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FHN 2 L) EOBEIZ DUV TRRFTLTZ,
FEIEARI S B IR DT E A E TR D E| 4 A3
B2 THY, 30 AFETITEHEETROE &1L
10% AT ToH-7273, 40 fR T 15.5%., 50 X T
26.9%. 60 1%T 39.0%. 70 T 54.8%. 80
RTIL 100%E72> TV (R 10-1), —H., &
ENRUTIZRDIFE | BOEEITRLOEA 38

DL THED, 1930 FREEFNTIE 29.5%.

1940 FUVEFITIL 24.3% 0 FBE S audiE
TR CholoZ A, 1950 FRAEFENT
16.7%. 1960 H{0AEFIN T 18.6%, 1970 4
RAEFNT11.8%., 1980 FRAFNT13.3%
ThoTo, (F& 10-2), FRIEEDRITIT8D
IFECUHREITRIOEI G D35, 2010 HFRDFE
FEA T 34.4%, 2000 FARIT 26.7% M3 E0dTE
TR Ch-7= (F 10-3), JEAEHIER C okt
ITRINE Do T=DiX, HHE-UEHS 83.3%.

BAVEH T 25.3%. ALiEEH ST 23.3% CTh-o7e,
723 JE AL HUIER O S AR R I m ORISR
WhEH 7 66.7 %, HIE - U [EHL T 63.8 5%, Ju
JN - AR HE T 62.9 7% BT 62.8 ik Thr o
7-(#10-4),

BBk B OFIE A IS SE A e O BAfR A R
11-1,. X 5, & 11-2, ¥ 6 |T/RL7z, ALK
TITFIEF RS 40 8, 50 ROEE DL H >
TeD3, FIEAFRINT A D& | FEIEF- W D /3 A7 |
W LB, 1970 AR OISIE A fin (SF-85) =
SD) 1% 26.9%7.9 7%, 1980 4E{t% 33.6+8.9
%, 1990 E%IT 43.9+12.1 7%, 2000 £1%1%
51.5E12.4 5%, 2010 4R 56.9=11.1 /% T
HY ., FRPET ERIEFI A BICE< o
TV (=B B BT IR T 5 L2 E g
DFER. 1950-1980 X, 1950-1990 X,
1950-2000 41X, 1950-2010 4E{X . 1950-
2020 1%, 1960-1980 -1, 1960-1990 FAX.,
1960-2000 4E 1%, 1960-2010 4. 1960-
2020 1K, 1970-1980 1%, 1970-1990 F-A4X.,
1970-2000 4E %, 1970-2010 4. 1970-
2020 X, 1980-1990 -1, 1980-2000 F-AX.,
1980-2010 4%, 1980-2020 41X . 1990-
2000 4E1X, 1990-2010 4E1%, 1990-2020 41X,
2000-2010 4E£X, 2000-2020 EACTHEZEMN
BT, 1950-1980 4E{UIE p=0.0258.
1960-1980 4 p=0.0264. 1970-1980 4F
A1 p=0.0097. 2000-2010 4EAIE p=0.0004.,
2000-2020 4Ef%IE p=0.0001, TNLIA D%
FEARIE p<0.0001 Tho7z, ) (F 11-2, X



6).

—7J7.2000 FREE 20 ROFEIEDRD
2010 4R TIE 10 18, 20 ROFIE T A LN
o7 (F 11-1, ® 5),

BEREE ORIEF LR MAFEORMRER 12
\ZR L, BIENDRZ W E TS T2 IO
TRIEETLICE 18 (TR, BIENDZH
F T TAFEEL DT, FEIEDS 1960 1R
T 31.9 4, 1970 48T 19.5 4, 1980 1%
T 13.7 4, 1990 4T 8.9 4F, 2000 #AX T
5.2 4. 2010 £ T 2.5 4E, 2020 4T 1.0
HThole, — B IICK TS24 E
FREE DRGSR, 1960 HAR, 1970 4F4%, 1980 4
R, 1990 41X, 2000 41X, 2010 FFfREF(R
DET LA B ACRIED D2 M E COER N HE
Mg SAL T2 (1960 FARLIBETIE, A E TR
23572 2000 £EAGE 2020 AR & O 2010 4E
K& 2020 FRHZFRE, 1950-1960 T
p=0.0012, 2000-2010 “#fXi% p=0.0060, %
NS DOBAFEACREIE p<0.0001 THH-7-, ) (B
7.

FEIEAERIN . ZWrED OMDS 2458,

1970 FARDOFEIE TILZ WD OMDS ((F-£)
L 4.2 THY, 1980 FROFIETIT OMDS
3.3, 1990 LD IIE T OMDS 3.5, 2000
FEROFIIETIE OMDS 3.3, 2010 FfLD%
JETIZ OMDS 2.9 Th-ol=, (—rhlE ik
IATICBIT L Z BB ORFE R 1970 FRE
2000 “EAMIE p=0.0237. 1970 & 2010
AT p=0.0004, 1970 4£4%E 2020 A4
1% p=0.0353 Tdh-7-, ) (38 14-1, ¥ 8-1,
£ 143, X 91),

F7-. mOMDS 12O WTHMEFT L7~ Ak 5.
OMDS CLIiZIZFRIEROFEFR TH-7- (R 14-2,
X 8-2. # 14-4, X 9-2),

(E) BEAEE - & DHIE (685 4 %152)
BEERE CIxHERIE 2 (25.7%) . &9
(25.0%) . X EALThoT-, BiHroN, £l

=N
H
Prit 6.4% TH o7z, HEWT, SEIPFER

(3.4%) | #51% (2.8%) NEEAEEL LT 10 4%
Hx Tz (& 1571),

1 4 HHAERSICBT DA IHEDAIRRIC
DONWT, SEIMERIT 7.2%. > =— T L EE
BEIL 3.8%. PBIEIV Y ~F1% 3.2%. B BT %
3.6%. C BUT4 3.4%. ‘HH11X 7.0% Th-7-,

2. 2~12 FEHFAB BT EE 1 FH
DOADHE, HOIREZ 1L 4.2~8.4%, S EHE
RKIL 7.6~18.5%, > =— 7L AEGERET 8.7
~6.1%., BEiV~F1T 3.6~6.1%. ‘BIix
12.0~20.1% D EFH THOLIZ (F 15-2)

(F) HAM %% HE4 D ATL F&JE 2 (634 4 %t
5. 645 £ x5)

2024 4 3 A 31 HTHIZZITHLYIY, Al
FHAD 2024 4 3 H 31 H ETIZ 2 Rl
S Z ER CTEHBRFITONT, ATL FIE
T NEIEIZE RO T, BIZBMGRTIC ATL
ERIEL T BFITFE BRI, 634 4
EXGELT,

BT O ATL FriHFIET 13 fITHY,
Bk 64, h 74 Thotz, AT AMER 7
4 (BEAERFAIR 140 18 1 4. 50 1R 1 44, 60 1Y
2 4 70 1% 8 4) . UL XA 3 4 (GRIERFE
H:50 1% 14,6018 24), < 50N 34
CBIERFFHR 601k 24, T01R14) ThoT-,
BEIR (ONAE) 13 4392.9 (B4 1062.9, &k
3329.9) . ATL F&JEH(X 1000 NMEHT-D 2.96
(95%CI:1.73-5.06) Th-7=, (¥ 16-1)

F72, 2024 4 3 A 31 HCEIEZZFTHEI,
MIRFHAD 2024 4F 3 H 31 H £ TIT 2 KA
ODHEYMMAETER CELERFIZONT,
Aggressive ATL (72 EAL 3 Z VY o/ gAY
ATL) FIE % NAERIEICL RO T, BEHLA
HIZ Aggressive ATL ZFIEL CUWVEH X
BLHMDERINL , 645 L& xtGeb LTz, 7ok, Bl
S LLATIZ AgressiveATL LIsko ATL %
FEIEL COTERN IR G2 LTz,

B2 Aggressive ATL R IEIT
11 BITHY, B 5 4 &tk 6 4 Tholz,



BT 7 4 (RAERFAHR 140 1R 1 44, 50
R14.60124. 701 34), Vo fER 4
4 (FIERFERR: 50 1% 1 4, 601X 3 4) THo
7o Vo XA 4 £ 09B0 1 FllE 1~6 4 H
(BT CH o728, T 4E B v @R s
(LU= R FEF & LTz, BLERII (N4E) 1X
4479.5 (B 1071.1, 2t 3408.4) , ATL &
JERIE 1000 N4EHT-D 2.46 (95%CI:1.37-
4.40) ThH-o7=, (& 16-2)

(G)ATL A fPFBE O (688 4 %52)

ATL &0FOF RN 1 4 HFAER L TO
FESAER 1T ICEED-, 1LEHMD 12FHD
A DOV N DOEESTHAM & ATL % &6f
L CUWAERIE 25 1] (3.6%) BlEs i, JiBlid,
il 1 4, AR 8 44 UL NfERL 3 4. <
T 50 10 4 RBIAREN 3 4 ThoTe, 4R
i R LB 63.0 sk, FEAEAF i LB 35.0
i FEAEN D2 KT E COER P AT 8.0 4,
TR AR Yl 21.0 4F, OMDS AHfiEi
5.0, mOMDS HfHiX 5.5 THY, HAM 3§
it - it (p=0.004) & OMEESp B[t (p=0.010) IZ
ATL A0t A L7y HAM HELHBRFEN
ROz,

ATL A PFHBEE 25 4055 10 L 3FETL,
9 A OENIT ATL (R, SR 5 4, U
oNREARL 3 44 AR 1 4) L 1 A TTANREZET
HoT-,

(H) 3 @hf#E 3 FE E (OMDS 355X mOMDS)
(688 4 x5, 155 £ xt5e)

F 181 OLHHEITHE- T, 1 EH~12 4 H
DFFIAE W 5T OMDS DIk A % L™
RUTz, BAEMEIE 1ARED 8 FBIZT T
Grade 5 THY, 9FH2H 12 FHIZNT T
IcHEME Y Grade 6 Tih-7- (£ 19-1, X 10-
1,

