLR11 OEMBHIEEICIT 531 4~
— A —DEFRIIOWTEN T2 Z L ZAKBIROBRY &
L7z,

B. BF5E
EARESAON VS
LRILIZX§5E / 7 m—F Uik e LT, A2-2-3, M3,



R14 =AW, M3 [Z7ao—H 1 F A b VU—¢& ELISA,
A2-2-3 I IvcRE T yT 4T L REY A, R4
1L ELISA {EICHW=, AMmMiatks LT, Daudi.

MOLT-4,TALL-1,CCRF-SB, HL-60, ML-2.NB-4 RPMI8226,

THP-1. U937, K562 % ATCC 2>GEEA L THEH L, #f
BEIFMRECTH S IMR2 2o bo—LE LTHERAL
770

KIRBE
1. BGFRAEAT

1999 FEn D 2010 FIZTEERFEFEHBRFL O
REH MR Z B\ ORI L mas i iE g R s 139 A
BRI L Uiz, PIERIT AML 43 #i, ALL 23 72 & T
Do AMFUITERFEFH R OREERROMEEER
SANTERES, 2 TOREILIEIZ L 2HEDR
BafSe, AtERmmcstd 2188IEE < O%& AR
RN EILR LRSS 77 L— 7 (JALSG) DG m k=
— )W ZHE> TIREEN Tz, BRRIE®RZ b LISk
IR 21T 272,

2. RIFTRAIARHT

FEERFEFHM BB R OBEMR 51T 52
AifdF, B o ERE R A S RICER
& L. BITRENC 2B RIEOVAR% O MiE LR11
B2 HIE Lz,

Za—H#A FA Y —

Za—H4A N A MU —fFHTIE JSAN (Bay Bioscience)
T —E—ZTEFTV, FlowJo V7 b7 =7 (Tree
Star) {Z THIT L7z, LR11 OFFATIZIZ FITC v Lk
HULR1L HLAM3 & FV, & 512 CD4, CD8, CD14, D19,
CD34, CD38, CD11b Hif& (Becton Dickinson) % VT
BT %AT T2,

ELISA 12 X B sLR11 OFIE

sLR11 i Matsuo B35 U7z sandwich ELISA {EIZT
iTo7z, 10 pl DY TNEYF TNy T 7 —THy
R, M3 FUATHIE &8, v 4F 1k L7z R4 Hifkic
CHIE U AR EM AR L L7z LR11 & )7 2
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THERL L 72,

RT-PCR

4> RNA 1% RNeasy kit (Qiagen) Z AV THaH L. RT-PCR
#{T 72, LR11 mRNA DE &L, STBR Green PCR master
mix & LRIl mRNA 23 2% PR 75 A4 = —
(Hs00300475_s1. Applied Biosystems) ZfAVWT U 7L
& A APCRIZTI{T -7z, mRNA &} 18S ribosomal mRNA
(Hs9999901_s1) ZEf =1 b m—/L & L TEHE(L LTz,

MR TSR

BELIEF =Y Fo—ZBT 5 MIE sLR11 DHENT
Dunnett’ s test (X o> TITo7z, Wil & FAERFD
Mg sLR11 DOLE#EIE Wilcoxon’ s signed-rank test
IZ Lo TT o7z, ZWHRFDMIE sLR11 EIZ X 28RN
W2 X AFEEEMBROLENT Fisher’ s exact test {24
> CEHl Lz, @AETFRICKTT 5 sLRIL OFBOFRT
% Kaplan-Meier ¥ & log—rank test 12X TiTo7%,
WREHERIMENTIE JMP (version 7.0.2, SAS Institute
Tne. ) & SAS (version 9.2, SAS Institute Inc.) 7
N =T EER LI,