11 4EREHEREBBIEE 155 44122 T
OMDS Grade #faafL7=EZ 4, Grade 5 LA

10

IR DRAERIEAME RN HD— T,
Grade 6 UL ECITRBE DRAFERCHEEIN T A1H
maRL7z (3 20-1, X 11-1),

11 [l fe BB E D MMRM (252
OMDS OFRAFEZEIZ, THERND 241, 2
FHNS 3FH, 5 FEHNL 6FH, THEED
H58MH.10FHND 11 4H . 11 FHMNS
12 £ HIZBWTH EIZ Grade “EEN EH-
L. 1HEH720 0.056~0.22 1FE EFHL TV, 1
FEHNS 12 F B2 TE 1.58(95%CI:
1.14-2.03) EHL Tz (% 21-1, K 12-1),

14 HFRARRE 12 2 B AR O 11 [ o
OMDS Hife a2 22-1 1IRLT-, 11 b
OMDS NEDLIRNE N 43 4 (27.7%) TH
0, BAELTZE S 110 4 (71.0%) | SELT-E
s 24 (1.8%) Th-otz, B LHIG 2 5 FILL E
@ Grade /%, 1 #£H Grade 0, 1 T 100.0%.
1% H Grade 2 T 75.0%. Grade 3 C
100.0%. Grade 4 T 70.8%. Grade 5 T
72.1%. Grade 6 T 72.0%. Grade 7 C
72.7%. Grade 8 T 62.5%. Grade 9 T
66.7%. Grade 10 T 50.0% CToh-7= (¥ 28-
1),

F7z. F 18-2 O3 FAIZHES T, mOMDS (2
DUV THIRERICHFIL 72, OMDS Grade 5 @
B mOMDS Grade 5 & Grade 5.5 (247
FASNTRE R, 1 H~12 FF H OB AR R
T? mOMDS Di#MfEIL, 1 F B2 D 5 FH
W22 T Grade 5 THY, 6 F-H D 12 4 H
\ZHMTF T Grade 6 TH-o7- (& 19-2, X 10-2),

11 AE[RHESEIBBIE 155 44 12D\ T
mOMDS Grade Z#aL7z& 24, Grade 5
PUF Tl BE DA ME 2 D —
77, Grade 5.5 Ti% 5 4 H ETHREHML,
ZEDRBIMAMZR LT, )7, Grade 6 L4
ECIRRE DRI A AR LT
(& 20-2, X 11-2),

F7-, 11 EREHE B EEDO MMRM 1255
mOMDS ORFEZAbIT, 1 FHHD 24-H | 2
FERAND 3FER4AFELD S FH, 5FEAMN



H6HH.THEHANL8HH ., 10FHMND 11
FHVILFEENS 12 FHIZBVWTHEIS
Grade ‘V¥ED EHL, 1 FH720 0.06~
0.221ZF EHL WV, 1EBNB 124 BT
MTCIE 1.59(95%CI:1.16-2.02) FH-L Tk
». OMDS grade SIZIZFAERDFE R THHT-
(# 21-2, ¥ 12-2),

14 HARAREE 12 4 Hl &R O 11 o
mOMDS #B% 3K 22-2 [TRLTZ, 11 4
mOMDS 23 HH/R2NEIN 34 44 (21.9%) T
HY, BALLT-E D 119 4 (76.8%) . WELT-
FHN 24 (1.83%) TH-oT=, T72bH, OMDS
Grade 5 D35 mOMDS Grade 5 &
Grade 5.5 (277 FASILTZ A5 5L, mOMDS 74
(B2 T DL, B LT 3L
TV, 728, mOMDS Grade 5 OFEALE &
1% 88.9%. Grade 5.5 DE(LEIA1E 81.8%
Th-o71-(F 28-2),

ZZ7C. mOMDS Grade 7 1 LN EBLN
2 LT T 2EIE 1T DUV T, IBINCHife
EAToT, TAERBIO 2 2 HMERO
mOMDS Grade O7 —#%H 75 626 4%
%Ll mOMDS @ Grade (2 1 40N
{Z mOMDS @ Grade OFEALLIZEI A2
23-3 |ZRLT=, 1 4 HAERFO mOMDS
Gradel~12 ®EFH 2K T mOMDS grade 73
1 ELINICEELZEIE1E 16.5% Tho7, 1
H HFAERFDO mOMDS Grade 4~6 OFTD
BEFIE1T 16.2% (#ilH :12.1%~18.6%) TH
D, BEEIT D720 mOMDS Grade 7 DOF
TOHEALEIG D 28.9% Tlieh Fil-oTe, &6
W2V 14EE, 2 FBBIO 3 FHRHERD
mOMDS Grade »7 —4%%H 35 578 &%
B EL, mOMDS @ Grade (2 2 LAY
{Z mOMDS @ Grade OEALLIZEIA%2F
23-41Z7~L7-, mOMDS Gradel~12 D HEF#
2K mOMDS grade DOEALEIE 1T 30.1%
TH-o7-, 14 HiHERDO mOMDS Grade
4~6 DETOEALTIE 1T 31.1% (H#iPH:
26.7%~33.3%) T&HY, mOMDS Grade 7 ®

11

HALEIS (83.83%) ERE 722X A LI
77

(I) HAM kR % #JE £ Grade (HAM-
BDSG) & HAM HERFEFERA=T (HAM-
BDSS) (688 #41 %142, 155 4 %1 4:)

X 18 12~ FNRICHEV Y, HAM PR fEE
JiE% Grade (HAM-BDSG) # & 7L . Grade 0,
[, a, Ob, MIZHOWTE 24 (T~77 HAM
HEPR =Sk A7 (HAM-BDSS) # 5 H L7~

1 £ H~11 4 H OS5 AR R T HAM-
BDSG @ Grade D A%tL Grade 0, I, I
a, IIb, MT» HAM-BDSS DA £
F 25 [IRLT=,

1 £ H~11 FH £ THkp L GRAEZ T 7
155 4 & x5, B HAF O HAM-BDSG @
Grade D531 (& 26) L 1 4FHE 12 42 H D
(R 27) IOV TR ZAT -7, 1 R E 12
FEHOENE /AR TR LIZEZA, 1 FH
\Z Grade 0 T 11 %% Grade 0 ZAfERrL7-
BAEN 26.3%., Grade 1 ~BITH 68.4%,
Grade MMa(Z#B 72304, Grade IIb (21T
2 5.3%., Grade MIZEITIX 0 4 THY.
Grade 1 T 11 12 Grade 0 (22D
1.1%. Grade 1#EFFDS 78.56%, Grade I a
WCBATUTZEBE DY 10.8%, Grade b (24T
L7-HBEN 2.2%, Grade MIZBITLIZHAE
23 7.5%., Grade ITa 75 Grade 0 (Z#E
0 4. Grade 11224 DS 12.5%. Grade Ila
HEFFAS 50.0%., Grade IIb (21771 18.8%.
Grade MIZEITLIZHDIE 0 4 ThoTz,
Grade b 7°5 Grade 0 (Zck#iL 0 4.
Grade 122D 0 4. Grade I a (2
23044, Grade b #ERiAS77.8%. Grade III
ICBATLIZH DIF 22.2% CTh o7z, FENT XD
T 1 4EHED Grade NI THHT-HEIL 0 4
bolz (R 27),

() PR B TE BEEFE R (653 44 /R, 141 4 %)



%)

PERFEEIRILA T N OE BN LT | ThD
FaRAL T, OABSS, I-PSS @ 2 f5iEZh
ZIUTHONWT, 14 H ~12 4 B OFFHA R A
DG EEF L, # 28 1TRLT,

IHIT, 11 F Mk FERE I OV, HEIR
BRI 23 Tt N O BRI EL | T D A bR
4L LT, OABSS. I-PSS » 2 fEfEZ N E i
DT, MMRM (2 X DR Ll 1T > 7oAl 5
%3 29, & 14 |ZRL7-, OABSS (X 1 4 H X
V54 H (p=0.0403) . 7 4 H (p=0.0069) . 8
£ H (p=0.0070) , 9 /- H (p=0.0018) , 10 4
H (p=0.0033) . 11 4+ H (p=0.0080) . 2 4 H
X0 5 4 H (p=0.0055) . 6 4FH (p=0.0037) .
74 H (p=0.0016) , 8 4= H (p=0.0019) , 9 4
H (p=0.0005) . 10 4FH (p=0.0002) , 11 4FH
(p=0.0043) . 12 /= H (p=0.0291) , 3 F=H LV
74 H (p=0.0266) . 8 4FH (p=0.0131) , 9 4
H (p=0.0076) . 10 4% H (p=0.0042) . 11 4~ H
(p=0.0339) . 4 H=H LV 6 4 H (p=0.0427) .
7 4-H (p=0.0295) | 8 /F-H (p=0.0084) , 9
H (p=0.0057) . 10 4 H (p=0.0040) , 11 4= H
(p=0.0397) D& RNAEITIK FL TV, T-
PSS X 34 H XV 5 4 H (p=0.0130), 8 /£ H
(p=0.0256) D5 RPAA BT FL TV,

11 4E kB IEDY S 1 42 H ~12 4 H
£ T HAM-BDSG 78 Grade 0 £7-1% 1 TH%
Faxt%i, HAM-BDSS &, OABSS. I-PSS
D 3FEEZNFIZOWT MMRM (I2X5H
WA T o7k AR 30, X 15 (R Liz, £D
fES. HAM-BDSS X 2 4 H X 5 4H
(p=0.0003) . 6 4FH (p=0.0031) . 7 4-H
(p=0.0030) . 8 4F-H (p=0.0018) . 9 /-H
(p=0.0408) . 10 #=H (p=0.0246) . 3 4£H XV
5 4 H (p=0.0005) , 6 4F-H (p=0.0098) , 7 4
H (p=0.0109) . 8 4 H (p=0.0080) . 4 #F-H &
0 54 H (p=0.0021) , 8 /£ H (p=0.0477) D15
A BIIR FL TV e, £72, OABSS 1% 2
HFH LY 6 4 H (p=0.0379) ., 7 H-H
(p=0.0031) , 8 4£-H (p=0.0070) , 9 FH

(p=0.0059) , 10 4= H (p=0.0184) , 3 H=H LV
74 H (p=0.0098) . 8 #=H (p=0.0149) , 9 4=
H (p=0.0287). 4 F=HIY 7 H-H

(p=0.0094) , 8 4 H (p=0.0084) . 9 4 H
(p=0.0236) D& R AEIIK TL T e, I
PSS IZoW\W T, 2B LY 54 H
(p=0.0144) , 6 4-H (p=0.0366) . 8 4 H
(p=0.0428) . 3 #H XV 5 4 H (p=0.0033) .
6 4-H (p=0.0337) . 4 FFH LY 5 4-H
(p=0.0217) D& HRPA B TFTL TV,

(K)HAM-BDSS & HAM-BDSS Tz RFED
FRAELEES (91 44 %1 52)

11 ERfkR BIEEDS D 1 £ H ~12 £ H
£ iR T HAM-BDSG 78 Grade 0 £721% 1
ThHEZERZRIZ, HAM-BDSS FHZRED
HIRIER AT | PERIEIR AT OHERB & 105t
L7= (& 31. X 16),

MMRM it HA5, HAM-BDSS #JRIE
WAa7 X 2B LD 5 4 H (p=0.0024) . 6 F
H (p=0.0048) . 7 - H (p=0.0009) . 8 4 H
(p=0.0005) . 9 4 H (p=0.0027) , 10 4 H
(p=0.0049) . 3 £H XV 5 4 H (p=0.0251) . 7
£ H (p=0.0068) . 8 - H (p=0.0023) . 9 FH
(p=0.0298) . 4 £ H XV 5 4 H (p=0.0485) . 7
£ H (p=0.0402) . 8 - H (p=0.0127) %5 5L
WA B IR TL TV,

HAM-BDSS HERIER AT IX 244FEID 5
FH (p=0.0128) . 3FHIV 5 FH
(p=0.0152) , 4 FFH XY 5 4 H (p=0.0246) ®
BEA B TL O,

(L) IRSEDIRPL (688 44 k1 5:)

1 FH~12 FHRERLOIRFR AR
82 | Z/RLTz, AT ARG IZOWVWT, 1
FEH (PIEFHAERFR) THRLTWASHE X
46.5%THY, 2 H~12FHFEIZB VTR
TOARNARIGIEETT> T2 1L 51.5%~
57.9% Ch -7z, FIFRIZ 2 FFH~12 FHFA



\ZBITDIREIR I E Dl AT AR/ LR
BT TR 1.2%~8.1%, 1%
—7xar a FHEZIT OO EHITFER 1.6%
~2.8% ThH-o1z,

(M) FEAIOFH DR (688 44 x152)

1 FH~12 4 H AR RO 3EAOF R
w3 33 IRLI, 2 A ~11FHETEE
1 FEREOIRHR I E DL ATEDIREELT
STVAE DT TIIATIARNARD D H M
b2, AERT 44.8%~54.0% CThH o7, A
TaARSNVAFRIEDOHDETE 0.0%~1.6%,
AH—T7xrr a DHOHFF 0.7%~1.9%T
Holz, 2 IRIFEEFFHAL QWD EDIBATEA
RAIREAT BA R SV AFIEE DAL TS
1% 0.6%~5.9%, ATHAREA L H—Tx11 a
ZOFHLTOSETE 0.0%~1.6% ThH-o7-, A
TOARNIR, AT RAR VR E, A —T
aY o DWTIHITHTWORWEL, EFT
40.2%~45.4% T 7=,

(N) 11 MR &M A (2B T HAT ARG
IR (155 44 %1 42)

11 4F RS 1B T DR R oA
FaARNIRIEEICOWTIGED EREA HE 5 -
LT (R 34), 11 R T, AT ANk
LCWRNED 36.1%, 11 FHIAT A RIEE
Ak LTS 41.9% CThoT=,

(0) 11 M DOAT aA RIRFRILE B Rk
(117 4 %152)

11 FFRIAT A RTEEERHEL TODE D
I 11 FEIATRARIBREZI T TORINSD
BRIGUTE D BEFEA ST LT (F 85), 4
FrZBRL T I iAo —7xar a 16#
AT H IR LT,

11 AT aARIRE A L= (LL MR
FEAKGCRE) 13 64 44, 11 FFERIAT A RVERZAT
Do (LU RIBERE) X534 ThoTe,

TR E I I ARTB R I L A BITHAEN

ZWr ETTOFE L (p=0.045) | FE H
D72 (p=0.002)

TR EARTRERED 11 A OMDS
DOEALNZ DN T L= (F 36-1), OMDS
Grade @ 1 4E B 5 124 H OE D BEHEA
AL & 2A Iniikie it Tl 244 (3.1%) .
A7l 22 44 (34.4%) . #EAL 40 4 (62.5%) .
HRIGHRETLE 0 4 (0.0%) . 217l 16 4
(30.2%) . AL 37 4 (69.8%) TH - 7=
(p=0.4870),

F7-. mOMDS 2O\ T FEIEEICHREL-
R TRk ColeE 2 44 (8.1%) . Z&Mk72
L 134 (20.3%) . HAl 49 4 (76.6%) . RiRE
TECLE 04 (0.0%) . 21b72L 16 44 (30.2%) |
AL 37 4 (69.8%) Th-7= (p=0.2558) (F#
36-2),

(P) FIIEIFAE R S ETORT A RTRERER -
AR (115 £ %t 5)

11 FERIFAAkGEE OO LA AR S £ T
DAT ARG DRRERD DD E DTt
2T R EIZ W T LT (F 87),
WIEIFIE R S E TIZAT oA RTEERBR O H5
F1L 864 (74.8%) . AT A RIRIEARRER D72\
F1E 29 4 (25.2%) Tholz, AT ARG E
LCWZEIZL TV o T2 B I A B
HRIENPLZWMETOELINEN»- -
(p=0.009) , DL OFIUZ DN THA B 2B
DB (p=0.018),

(Q) AT BARHNARIBIFE DR

WIEIFAARE S TAT A RNARGHD D 320 4
EXRGE L CAT A RNRIGEICHVW OIS
AL AR LT RER, TV R=2 T VR =Y
nrERNRL TV HF L 94.1% Tho7= (F
38),

WIE TR SIS B I A AT aA RN ARG IR D
—HHIEVERE (L= u 0E) #5HH



L7z (3 39), #IEIFERF O AT oA RIREIZE
M BN CEEEDS 7.15mg/day., HR
fE72% 5.00mg/day. IQR (% 5.00mg-10.00mg
THY., ik KA REIT 30.0mg/day TH-7-,
5mg/day DFE A 38.6% TV, 10mg/day LA
TOHETHK 9 #1(88.4%) & Hbiz,

Fio, 2 H~12FHOKREFOAT A
RARABEEZEH U, s 88us 2 48
314 4, 34 H 316 4, 44 H 296 44, 5 £ H
288 4. 6 FF£H 2594, 7TH-H 233 4. 8 4-H
21344, 94 H 1854, 10 42 H 139 44, 11 4F
H 103 4. 12 F£H 84 4 Thoiz, A7 AR
MR E O EI LA ST 5.43mg 25
6.79mg (ML, FREIISHEF LD
5.00mg ThH-o7- (& 40),

(R) A BRLARTZ DAT BA RV ATRE R
(155 £ %145)

11 R REE 1T BT DT A BG4
DAT AR VATERR I Z AL (R 41),
AP —EL AT oA R OVAIRIEEITD
72T 1L 134 4 (86.5%) THY, 11 4T
DipdEh 1 ENTIRERRBROHLE N 21 4
(18.5%) . 11 4FfHfkFEL 7= 1% 1 44 (0.6%) T
Hot-,

(S)11 M DOAT AR LAJE#EE OMDS
(mOMDS) DZEAt (155 44 k1 42)

11 FMRHEMEE DB, AT AR/ NLA
TERRRER S 2T WEE (134 40) LBLE IR
IZAT ARV AIERARER D — E Ch b o fE
(21 4) & T, OMDS OZE{LEDBEZRFIL
72 (F£ 42-1) , AT AR UV ATRIEREBR A HY
OMDS Grade 2343 L7213 14 (4.8%) C.
ZAbI L3 544 (23.8%) | HEALAY 15 44 (71.4%)
ThoT,

%72, mOMDS (Z2OWTh[AEARIZRFT L7
(#£ 42-2) ., OMDS Grade 5 ® HE & N
mOMDS Grade 5 & Grade 5.5 (250 ES 7=

fER, AT aAR OV ATRIERBR N — E T b
HRE L IBIERBR AR WEEED I mOMDS
Grade A L7 LOF AL, BALLI=E 0N
HL7= (p=0.1106),

(T) FRAEBLERIR DA X —T7 xr a IGHIR
(155 44 %t5)

11 ERFHA M 2B T 5B A R4
DAVH—Txzay o RFERNEFHEL (R
43), 11 FRIFHEHE OO | FHA I —
EbAL A =Tz a {RREITOIRINST-E
1% 148 4 (95.5%) THY, 11 R TH7eled
1 NIV ERRBRDBHLE D T 4 (4.5%) . 11
MR L7238 1% 2 4 (1.83%) Th-o7=,

(U) 11 EF DA Z—T7 1 a b OMDS
(mOMDS) D%t (155 44 %[ 42)

11 FFRAEMRGEE OO A F—T xry
a {RIEARRER DN e iE (148 44) LB
A =Tz a IRFERRA—ETbHD
RE(T 4) £T, OMDS OZbE DB EZ R FIL
7- (& 44-1), A X —T7x a {BEREBR1H
Y OMDS Grade SGELZF1E 0 44 (0.0%)
T, 272U 1 4 (14.3%)  FALD 6 4
(85.7%) TdoTz,