C. HroiER
FEMAMER, BIMFARIZIST 5 LR11 OFEH
FAEM A MmMEGREIZIIT S LRI OFHE 7 a—F A
KA N Y —THEHT L7, CD14+BEER TR ER 2380 72,
U osER (T ABRE, BAMAR. NKHEAR) . FERIER CIiAmi
FKEDOFEREZBO -7z, BB T,
HL-60 (ARl E#EERIM) . CCRF-SB (B U o/ SSEERME) |
U937 (BMEEERIME) % T 2 B 7253 . Ko62 (181 E
B AR L) CORBITTH -7, SHIZZn b EM
FRARRAR L o MEROGREY A 21T o 2P, LR11 1E
MR, FIRE IRt Ic R S h
DT LB Uiz, 12 FEEO B fwRMiark Tl LR11
mRNA & S HIfRN & X0 B EOHRBEEZ R LT, &6
I HRAEEIE T O sLR11IZELISA \Z CHRIERRETH Y |
mRNA B, HUMAZ L0 BL EOMBBEER L,

B AN B IRAIIIZ 31T 5 LR11 DR,



Wiz, A AR ERE O B FMEZRT O LR11 OFEL
Z7a—HA FA N —IZTHHT Lo, AML T 24 #1
22 5] ALL T 8 il 7 Bl LR11 DFEEL AR T2,
FAB 43%8 MO JEFI D CD34+ZEEKIE LR11 BEETd 5 753,
CD38-HENEE T -7, CD11b BB AML M4 ODFEFR]
TIX LRI OFB L ~IIEBIZE N o7z, ULEDG,
LR11 1 AML, ALL & b iCHBlasRm, MIBEICRRRIC
BT DHI 0T THLHZ LRGN oT,

1EIMAEMEEE A Wi ILIE I3 1T 5 sLR11

Wiz, EmEREMEEEIC R 2 MEF O sLR11 {H%
ELISA VEIZ THIE LTz, k4 7ois I ae IR A8 139
& DOYIZRFMIEZ AV, SR LmEEFICRT 5
sLR11 fEIXIEF 2> b — L LB L THEEICE L
[ALL 73.52493.5 ng/ml (range 5. 7-407.0). P<.0001;
AML 26.87£29.1 ng/ml (range 5.0-157.5), P<.0001;
FEFEzay ha—/19.243. 3ng/nl], 1EMEEENE S M
5 (OML 17.9%11.1 ng/ml). BMHEY 3R IMRK
(CLL 12.7%11.6 ng/ml). Z-3ME#EME (10.5644.8
ng/ml) . POEMS JEMERE(9.0%2.7 ng/ml) TIXEEZEIT
BTz, ALL TIHMORBIZ A, FEIT sLR11
IEEECH o7,

BB MBI DFMER L FRICHTT S sLR1L O
A F~—K—& LTOHRE

AML & ALL IZBWTIE, SEREMBE D NTERT
i%, 2FIME sLR11 IXAEIZ 20ng/ml LLFETIRT L
7= (®1). ZhbOPETRIXIME sLR11 BT 5 HxD
BROFIEIEIMEIZES L TWA Z L &2REd 5.
AML, ALL \Z8\W\NTC sLR1LEIZEEEE 5 2 AIRF & LT
i, MM A OEEREIS AN L RT- & LTt &
iz, 43 Bl AL BETIE, REMEREESITSETT
3L T TR, A b mfE TH D8 O67. 5% of WBC)
TIX, 2.44 f5& 3. 05 fFENENTAL(23. 0-64. 0% of
WBC) & ARALRE (<20. 0% of WBC) & K L CHEICHET
Hote(2).

AML FEBIIZIVNT, BWIRED M sLR11 [EN B
TR ED K9\ E FAE 3 hMRT U, 5 AT
BB AMLAL D 5 6| SEREML 33 BllE b, BiEs
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I%80. 5% Cdro7z, BWIRRIMTE sLR11 % 20 ng/mL LA E
& 20 ng/mL KD 2 FEZ O TR 5 & | ARERED
21 ADH B, 20 NIFEREMBIE DI, BMFEIX
95.2% Th-o7=DIZxt L, SfERETIL 65%THY . A
BIKEEE CEMENRRE TH o7z (P=0.020), AML
IZBT 5 5 FOREFRITZWRED sLR11>20 ng/ml
DEEHTHEBRIZIKETH -7 [36.8% vs 63. 7%,