F72. mOMDS 2OV Th RBEICHRFTLZ
(& 44-2) ., OMDS Grade 5 ® FE & N~
mOMDS Grade 5 & Grade 5.5 |28 7=
TR A F—Txr o IBIERRBR SR WNEET
mOMDS Grade B t72LOFITRAL, HE
LU= 238 7= (p=1.000) ,

(V) SF-36 (2L AHEEERSE QOL Ok (677
K %5, 240 4561 52)

1B, 4 98,7 48,10 FHMFERZ
S L7= SF-36 O FLAaT & bRt L7-
(%45), PFIX 1B . 4FEH . THH, 104
HEHIZHARE LIRS EBHEITZENE R
19.85. 18.56, 15.55, 14.35 Th-7=, i 7 >



D FRLAITIIKE DY 50 & TR, 4 4
Ho MH, 74 H® MH O 50 S 27,
1 #H. 4 F£H.7 0,10 FHOTXTO
SF-36 NESESHZ 240 44 Z&%145:02, SF-36
TALREZNZIUIZHOWT, MMRM (2 LA f#
WMrxafitT-72, PF 1 1 #H LY 7 #H
(p<0.0001) ., 10 4 H (p<0.0001), 4 FHID
74 H (p<0.0001) . 10 4£H (p<0.0001) . 7 4
HXY 10 4 H (p=0.0002) DIEAE A E K
TLTWe, RPIZ14EHID 44 H (p=0.0057)
DOEAENEBITHIML Tz, BP 12 1 4£H &
D 4 FH (p=0.0118) . 7 - H (p<0.0001) , 10
£ H (p<0.0001) . 4 £ H XY 10 4 H
(p=0.0032) DFAEN A BT TL TV,
GH 1% 1 £ H X0 74 H (p<0.0001) , 10 FH
(p=0.0004) , 4 4£H XV 7 4£H (p=0.0001) D
BUES A EITHINL Tz, VT 1T 4 £ B XV
10 4 H (p=0.0007) . 7 £ H XV 10 #H
(p=0.0009) DEAEN A EIAL F LT, SF
X 14EHEIY 74 H (p<0.0001) DEAEIH E
WZHEIMLCW=, RE (£ 1 FH XY 10 #H
(p=0.0361) . 4 = H &V 10 4= H (p=0.0003) .
7 B XY 10 # B (p=0.0001) DEEI A E
IR FLCWe-, MH 1 4 #EH XY 10 4EH
(p=0.0219), 7 #=H IV 10 4 H (p=0.0434)
OENA B FL TV, (F 47, K 17),

W) 14HH. 448, T4 H, 104 H ® SF-6D
AT (663 4 %52)

1.4, 7,10 F£EH® SF-6D A7 DA
FHEEZF 48 BIOK 18 ([IRL7iz, EMHEIT
14 H 0.563(+0.093) . 44 H 0.569(+0.096) .
74-H 0.558(+0.084) , 10 4FH 0.554 (+0.094)
ThoT=,

(X) SF-6D A= 7 OfRFZEAL (239 44 %142)
1FH 4 FH.7THFEH,10 FERT T

IINTREGEDFE X 52, MMRM (2 XD fiFAT %

1T-7=, SF-6D 227 (% 1 8LV 10 48
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(p=0.0252) . 4 F£H XY 7 #H (p=0.0173) . 4
FEHIY 10 4 H (p<0.0001) DEMEIH EIC
RFL T (K 49, X 19).,

(Y) EQ-5D-5L (2L fERERSdE QOL (484 4,
%5, 433 44)

2022 FHELVBALAEL7- EQ-5D-5L F4 1
FEHBLOD 2 FHICBITDMAE G 2RO
B A 5012, EQ-5D-5L IC k5% il (EQ-
5D-5L A7) OHAFFEAFR 51, B 20 (2
RUT, A 1A H O H kT 67.2(£10.8)
% . OMDS Grade D F-#Ji% 6.0(*=2.4) .
mOMDS Grade O 1% 6.0(£2.3) THY,
EQ-5D-5L A=7 D F-¥)i% 0.499(+0.217) T
HoT-,

EQ-5D-5L O 1 4 H O IRREDEIZE
SAEE 21 ITRLTZ, 5 DOFEIZDWT,
(I BINDFEENDHLENE DI m->T2NEIZ, B E)
DOFEFE (92.2%) | T A/ AR (87.2%) 572
ADIEE) (86.8%) . & DRIV OEHE (70.5%) |
KL SHSZIAFH(69.2%) Tho7-,

BEIOREEIZOWT, [ (RSO E
W EEIELTZEIAIE 7.8% THHoT=DITHL
[RERIDDIZ 7RV DEEDN®HD | LRI LT
FIED 38.1%EHRH L, [BERIHIENTX
2N (17.7%) | B DEDEB0%LL EThoT-,
Fo, [ STEADOTEENZITO OIZRTER W | L [E]
BLUT-EIATE 18.2%E 07K, 0720 EN S
5]+ ICERWEEIZELIZEIGIE 30%% 2
Tz, AR, T A0 T2 | & [E1 2
L7=FIA 1T 12.8% &0 72K [ 720 DT 04
PRIED DD | + TRREE O AL PRIER DD | &
[ LI EEIE3K 30% ThoTz, —J7. HD[H|
DOEBIZONT, TE CHKEB STV E
B2 T HOICRET D LRI LT E S A
29.5%E b %<, [V LRIENRHD | EEbED
& 50%E MR TNz, Flo, R SSZIARIC
SN, DI ARLZHHNNTISEE AL TG
ERIELTZFIAE 834.1% %<, [RETH
SIZIAALTHEN 2N | EEDEDE60%EH A



Tz,

EQ-5D-5L Oi# 1 4£H ® OMDS Grade
ZED EQ-5D-5L AaT&#FK 52-1 (L,
OMDS Grade 51® EQ-5D-5L A7 M-
I%. Grade 1 7% 0.854 CThicth i<, Grade 12 23
0.221 EHEBHIEL, FDZE1X 0.633 THoT,
OMDS @ Grade 1 7°6 Grade 7 £TLHF
BHIZ23C, EQ-5D-5L A7 O T3
B NI, Gradel~Grade 7 DT
EQ-5D-5L A2 7 DD 742 Hls 7= #t 5
Grade 6 & Grade 7 ®7% 0.119 Theh KX
<, RUWT Grade 4 & Grade 5 D775 0.102,
Grade 3 & Grade 4 D773 0.091 Th-o7z,

7o, —ICELE S T I T 52 B LG
DR, OMDS Grade 1 & Grade 7~13,
Grade 2 & Grade 4~13, Grade 3 & Grade 5
~13. Grade 4 & Grade 5~13, Grade 5 &
Grade 7~13, Grade 6 &£ Grade 7. Grade 8,
Grade 11 Grade 12, Grade 13 O T EQ-
5D-5L Aa7 A EITIETFL TV (K 22-1),

F72. mOMDS Grade Z&® EQ-5D-5L A
a7 %F 52-2 |~ L7-, mOMDS @ Grade 1
25 Grade 7 £T LEF-4512-o1 T, EQ-5D-
5L A7 ORHK T DA A BIT,
Grade 4~Grade 6 O EQ-5D-5L A=
DFwFHE, OMDS Grade 4 & Grade 5 D
7275 0.102, Grade 5 & Grade 6 D775 0.066
Th->7=DIZx L, mOMDS Grade 4 & Grade
5 D28 0.086, Grade 5 & Grade 5.5 DZEN
0.036. Grade 5.5 & Grade 6 @77 0.046 T
HoT-,

—JCHLE S AT IC 31T B % LR DG B
mOMDS Grade 1 & Grade 7~13, Grade 2
& Grade 4~13, Grade 3 & Grade 5~13,
Grade 4 & Grade 5.5~13, Grade 5 & Grade
7~13, Grade 5.5 & Grade 7. Grade 8,
Grade 9. Grade 11, Grade 12, Grade 13,
Grade 6 & Grade 7. Grade 8, Grade 11,
Grade 12, Grade 13 DEITHEIZIK FL TV
7= (X 22-2)
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Visual Analogue Scale (VAS) % HL7=/&
FoEMA2FR 53 12, EQ-5D-5L & 1 4 H
D VAS DR G AR 54, K23 1ITRLTZ,
TG 2RO VAS OSF-HIfEIE 62.1(+
21.6) ThH-o7=, 7=, EQ-5D-5L A=27 L VAS
DOFHBIFREE 0.3956 (p<0.0001) TH-7= (F
55)

(Z) EQ-5D-5L (2 X HHERERS# QOL Dfk4E
284k (1 Ik B B 429 4 %F5:)

EQ-5D-5L ® & 1 FHBIUN2HEHD
Wi 5D EQ-5D-5L A7 NEUSS T2 429 44
BRI, BRI RE RO BEMEER 56 12,
AR D EQ-5D-5L Aa T DIEAK EHEA
£ BT \ORLI, e 1 FHBIO 2 £HD
OMDS Grade DOFHJfEIZZNZI 5.9(%
2.3).6.1(+2.4) THY, mOMDS Grade D}
BEIZZENZER 6.0(£2.3),.6.2(+2.3) Th
ST, HE 1 FHBXLO 2 F£H O EQ-5D-5L
A7 ONEEIEZEZEI 0.500(£0.209) .
0.549(+0.215) TH-7=,

Fo 1FHBXO24FEHOM 5O EQ-5D-
5L A7 WEfGF X7z 429 4 & xFRIT,
MMRM (Z LT 217572, 1B LD 24 H
® EQ-5D-5L A7 MBA EIZH ML Tz
(p<0.0001) (X 24).

EQ-5D-5L ORI ORI AED[E]E )
FizK 25 \R LT, 1 EEDD 2 FB 2T
T, BEIOREIZOW T, &R0/
e ETDLRBIEN S D | OBl A 0
23.8%70°5 31.7T%ITHENMUT=DITH L, (23720
MEERHS ), THRERERSD | OREEIA
DD Uz, F72, IR AR PRIV, T
FROARPRIE T2 EEE L7 EI A1 10.8%0>
5 20.5% I 2 72130, REZISEE RO
WThH, [RETHLEIZIAALTHWR  D[H]
BEIE A 30.1%05 52.4% I ZHENNL T,
D. ZER
ZIVETIZH 2 DMEEELT- HAM BEL VA



FNITHAM Hao& | Z#)i 77 N7 4 — MIT5E
S SAA VRN OFREFA LTI
HAM #a>& | EUTHEEHL , 2022 FE1HT
— X NN &R LUT=, AWFSEClE, [H HAM
Ao & TGRS NI BT OV T, BRERRE
BLO 1 FEFOBBFFEE THEONZ FIE
DIFENT 2 F LTz,

(A) HAM BHEOFIEF -, FIENOZWrE
TOHAM

AAFFED HAM %8k BE OFEFhn CFH
+SD) (% 45.9+15.2 i CHH72(F 5), =

TV T4=—27 B0 HAM H£EFOzR—k
MFECld, HAM 2338 R.Siv7z 1986 4Enb

2010 4EETICRIEL- HAM B4 153 41T
B DIRIEF M CE¥+=8D) 1% 53+13.1 1% T
HY, FDHL 1986 HE~2000 FEITFIELIZH
# (128 4) OFRIEFMIL 52.1+13.5 %,
2001 F-~2010 FFIZFAE LT BF (25 4) DI
JEAEHRI 57.719.6 i THY, A EZEITRDL
Niehsotz, UL, 1986 4E~2000 LEDFEAE
FENE 14 1 ~TT I OHEIPH CThH T2 DIZxf L,
2001 4-~2010 FEDOIIEF-EnOHIFHIL 42 7%
~T2 RO THY ., 30 EACETORIENGR
DOV T, ARGk ¢ HTLV-1
PURG =R DY 1996 4-~2000 bz T,
2011 4:~2015 F-CTH BT L T2 Eln
WEIN TN 19,

FIC AWFFED HAM B 41 HEE 2B T,
FIEAEBINFIEF WA DL, 1980 D
FIEAER (Y +SD) 14 33.6 8.9 7% Th-7=

kL. 1990 4% 43.9+12.1 7%, 2000
FEMRIT 51.5+12.4 5%, 2010 FEfUT 56.9+
11.1 i CTHY, R ETe DR IEF T H B

@<z > TV (3R 11-2, K 6), &5H(Z, 2000
FERLIEIL 20 mACOIIENHEDY . 2010 £ T
1% 10 AR, 20 BARDFIEIZA DR >TE
(% 11-1. X 5), LETEH 1980 FAULLRE,
IR T HTLV-1 fiiAfAE L HTLV-1 &%
YUT I~ O AFFEIZLY, HTLV-1 OFfk
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TIRYEINRD L CET=ZE WD B RE T
Bhxt R OHEREIZ LA FIETD HAM DOIFEIE
DA LTz ATREME DV RIB S U7z,

F7o. ARBFFED HAM 65k B DSRIEND
W ETIZD Do T2 (CE¥ £ 8D) 1%, 8.2
+9.3HFEThH-72 (b)), Al O~VT 1 =—7
B HAM H3& oak—MIFZ2ETlE, 1986 E
~2010 FFETIZHIELTZ HAM BT
FEIEN D2 ETOES (F+SD) 1% 49+
3.2 FETHY ., TDHH 1986 H~2000 4F|TF
JEL7-BEOZMETOELIT 5.1+3.1 4,
2001 #~2010 FITHIELTZEE DZMET
DOFEENT 42135 F£THY, AEZEITR
IR o7- 13,

— 7 RO HAM BEREFITONT,
FIEFENT LSBT E TSN DERE ML
722 A FIEFR D ET I O E TOE
BONAHBIEMESNTWDZENH LG5
72 (£ 13, K 7), 1980 FERITHIELI-HBE T

T2 W £ T 18,7 4F, 1990 AARITIIE
ut,%%f X 8.9 HETHHT=DITHL
2000 XTI 5.2 44 1990 DK
60%DHAMNETNEL . 2010 ETIZFEH) 2.5
M 2020 FFRTIZEY 1.0 £ Tho7=,

%Eﬁ)%é@%ﬁif@%ﬁf’aﬁ@@%ﬁ@%l@#
SLL T, HAM (ZkpidESE)fEEN B2
SN TWDDERFTT D720, HAM E2lrsi
724D OMDS A FAEAFEABNT R H L 72, 1990
FEMRIGIEF D2 WrEED OMDS (GEH)) 28 8.5
TIH-oT-DITEEL T, 2000 41X, 2010 4E1%
FEIEW OB MDD OMDS CEW) IZFhEih
3.3.2.9 THY, thx ITRIELI>TEY (R
14-1, X 81, % 14-3, X 9-1) . HAM DOiEH)

B B DS HRAE DY B IZ M SN D LD 27~ T2 7]

BEMENE 2 DT, DAETIE, 2003 4124
HAM BE S35 L, 2009 45(2 HAM 2%
FREHER ISR ESH, 2010 450D HTLV-1 #
EXRNBAB ST, ZDH%, 2012 FIZ
HAM FEELVARNITHAM - | #BIAEL .
2017 2 1H HAM - & ICH A ToL L



HIZ, BWEEO IR L L TR O BIRE I~
—h—. R ML L OEEK D HTLV-1 7 a7 A
WA EEDISA 7 —T1— DRI EEBRIE L=,
E5I2, 2019 £l HAM 28I ART A %
FHATLT2, ZOIH R BE S OIFEEHCERE D
* . HAM 2T ARTA L O KIZLD, &
FOEWNEFE 1T HAM O35 B &2 b
B9 2 k08 o L C& =282z, HAM
%%1//7\%)@@5??% LTREL LD

2 AN AS AD Wikt S( 3=V N E 23
25 HAM Z 8P 2 I CE D RS~
TR ANE LTI E TR M E TOERNE
Ha ST ATREMER B 2 BTz,

T, BIELLZW E TCOHMOEMFEOLD
— ORI EL T, SuHE TR GEE R E B
735 OMDS (£7-1% mOMDS) Grade 5 ~®
BATHEES 2 LT OFEIG ORI O T
MEL7c, ZAVETIT, ST R TIX, FFA
HEIT R LG FEAE W0 D3 = i T D Z L3
& BZTEY, AUFgEIZB VT, HAM %
FREBE DORIEFEE D B IR DT S TR
DOFENE NI Z TWA (T 10-1) . AT OEY | F
FEFRRDPHET I DIV CTHIE IR A ik LT
TTCNDIEND, FEIE %ﬁ%m GHIEF TR D
BB EHDE, FIEENRIT /2D E 2T
ITRIOEIEBHEILTRY, 1990 FRITFIE
FHD 15.2% N EHEITH ThHoT=DITRIL |
2000 FEULIEIEE D 26.7%., 2010 FARIEL3E

JEZH D 34.4% 020 ETRITH -T2 (F 10-3),

ZDTZEMSL, FBIENGLZ W ETITDNDFHD
T T A E TR OB A N B INL TE TV
BHZEMEEL QWD AEMEL RIB ST,

72720 BIRE R TR S HAM B % %t
GELT-THY, 72 HAM OHi>n
TWRWERFZR CERWEVIRA LRSS
7o ITAEDOFIEN DLW £ TOEEE /)N
FHIEL CWOBRIREMEDR DD, 4% LB AE %
1TV, EELREZED DN RH D,

(B) HAM BEH DL T4
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HAM B 046 %?‘ﬁ ZBL T, AR D
HAM HEREH 2B 25RO SMR #5H
HU72/E 3R 3.05(95%01: 2.50-3.68) L=<,
BiED SMR 1% 2.45(95%CI: 1.73-3.36) . %«
P> SMR 1% 3.51(95%CI: 2.74-4.42) ThH -
72 (R 4), KL THRH L. HAM BHE D
SMR DOfERNG, HAM BE OA M TR —
N L L TR R CThHAZ LD RS,

BRI P ZPE L D3RSI HAM Bk
B 1094 DFEIK (R 8) 12OV THDE, filifk
N 12 2 EFERDHFTHRBH L, RN TRARENE
itige 73 10 4. ATL 239 44, DAL 8 44, i
g, B 5 4T O BAEN 4 4 Tho
Too ZIVETOWE 1619L[FERIC, HAM B
DFEREL TATLOHRIFEE THLHEBZ XL
iz,

ZZ T, HAM B&HEF O ATL OF5EIZES
LT 11 - OBLE I 1 D FSE R ARG
FEH. 1000 NEHT-D 2.96 (95%CI:1.73-
5.06) THY, LREO— LMD HTLV-1 ¥
U7 D ATLFJEH (1000 AEH7-0 0.6-1.5)
192D L Rl U Ch i@V ME A 2SR S 72 (R 16-

1), £z, EMmPENAR R Aggressive ATL
FEIEFRIT 1000 AMFEHTZD 2.46 (95%CI:1.37-
4.40) THY, ATL 7 HAM B#& DR D _EAL
THHEITEL TN DHEE 2L (R 16-
2),

F7-. HAM &k EE DR EL T, ATL LA
SAOIEMERES A 21 FlEShL, 2025 B
BEE N et 26< TEEY Lo B, B TE . KB
i FRERE 23RN T <, E D, ALL, Bk
SN T NS R TN A N N N
BN LN (F 3),

ZHETIZ, HTLV-1 [&YeE DRI
FTAAXT TV ADFER 2755 £ FERTD
SEC OFXHERRAS 1.57 (95%CI: 1.70-8.50)&
BN 228 ESN OB, ATL LAk o
MR L ORLE O E T AT IEF IR E
I CHY, 1 DORERFxHIRAFZET ATL LSO
Vo EEDBEDBIERHSITWAR e T