P=.04; hazard ratio (HR): 2.74; 95% confidence
interval (CI): 1.04-8.01] (I 3), ALL I3#EH7HIAE
HHIREBEA D 22 Rt Th o 7,

B Y LSBT A MTE sLR11 OF S

BIEY L SEOH CHEE O OVE AMEHIRAY B A
Bt Y > o3& (DLBCL) & ARatt Y 2/ & (FL) 122
PULRLL FLi% AV CTAEBIEBROSRE R AL 1T o TR,
U BEAIR TR ERIT LRI ASBR MR T et X FEME Y
oNEHER T LRI SEEB L TWD T ERHALNE
7potz (® 4), WIZ, mi& sLR11 fEZRIE L72FT,
17.47%14.5 ng/ml, 22.2%25.2 ng/ml THH . HEIZ
BETH o7, YIRREER CIlaRE BRI ER
b Lic, BEEEMITIZ L 2MtoRT & O TIE,
DLBCL CiX., ‘B #fiZ1M, LDH, b2-MG, FL TIX B REIZH.
LDH, sIL-2R 28 EIZ sLR11 E LM+ HRFThH-
7o FTEHERKRICTERIN TV S FETRIET L
Td A, DLBCL (2815 International Prognostic
Index(IPI) . FL I1Z8tF 5 Follicular Lymphoma IPI
(FLIPT) & DA% D &  ZEEBMITIZIBWTH AR
I sLR11 &AREET B Z L&z (3 1), FIR2ED
sLR11 fE2% 16ng/ml LA b, RO 2 BEIZI01) T PFS %
B9 % &. DLBCL, FL & HITHEIC sLR11 BEREDS
FHARTH o7,

D. BE

AHFFEN I\ T AR M ER CIIEEERIZ LR11 3%
LTV Z &£ < O BMFARIZ I\ THIKA,
AIRERTENZ LR11 ASFH L BB HIT sLR11 23 &
L ENDITEDHEBERALND Z E 2N LT,
S DITERARIARIZ IV T, AML, ALL DFERIZENT S
AR, ABREAPIC LRI BSERET 5 Z L 2N E L,



AML 2BV TR, M IZRFICRB SV &, £
CD34+CD38-AMRREEIZ R m N 2 & I G N LT,
OO EITAN A MRS T A2 oA A
HE2EZ 56D THD,

IR A MR B DO MLE T sLR11 AFEIZEE
ThHY ., BREIEDNER CHEERCHICERFIRE T
(R R =
— = A Fv—A—) LLTHERAThHLZ L%
SRR LTV 5, sLR11 i3 uPAR/CD11b AR L f5&T 5

EBZ LMD, ZD3HDFESIZL Y FAK/ERK/Racl
AT — REN L CHIIROESREN TTHET S Z L ik
SEYRTAIEIZ R DRI R S BRI S, EESEERCRAN
Rk & VT RRETTIE, sLR1L T K W lEEREDS FUES
b ZORIZIUNT, Tjwa HIL uPAR (CDB7) hTF R
Y=y =y A& AV MBREIE B0 uPAR A3 fLERHE
FaDYEIE, 4. WEEICEEREE|Z R LTS &
WELTWD, £, AIAA uPAR & M ENHIIE OB BE
NDEFRED L OFEEIZFEAboTNE NS Tk
L STV A, LiEn b, sLRI1T HiEmeEiiiE<e
B AR OWEE, 4572 SICBEE LT A FTREMEDS
HY . AHEAMFEIZBO TRIEMmEFEREIS & sLR11
DFEBIL CWVA Z LI EDOFREM IR T A L O TH
Do

LR11 OHIfEREFEE & HERED A 1 = X M FRTER
HTH D, METBHARICISVTIE, sLR11 I uPAR
LAVTTY Y avB3 OHMRKREIZBITA2EE6 %R
ETAHEHEE2THZL0RINTEY ., AMFEAIRIC
FBUTH sIRILIZ wPAR &6 L IR RS2 A T
70 &b aA UCHISIESNE 2 68 L < 2 ATREN:
WEZ HiILD,