ANRER) TH-T=,

F7=, HOET 2010 HF£~2011 4|2 ATL &
WS B I, FE MR MR O PR AT
13 12.3% R8O HIVTEY, FEGERE KD
ZDoTe ZERHESN TS 29,

L2l HAM B 12BI95 ATL LIS
MBS L OEEIC OV T, IFEAERESN
TEbHT | A% LIBHHASS ATL LSOOI
NDOREFFIZ DWW CORFENR L ETH D,

(C) HAM BE 2R 5 IES) S BEE

HAM HBFEOHRE T2 L L T, EB)fEEHIE
FEIZDWTIE, 11 FHOBHFRAEIZB W T
OMDS 2#AFEMIZEALL (R 21-1) | 11 £/
T OMDS ® Grade NEALL T -HEEDE
AlE 71.0%% 5D T (3 28-1),

ZIVETO HAM BB D% AR EFHAD
5., EBEIFEEDIIENS OMDS Grade 5 (28
1TT5FETCOMMDOFRAEIT 8 4, Grade 6
AT T AE COMMBOFRAEIL 12.5 4ETH
o722, ZDOZENEH, OMDS Grade 5 1288 F
LRI 5 FLEL Grade 5 LHESND
AR OEB)EE HE IS SRR HHZEN
HERE Tz,

—J5 . HAM 3 O E 8 b E e L 12D
T, k5 HAM ORERFERZ KB L O%R
RACB T AEBEM A 1T) ECTHIE R EOHK
—ERDOLNTND, ZHETOMFZEITIB
T, HAM B3 OiEBhEE HAE IOV T, o
NETHWONTWS OMDS 7790 A%
JATHWHNTWS IPEC-1 O BEZ R
L7-fE R, HAM BENERL V15D OMDS
Grade 5 (7 FIZEDOT2WEE) LHIES L
BEIX, IPEC-1 T3 50% D HEFE D Grade
S(HIZH FOXZNBNE) ) 40% DEE N
Grade 4 (LXE XM PO ZNNE) LHEHD
Grade |[ZHEESNTWAZLEE#EL, OMDS
Grade 5 |ZOWCIHEE OV —RIZF 5T
NEFLNEE Z BT 2,

ZZC, 2022 FE XY, OMDS Grade 5 ™)
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5, IPEC ®#37/3—h Grade 4 (232243 5%
&% OMDS Grade 5.5 (L& &l F2ks>
T2WARZ) I 43k L7 mOMDS % FH v CiE
H) i & E B O FE A A B 46 L 72, OMDS
Grade 5 D HEE 7 mOMDS Grade 5 & Grade
5.5 \ZHSHIAER, 11 FHOBHRA T
TEEN R E EEE OB LZEA 2 OMDS ©
X 71.0% CTHho7-DIizxt L. mOMDS Tix
76.8%ZH L7 (3% 23-1, R 23-2),

512, mOMDS Grade 78 1 FELINEBIO
2 FELINIZEA L LRI B2 OWT, BT
REATST-AER, 1 FHAER O mOMDS
Grade 1~12 O3 T 1 FELWNIZE(LLIZEE
1L 16.5% THHT=DITHKIL, 2 FLINIZEALL
ZEIE1E 30.1%EfE <L Tz (R 28-3.
K 23-4), 2056, 1 4 HFHARFO mOMDS
Grade 4~6 OF# (439 44, 409 41) T 1 LN
W EAE L 2 E AT 16.2% ( #1 P
12.1%~18.6%) THT=DITHKIL, 2 FELINIC
BALEIE 1T 31.1% (#ilH : 26.7%~33.3%) TH
. Grade ] TOEALEIGOAEITIRKE 20>
720 2O X570 HAM Gk EFE OiEBhfEE FHiE
EDOEACICE T 2B 2T — 213, 5% D
HAM OIE#)FEE 26T D108 O E iz iz
RETDH L CTHERT —HENRD,

ZIVETIC HAM BB 12 W T, 1 H
FHAF LD OMDS Grade 4~6 DF (183 4)
T 24D OMDS Grade 23 BV L7=EIE 13,
23.5% CHY. OMDS Grade 4 TiE 20.0%.
Grade 5 TiE 16.3%. Grade 6 TiL 37.56% T
HY, Grade 5 OEALEIE DMED -T2 20, Ly
L. HAM B85 D55, OMDS Grade 4~
6 D& (229 44) T 1 4% D OMDS Grade 73
HEALL7ZE1A1314.4% THY, OMDS Grade 4
TlX 14.3%. Grade 5 Ti% 12.3%. Grade 6
TiE 19.0% Th-o7z 20, 1 FROBIZETIEA
F2Elz8175 mOMDS Grade 4~6 OIE(LE|
BERERETIFDOON STz, SHIT,
OMDS Grade 4~6 D& (96 4) T 4 14D
OMDS Grade 23 AL L7=EIA 1 32.3% THY |



OMDS Grade 4 Ti% 26.1%. Grade 5 TiZ
27.3%. Grade 6 Tl¥ 44.8% ThH-o7z 27,
OMDS Grade 4 @ 4 1% DEALEIE 1T, AT
72 C¢» mOMDS Grade 4 ® 2 LN D EAL,
EIG LRI TH-7203, OMDS Grade 5 @
4 FHOE(LE|E 1L mOMDS Grade 5 d 2
FELLNDOEALEIE LB K-> To, ZRHORE
RITEBELBRTHIZEITTERNLED D,
mOMDS Ti% Grade 4~6 OEALEI S %
OMDS X0 Hiv 2 4E [ TRl CT& 5 T ENE
R CTED, 2O X512 mOMDS Grade % H
VW T, OMDS Grade 5 @ #3# % mOMDS
Grade 5 & Grade 5.5 (208 L Gl 528
(ZEY, OMDS L0 )k e A O f kA
3 N7 L A IV NI QN ::1:) | =S b S A
HIBBLUNEY T — v ar ORIl H A
N THLHAREMES RS,

4% . mOMDS Grade 5.5 ? HB35 OGRS
o B A%, ADL, RS H#E QOL, =612
I HAM O% EIHENEICBhE 3 53 (A~ —
A= ZDWTHRHTL THOLNZL T Z &I X
. HAM ® mOMDS Grade 5.5 #7772
(U CEEEE OEI TN A B B E LI
1RBRA FERE L 0T W BREE D Z A RS
%6

(D)HAM #BFE 281 DR E QOL
FFEROREEERDE QOL REEDH S | ZhMEA
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&4 BEEMIETEERE SMR (n=665)
B (AE) HEN0FAF) BRELETE SMR
UN A &t REEHE HAM A& HEEE HEEME 95% TR 95% LR
2/k 665 109 47933 1029.4 2274.0 2288.1 3.05 2.50 3.68
Bt 170 38 1181.6 1092.0 3215.9 1823.4 2.45 1.73 3.36
e 495 71 3611.6 969.9 1965.9 2729.1 3.51 2.74 4.42




&5 HAM B8 EE DEM - FEg (n=688)

S g A&t piE

n (%) 180(26.2%) 508(73.8%) 688 (100.0%)
FER(FH£SD) 62.9+10.7 62.3+11.0 62.5+10.9 0.530
FEAE S ln(F 19 +=SD) 46.5+15.6 45.6+15.0 459+152 0.491
RIEN S METDERFEHSD) 7.7+95 8.3+9.2 8.2+9.3 0.446
R AARI(F9+SD) 16.2+£12.5 16.6£11.9 16.5+12.1 0.719
OMDS(E 1 +SD) 53423 56+2.3 56+2.3 0.098
mOMDS(SE )+ SD) 53423 57423 56+2.3 0.089
RR SUREITE 35 (19.4%) 110 (21.7%) 145 (21.1%) 0.595
MFEREIR HTEE 147 (81.7%) 360 (70.9%) 507 (73.7%) 0.004

BERIEE 54 (30.0%) 253 (49.8%) 307 (44.6%) <0.001

TRORERESE 37 (20.6%) 100 (19.7%) 137 (19.9%) 0.828

ZOHth 22 (12.2%) 84 (16.5%) 106 (15.4%) 0.187
HAM ZRHRFE X1 F1ERRELAN 15 (8.3%) 37 (7.3%) 52 (7.6%) 0.626
ATL RIEEX1 F1ERRELAN 10 (5.6%) 24 (4.7%) 34 (4.9%) 0.690
4 1fn R 21 (11.7%) 101 (19.9%) 122 (17.7%) 0.013

5% 1986 LI 16 (76.2%) 74 (73.3%) 90 (73.8%) 1.000
BEIRIES RIRERL 13 (8.0%) 31 (6.6%) 44 (7.0%) 0.069

R A A D - IRFEL TV 119 (73.0%) 300 (63.8%) 419 (66.2%)

BEERNAVE 26 (16.0%) 112 (23.8%) 138 (21.8%)

thADEBANE 5 (3.1%) 27 (5.7%) 32 (5.1%)

B8 17 38 55
it EE ERaL 48 (26.8%) 86 (17.0%) 134 (19.5%) 0.015

BEREHDIN, EFTE 25 (14.0%) 56 (11.0%) 81 (11.8%)

ERAHY ., ENBE 91 (50.8%) 313 (61.7%) 404 (58.9%)

ek I EA L E 15 (8.4%) 52 (10.3%) 67 (9.8%)

N 1 1 2
EOLUA 7L 61 (33.9%) 166 (32.7%) 227 (33.0%) 0.566

2855 40 (22.2%) 98 (19.3%) 138 (20.1%)

BIZHDd 79 (43.9%) 244 (48.0%) 323 (46.9%)
BDEH L 113 (62.8%) 267 (52.7%) 380 (55.3%) 0.064

255 33 (18.3%) 113 (22.3%) 146 (21.3%)

BIZHDd 34 (18.9%) 127 (25.0%) 161 (23.4%)

N 0 1 1

1EHOFEICEZE L 688 AR L Liz,

X1 LUOMIEERE 7 — 2 2 %5t X1 0o h, PIHFHEIC KBRS 25 720, BIEH L ORHiT — 2 2 it L7z,
X2 TR TH - JEFIRFIEORBICED T, REICD EDRS -7,

a: WD 7\ t BGE. b: Fisher D IERERMERME



% 6 HAM B8 8E 0 REEETE (n=688)

Hh iz, fERFR n (%
dtiEE 30 (4.4%)
dtiEE 30 (4.4%)
B A 33 (4.8%)
TER 0 (0.0%
EFE 10 (1.5%)
TR 19 (2.8%)
MEE 0 (0.0%
WIfiA =S 1 (0.1%)
=ER 3 (0.4%)
B A 166  (24.1%)
RKIF R 4 (0.6%)
HARR 1 (0.1%)
HER 1 (0.1%)
“BER 25 (3.6%)
FER 31 (45%
HRER 47 (6.8%)
#HER 57 (8.3%)
hEph A 38 (5.5%)
Hag 2 (0.3%)
EWLE 2 (0.3%)
AINE 1 (0.1%)
BHE 1 (0.1%)
TS 1 (0.1%)
EHFE 1 (0.1%)
I B IR 4 (0.6%)
FHEIR 6 (0.9%)
ZHE 20 (2.9%)
E5kichsilal 91 (13.2%)
=55 6 (0.9%)
HER 5 (0.7%)
RERRF 8 (1.2%)
KR AF 38 (5.5%)
EER 20 (2.9%)
=RE 8 (1.2%)
MFLE 6 (0.9%)
FREH A 15 (2.2%)
EmWE 4 (0.6%)
BiRE 0 (0.0%)
A=Y 2 (0.3%)
LER 6 (0.9%)
g 3 (0.4%)
maE#h A 15 (2.2%)
EEE 6 (0.9%)
EINE 0 (0.0%)
EEE 7 (1.0%)
S8 2 (0.3%)
JU - hdEHh A 300 (43.6%)
1205 75 (10.9%)
HEER 7 (1.0%
RIFE 31 (45%)
RERE 20 (2.9%)
AR 26 (3.8%)
=Yg 24 (3.5%)
BRER 99 (14.4%)
SRR 18 (2.6%)




&7 HAM BHBER VX DERXEFOHSHBEHFE (n=688)

Hir 3 EERTIE V. N ER =SS
n %) n %) n (%)
dtiEE 29 (4.2%) 22 (3.2%) 21 (3.1%)
dtiEE 29 (4.2%) 22 (3.2%) 21 (3.1%)
:B|#: 1] 52 (7.6%) 60 (8.7%) 61 (8.9%)
EHE 2 (0.3%) 4 (0.6%) 5 (0.7%)
EFR 13 (1.9%) 15 (2.2%) 14 (2.0%)
TEHEHE 24 (3.5%) 23 (3.3%) 25 (3.6%)
MAR 4 (0.6%) 7 (1.0%) 7 (1.0%)
[IIFAY 2 (0.3%) 3 (0.4%) 4 (0.6%)
EER 7 (1.0%) 8 (1.2%) 6 (0.9%)
BEERh 73 (10.6%) 51 (7.4%) 52 (7.6%)
IR 5 (0.7%) 9 (1.3%) 7 (1.0%)
HRE 3 (0.4% 4 (0.6%) 3 (0.4%
BER 3 (0.4% 4 (0.6%) 3 (0.4%
BEE 7 (1.0% 5 (0.7%) 2 (0.3%)
FER 9 (1.3%) 8 (1.2%) 8 (1.2%)
BIRER 29 (4.2%) 11 (1.6%) 18 (2.6%)
/R 17 (2.5%) 10 (1.5%) 11 (1.6%)
ch&ptth 5 43  (6.3%) 48 (7.0%) 41 (6.0%)
nRE 3 (0.4%) 7 (1.0%) 6 (0.9%)
EILE 1 (0.1%) 3 (0.4%) 2 (0.3%
AR 2 (0.3%) 2 (0.3%) 1 (0.1%)
=HE 3 (0.4%) 3 (0.4%) 2 (0.3%)
ey 4 (0.6%) 7 (1.0%) 5 (0.7%)
EHFER 2 (0.3%) 2 (0.3%) 3 (0.4%)
Iz BB 1R 2 (0.3%) 5 (0.7%) 4 (0.6%)
B4R 10 (1.5%) 10 (1.5%) 10 (1.5%)
BHE 16 (2.3%) 9 (1.3%) 8 (1.2%)
Esfich: i) 58 (8.4%) 47 (6.8%) 45  (6.5%)
=ZER 3 (0.4% 7 (1.0% 4 (0.6%)
BER 3 (0.4%) 5 (0.7%) 5 (0.7%)
HERRT 4 (0.6%) 3 (0.4%) 3 (0.4%)
RBR AT 23 (3.3%) 8 (1.2%) 8 (1.2%)
EER 12 (1.7% 9 (1.3%) 11 (1.6%)
ZRE 4 (0.6%) 5 (0.7%) 3 (0.4%
I E 9 (1.3%) 10 (1.5%) 11 (1.6%)
th Eh 5 23 (3.3%) 30 (4.4%) 27 (3.9%)
ERE 4 (0.6%) 3 (0.4%) 4 (0.6%)
BiRE 4 (0.6% 7 (1.0%) 7 (1.0%)
A= 3 (0.4%) 4 (0.6%) 2 (0.3%)
LER 6 (0.9%) 9 (1.3%) 8 (1.2%)
[ ==} 6 (0.9% 7 (1.0%) 6 (0.9%
Mo E i 5 17 (2.5%) 23 (3.3%) 20 (2.9%)
mER 6 (0.9%) 6 (0.9%) 5 (0.7%)
FIE 0 (0.0% 1 (0.1% 0 (0.0%)
iR 9 (1.3%) 10 (1.5%) 11 (1.6%)
SR 2 (0.3%) 6 (0.9%) 4 (0.6%)
JUIN - B S 387 (56.3%) 398 (57.8%) 412 (59.9%)
EEE 55 (8.0%) 41  (6.0%) 46 (6.7%)
HER 12 (1.7% 18 (2.6%) 11 (1.6%
RIBE 57 (8.3%) 55 (8.0%) 64 (9.3%)
HEARE 37 (5.4%) 45  (6.5%) 42 (6.1%)
KHR 26 (3.8%) 27 (3.9%) 29 (4.2%)
HIFE 32 (4.7% 37 (5.4%) 38 (5.5%)
BERER 141 (20.5%) 146 (21.2%) 152 (22.1%)
P o 27 (3.9% 29  (4.2%) 30 (4.4%
Z D4 6 (0.9% 9 (1.3%) 9 (1.3%)




% 8 HAM BB HF O BEME DAARVCEREHAOHGEHEFE (n=688)

AANDOHSHE XOHSHE SOHSHE

ARADIRTEB{E i
n n (%) n (%) n (%)
tiEE 30 dtimE 24 80.0% 18 60.0% 18 60.0%
P |#: ] 2 6.7% 5 16.7% 5 16.7%
B 5 1 3.3% 0 0.0% 1 3.3%
Rt A 0 0.0% 2 6.7% 0 0.0%
5Ficiubsl 1 3.3% 2 6.7% 3 10.0%
RE-mEA 1 3.3% 2 6.7% 1 3.3%
FuI - ihiEi 1 3.3% 1 3.3% 1 3.3%
Z itk 0 0.0% 0 0.0% 0 0.0%
PN 0 0.0% 0 0.0% 1 3.3%
| #: ] 33 itimE 0 0.0% 0 0.0% 0 0.0%
it s 30 90.9% 30 90.9% 30 90.9%
A5 1 3.0% 0 0.0% 1 3.0%
hEftth A 1 3.0% 2 6.1% 1 3.0%
E3kip: ) 0 0.0% 0 0.0% 0 0.0%
RE-mEA 0 0.0% 0 0.0% 0 0.0%
JuIM - ihiE i 1 3.0% 1 3.0% 1 3.0%
ZDth 0 0.0% 0 0.0% 0 0.0%
TER 0 0.0% 0 0.0% 0 0.0%
RE 5 166 dvimE 4 2.4% 4 2.4% 3 1.8%
[ #: ] 18 10.8% 22 13.3% 23 13.9%
RS 67 40.4% 44 26.5% 44 26.5%
Rt 12 7.2% 19 11.4% 18 10.8%
E3kip:s) 11 6.6% 7 4.2% 6 3.6%
FE-mEA 3 1.8% 8 4.8% 7 4.2%
JUM - B A 48 28.9% 57 34.3% 62 37.3%
ZDHh 0 0.0% 2 1.2% 1 0.6%
TER 3 1.8% 3 1.8% 2 1.2%
FRER I 5 38 dbimE 0 0.0% 0 0.0% 0 0.0%
Rt A 1 2.6% 1 2.6% 0 0.0%
ESES:ys) 1 2.6% 1 2.6% 2 5.3%
thiEfth A 20 52.6% 18 47.4% 16 42.1%
SFicpiubz] 1 2.6% 3 7.9% 1 2.6%
FE-mE#A 1 2.6% 1 2.6% 0 0.0%
Ju - g 14 36.8% 14 36.8% 19 50.0%
Z Dtk 0 0.0% 0 0.0% 0 0.0%
TER 0 0.0% 0 0.0% 0 0.0%