&M SSEEMEREEIC VTR, AML, ALL, EEpED 2%
FEIZ BV THEICZEIE sLR1L SEETH Y . R
ARSI FERIZ 2\ OML <0 CLL TIIHEE R EFIIA D
Nignofe, $T-ZRMEEFHETCHE LRES @
15 VEGF BERREMETH Y  2F OMEFAENTLET S

POEMS SEERECHHEER EFN o122 L3, FEE
VZERLRIR
ML IZBWTIE, 2WiiFMmiE sLR11 SEERF i

ERENEEIES . SEAFRLEEICRRTHo

sLR11 2NEEZNRICEEE T DfEE~
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7o FFET_EIL, sLRILE 20 ng/ml KFEGDIEFIDOE
FRZRHY 96% LD TEME TH o722 L THY | FHIC
LRELSEETHRFTHAZ L THD, sLRI1KE

BECEMMBE DIIZIEGNTE DB OFR LD D3,
Bt DI HIDZ% L IIFFEBIER DS IHEFR T 6%
EATREY, ZNHDMEF TR L CRESENME
Tholomd HEfrEs, SEEMFEICROTX

BUESTIRFEENELTHRETF & LGRS TS
2, SHDMEEDME sLR11 b FHRRFE L TEEL
2o T BTHAH, BIEAMAMKEIZIIT S sLR11
DFARICIRT DB % im & \TRET 2 sk 3L FF
ZeEBE L TV 5,

AHFFECIE, LRI (IRAY M B ER D &7 & A B MR
HIECEBEI L, MEFO sLR11 ZAEA IR TER
ICEEE 220 AL ISRV TEMR, AfERICEEL

FIFTEER N, F~—H—ThHDH I L EHLNC
To. iz, BV oEICBVWTEL, DLBCL, FL &
HICHIRFERIZ sLRIL BEMETH Y, FHRERET
DML LTERF L7200 552 ERRENT,

F. fEREfERRiER
L

G. WresER

1. Kawaguchi T, Ohwada C, Shimizu N, et al. Serum
Soluble LR11 Can Predict High FLIPI-2 Score in
Follicular Lymphoma. The 53rd Annual Meeting of the
American Society of Hematology, Atlanta, Dec 8-11,
2012

2. Ohwada C, Kawaguchi T, Shimizu N, et al. Serum
Soluble LR11, a Novel Biomarker for Intravascular
Large B—cell Lymphoma. The 53rd Annual Meeting of
the American Society of Hematology, Atlanta, Dec
8-11, 2012

3. Nishii K, Nakaseko C, Takeuchi M, et al. LR11
plays a critical role in leukemogenesis of acute

myeloid leukemia by regulating adhesion and homing



ability to bone marrow. The 53rd Annual Meeting of
the American Society of Hematology, Atlanta, Dec
8-11, 2012

4. Shimizu N, Nakaseko C, Takeuchi M, et al. Soluble
LR11, a novel acute leukemia marker, drastically
induces WT1 mRNA expression together with synergic
activation of GATAs, and the migration activity.
The 53rd Annual Meeting of the American Society of
Hematology, Atlanta, Dec 8-11, 2012
5. Nishii K, Jiang M, Shimizu N, et al. LRIl
regulates hypoxia—induced hematopoietic immature

cell adhesion. The 74th Annual Meeting of the

Japanese  Society of  Hematology, Kyoto,
2012/10/19-21
6. Tsukamoto S, Takeuchi M, Yamazaki A, et al.

Tetraspanin CD9 regulates ADAM17-mediated LRI1
shedding in leukemia cells. The 74th Annual Meeting
of the Japanese Society of Hematology, Kyoto,
2012/10/19-21.

7. Shimizu N, Bujo H, Sakai S, et al. Soluble form
of LR11 is highly expressed on myeloid cells after
G—CSF treatment. The 74th Annual Meeting of the
Japanese Society of Hematology, Kyoto,
2012/10/19-21

8. Kawaguchi T, Ohwada C, Higashi M, et al. Serum
soluble LR11 is a promising novel biomarker for B
cell lymphoma. The 53rd American Society of
Hematology, San Diego, Dec 10-13, 2011

9. Shimizu N, Nakaseko C, Takeuchi M, et al. Soluble
LR11, apotential circulating marker indicating the
G-CSF-induced mobilization of hematopoietic stem
cells, is a modulator of G—CSF-mediated migration
of HL-60 cells.
Hematology, San Diego, Dec 10-13, 2011
10. Shimizu N, Nakaseko C, Takeuchi M,
Soluble LR11, inhibitor of SDF-l-mediated

of HL-60

The 53rd American Society of

et al.
an
attachment cells, 1is a potential
circulating marker indicating the G-CSF- induced

mobilization of hematopoietic stem cells. Cancer

32

Stem Cell Symposia, Keystone, March, 2011.

11. Takeuchi M, Ohwada C, Sakai S, et al. LR11 is
a novel surface marker for normal leukocytes and
leukemia cells. The 52th American Society of
Hematology, Orlando, Dec 2010

12. Ohwada C, Takeuchi M, Sakai S, et al. Prognostic
Impact of a Novel Biomarker, Serum Soluble LR11 on
Acute Leukemias. The b52th American Society of
Hematology, Orlando, Dec 2010

13. Nakaseko C, Sakai S, Takeuchi M, et al.
Identification of a soluble molecule expressed in
leukemic blasts as a novel biomarker for the
treatment of acute leukemias. Japanese Society of
Hematology International Symposium, Akita, 2010
14. Sakai S, Nakaseko C, Takeuchi M, et al. Soluble
LR11 is a novel biomarker for acute leukemias. The
72th Japanese Society of Hematology, Yokohama, 2010
15. Takeuchi M, Nakaseko C, Ohwada C, et al. LRIl
is a novel surface marker for normal leukocytes and
leukemia cells. The 72th Japanese Society of
Hematology, Yokohama, 2010

16. Ohwada C, Nakaseko C, Sakai S, et al. Prognostic

impact of serum soluble LR11 on acute leukemias. The

72th Japanese Society of Hematology, Yokohama, 2010

AR

1. Sakai S, Nakaseko C, Takeuchi M et al.
Circulating soluble LR11/SorLA levels are highly
increased and ameliorated by chemotherapy in acute
leukemias. Clinica  Chimica  Acta 2012;
413(19-20) : 1542-1548. PMID: 22750733

2. Kawaguchil T, Ohwada C, Takeuchi M et al. LR11:
anovel biomarker identified in follicular 1ymphoma.
Haematologica #&f&tH

3. it EniE. KR Y RE A AR —IEEME LR
HIRAREL Fo 1T HAE] — MIIHERE D b BT 7 7R R REAR B~
~ B R EE I & AR RZ AR, The Lipid 2012;

23(4): 93-100



H. FRBEEHEDHIRE, BRI
3L

33



PiEy

X 1 2dEAmEicRi) A miE sLR11
ALL AML
P =0.0029 P=0.015
— . - "
£ % £
AT I N g i
bt [ = w0
= H @ e
b o L +
§ 1o | G| 5l = i
& i i & i e
Diagnosis Remission Diagnosis Remission

X2 AML TR A RMMIEEREIS & sLR11

Serum sLR11 (ng/ml)

103

P=0.014
P=0.005 |
102
' i
B e
10! : : T
0 1st 2nd 3rd
tertile tertile tertile

Peripheral myeloblasts (% of WBC)

3 AML 2T 5 24FR

os _%
1

1

LR11>20 (n=22)

0
os- | —
0 {

0

5 -
4 L}

LR11<20 (n=21)

i

Logrank p=0.040

T T T T T 1T T T I
010 20 20 40 50 50 F0 20 30 100

L
120

CE-mor

140

34

4 BV VNEICRIT 5 LR11 OFEH
DLBCL

B 5 #2kF sLR11 fEiX DLBCL, FL O F& & HET

Logrank
=0.0004

LRI1I8
{n=18}

LR11Z16
{n=7)

%
DLBCL FL

Logrank

P=0.0486
"0 10
’}1 B
o8 L, LRItCI6 08
Al e R g 08
& 04 LRI1Z16 04
{n=18) ’
0.2 0.2

20 40 60 80 100
HMEHMD

20 40 60 80 100
BEGMA)

# 1 DLBCL, FL & IPI, FLIPI D4EES (SE BT

DLBCL
pLec (9;; o FE
] High vs, high-int vs. low-intvs, low (1.220.-2;26} 0.012
7 SLRI1E (ng/mi) Z16vs.<16 o. ;33; w08
FL
(9;; ay PiE
FLIPT High vs. intvs, jow ( 0‘12‘5;.9) 0.93
MESLRILAE {ng/mi) Z16vs.<16 s oo




BAGBRFMEEMNE (ERENEALREIETR)
S REREE

P BEIR P 3 L O T AT BILR I TRIELS K D T vy A ~ —BURANE DRI & S REFRAT

WHEE T HE

M ETIR R IERBIT FE S R

W s

LRI1 1B Ic 8 BRE L TRBY . TV A = —RIZRAE (AD)DREIEREEICE 545 2
ERHBENTWD, FEEE TIiEkx 1L, IMEMKRTOEE LR11 28 AD B23F0F AR 4 ~—

B =272 BRI DWW THE LT & T, AFEEL, FRMEsmy 72 EL,

AR AN

HEFEZE D ESEE % clinical dementia rating (CDR)Z & V. CDR=0 (GRAMEEEIER). CDR=0.5 (&

FRENFEE) |

CDR<1 (PEELIEDORAEE) O 3FIIHT, BiRTaEA LRI, 734 Fj

42 (AP42) . #ax vV BB Z 7 2 RIE LTz, CDR=0 FEIZ I\ T, BB P Al LR11 id, Ap42,
wao, VUMb s v L HEERFEEE R LTz, CDR=0.5%, CDR<I BHETO I 5 DOMBEEFED

Mmole, TNODETANDL,

BRI P AIAAY LR1D 1.

FRENHEREIR T S HIER 3 A LIBTDRMN 7 /v

INA = — R OIRREZA % R LT 2 FTREMEDS -0 S e,

AFFFER

T A = —BIERAE (AD) 1XF8HNAE D F K
DRREBRTH DD, [FEELINT-2W A1 4~
— I —ITIEE L2V, ADDOFREAEHFIZLRI1ANE
B35 LW HRICESE, Fixld, MERIRT
DOFAFEBIRIIOEEZITV, ADBE Tidx Rt
L CTHRICAIFEALRIIEM L TVnD &
EEHE L,

REE T, RABREEEOEREEIZ LV #H5R
FExBER L., SR OTERIRIL, BET, Y
VERLZ T, T IuaA K42 (AB) DBEIEEITE

>77,

BRI

714 OHEERE % | clinical dementia rating (CDR)
IZE-SWT, CDR=0 (GREMEREIER) . CDR=0.5

(BRERAEE)
E) O3FIIHE L, EEICLOFAELZB %
2, FEHEZERI ATV SR A BB LTz, BER
AIEAILRIUZELISATE (FEK AT 14 ) Z AW
THIE L., BEETARL, By v, UV Bby Ui

. CDR<1 (HEEL FORuE

35

XMAP technology (Inogenetics) % FAVNTHRIEZ1T
(fHEE~DELE)
AWFLIIFTRERFEL L OTERZEFZS HE
FEEDOEREE ETITo 7, #ERE ORISR
~DBIMTBN T, PRI OV TOHAZIT-
7= ET. RADHIRZMORE Z WG 5,

277,

CHFZuHE R

BETR T ORVAERILRI1IE, CDR=0B£T 12.6+5.0 ng
/mL, CDR=0.5%f : 11.0+3.7 ng/mL., CDR<IEf : 12.
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