AANDH 5 iz

ROH S  FOH S

ARADIRTEB{E i
n n (%) n (%) n (%)
kil 91 ibiEE 0 0.0% 0 0.0% 0 0.0%
P |#: ] 0 0.0% 1 1.1% 1 1.1%
Sz 0 0.0% 1 1.1% 1 1.1%
AR 6 6.6% 5 5.5% 3 3.3%
EFigiilag 42 46.2% 32 35.2% 30 33.0%
FhE - U E A 8 8.8% 1 12.1% 11 12.1%
T - g 35 38.5% 4 45.1% 45 49 5%
ZDfth 0 0.0% 0 0.0% 0 0.0%
PN 0 0.0% 0 0.0% 0 0.0%
FE-mEHA 30 dtimE 0 0.0% 0 0.0% 0 0.0%
- P[#: 1] 0 0.0% 0 0.0% 0 0.0%
A5 1 3.3% 1 3.3% 1 3.3%
hEftth A 2 6.7% 0 0.0% 1 3.3%
E3kip: ) 0 0.0% 0 0.0% 0 0.0%
RE-mEA 24 80.0% 25 83.3% 22 73.3%
FuIH - hfE i S 3 10.0% 4 13.3% 5 16.7%
Z Dt 0 0.0% 0 0.0% 0 0.0%
TER 0 0.0% 0 0.0% 1 3.3%
JUN - B 300 dvimE 1 0.3% 0 0.0% 0 0.0%
[ #: ] 1 0.3% 1 0.3% 2 0.7%
RS 2 0.7% 4 1.3% 2 0.7%
Rt 2 0.7% 2 0.7% 2 0.7%
E3kip:s) 3 1.0% 3 1.0% 5 1.7%
P E-mEHA 3 1.0% 6 2.0% 6 2.0%
JUM - B A 285 95.0% 280 93.3% 279 93.0%
ZDHh 1 0.3% 0 0.0% 2 0.7%
N 2 0.7% 4 1.3% 2 0.7%
At 688 dtimE 29 4.2% 22 3.2% 21 3.1%
it A 52 7.6% 60 8.7% 61 8.9%
ESES:ys) 73 10.6% 51 7.4% 52 7.6%
thiEfth A 43 6.3% 48 7.0% 41 6.0%
Ehigiilag 58 8.4% 47 6.8% 45 6.5%
s E - U E A 40 5.8% 53 7.7% 47 6.8%
Ju - g 387 56.3% 398 57.8% 412 59.9%
xanli! 1 0.1% 2 0.3% 3 0.4%
TER 5 0.7% 7 1.0% 6 0.9%
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1E & D HAM FIEE# (h=681)
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& 9-1 1 HAM B8 EE DEF E HEFDORER (=681)

HIAEE
1950~ 1960- 1970- 1980- 1990- 2000~ 2010~ 2020~ szt
1959 1969 1979 1989 1999 2009 2019 2029 =a
445 1920-1929 1 1 1 1 1 5
1930-1939 1 5 8 8 23 25 6 76
1940-1949 2 6 18 39 57 69 30 4 225
1950-1959 2 23 38 34 66 43 6 212
1960-1969 3 13 26 34 30 7 113
1970-1979 2 8 13 10 1 34
1980-1989 2 8 5 15
1990-1999 1 1
&t 3 13 53 101 151 217 125 18 681
% 9-2 : HAM B8 EBE DL F & REFH DR (n=681)
FIEF &S HIEER
R {E 10 £ 20 £t 30 £t 40 1% 50 £t 60 £t 70 £ 80 £t &5t
£ 1920-1929 68.0 1 2 1 1 5
1930-1939 60.0 1 3 6 9 17 22 16 2 76
1940-1949 53.0 3 12 34 37 69 58 12 225
1950-1959 46.0 6 28 36 57 61 22 2 212
1960-1969 420 7 19 24 38 24 1 113
1970-1979 325 5 7 16 6 34
1980-1989 23.0 7 3 5 15
1990-1999 15.0 1 1
=11 470 30 72 121 148 171 105 31 3 681

12



4 HAM Z$BE DA E & REEHOBEFR (n=681)

70
60 &; 1920~1929
“
A 50 & 1930-~1939
10 1940~1949
[ 4 1950~1959
30 A 4R
1960~1969
20 1970~1979
10 1980~1989
1990~1999
0

1018 201% 30f% 40t 50f% 60f% 70f% 80ft
FEIE A i

H1990~1999 m1980~1989 m1970~1979 m1960~1969 m1950~1959 m1940~1949 m1930~1939 m1920~1929

13



2% 10-1 : FAEF#DR! D 2dETH DR (n=681)

2uEE TR JEREETE &t
n % n % n %

SEAE FE 5 10 ££ 1 3.3% 29 96.7% 30 100.0%
20 1% 2 2.8% 70 97.2% 72 100.0%
30 £t 9 7.4% 112 92.6% 121 100.0%
40 1% 23 15.5% 125 84.5% 148 100.0%
50 £t 46 26.9% 125 73.1% 171 100.0%
60 £t 41 39.0% 64 61.0% 105 100.0%
70 £ 17 54.8% 14 45.2% 31 100.0%
80 1t 3 100.0% 0 0.0% 3 100.0%
&5t 142 20.9% 539 79.1% 681 100.0%

2 10-2 1 £F R D 2RETE ORI (n=688)

ROREITER ERREITE &t
n % n % n %

e 1920-1929 4 66.7% 2 33.3% 6 100.0%
1930-1939 23 29.5% 95 70.5% 78 100.0%
1940-1949 55 24.3% 17 75.7% 226 100.0%
1950-1959 36 16.7% 179 83.3% 215 100.0%
1960-1969 21 18.6% 92 81.4% 113 100.0%
1970-1979 4 11.8% 30 88.2% 34 100.0%
1980-1989 2 13.3% 13 86.7% 15 100.0%
1990-1999 0 0.0% 1 100.0% 1 100.0%
&5t 145 21.1% 543 78.9% 688 100.0%
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SIRETE JERIREITE ait
n % n % n %

RIESF 1950-1959 0 0.0% 3 100.0% 3 100.0%
19601969 0 0.0% 13 100.0% 13 100.0%
1970-1979 1 1.9% 52 98.1% 53 100.0%
1980-1989 6 5.9% 95 94.1% 101 100.0%
1990-1999 23 15.2% 128 84.8% 151 100.0%
2000-2009 58 26.7% 159 73.3% 217 100.0%
2010-2019 43 34.4% 82 65.6% 125 100.0%
2020-2029 11 61.1% 7 38.9% 18 100.0%
a&t 142 20.9% 539 79.1% 681 100.0%

% 10-4 : BAEHEF O 2RETR ORI (1=688)

Fin SUREITE FERRAEITE A&t
EHE FRERE n % n % n %

FEiEthig dLimEMA 66.7 10.1 7 233% 23 76.7% 30 100.0%
Ricih A 60.2 9.6 7 21.2% 26 78.8% 33 100.0%

BE R b A 62.8 116 32 19.3% 134 80.7% 166 100.0%

&Rt 60.0 1.8 6 15.8% 32 84.2% 38  100.0%

EsTic:ula 60.6 10.2 23 25.3% 68  74.7% 91 100.0%

i E-mE#A 63.8 10.3 10 33.3% 20 66.7% 30  100.0%

U - B 5 62.9 10.8 60  20.0% 240  80.0% 300  100.0%

|t 62.5 10.9 145 21.1% 543  78.9% 688  100.0%

15



& 11-1 1 HAM B3B8 E D FIEF & FAEFIH DR (h=681)

FEE D
HIAEF 10 4% 20 £t 30 £t 40 £t 50 £t 60 £t 70 4% 80 1t =1
1950-1959 3 3
1960-1969 3 8 2 13
1970-1979 7 26 15 5 53
1980-1989 6 18 52 21 3 1 101
1990-1999 5 15 23 48 49 11 151
2000-2009 6 5 19 56 70 48 13 217
2010-2019 10 17 43 40 12 3 125
2020-2029 1 6 5 6 18
A&t 30 72 121 148 171 105 31 3 681
5 HAM Bk EFE DREF & RIEFHOER (n=681)
70
60
1950~1959
50 1960~1969
40 1970~1979
1980~1989
30 =3
JFERL 1990~1999 FEAE 4
20 ' ' 2000~2009
10 . 2010~2019
0 ~ 2020~2029

m2020~2029 m2010~2019 m2000~2009

1078 208 30K 40fC 50f% 60ft 70ft 80f%
FEREAF: i

1990~1999 m1980~1989 m1970~1979 m1960~1969 m1950~1959

16



F£11-2: HAM B8 BEOREF Z & OREFE (n=681)

RAEF E#H FiE BERE  PRE &=/ME RAIE
1950~1959 3 12.3 40 100 10 17
1960~ 1969 13 22.9 58 21.0 15 34
1970~1979 53 26.9 7.9 26.0 13 45
1980~1989 101 33.6 8.9 34.0 12 63
1990~1999 151 439 12.1 46.0 10 68
2000~ 2009 217 51.5 12.4 53.0 13 75
2010~2019 125 56.9 11.1 57.0 32 85
2020~ 2029 18 64.2 95 67.0 46 79

At 681 45.9 15.2 47.0 10 85

17



6 1 HAM B4R EE DOFIEE T & OFREF#H(h=681)

9

G0

'm‘"
& []
it
3 [}
.,*_,.40
S
=
;
3| . t
=
EEU
=
&k
L
0 1

19650-~1858 1960-~1868 1970~1875 1980-~1085 1990-~1008 2000-~2008 2010~2019 2000-~2029
RO
¥t AICH S EEXETH Y, KEICADERA>THWTHZFDEETHRRL T,
LSMean : f/N " FF¥) (least square means)

—JCREE BT 2 AT o 720 WE DL BRI IC O W T X, Familywise error rate % 0.05 & L, Tukey-Kramer
B X DB To7-, 7ab, PEIZ0.05 LR CTE 2 XS5 ICHBEINETH %,

1950-1980 4L, 1950-1990 X, 1950-2000 4Fft. 1950-2010 4EfL, 1950-2020 4EfX, 1960-1980 4EAX,
1960-1990 L, 1960-2000 L, 1960-2010 4FfX, 1960-2020 4EfX, 1970-1980 4EfX. 1970-1990 4EAX,
1970-2000 4F. 1970-2010 4EfR, 1970-2020 4E£L, 1980-1990 4FfR. 1980-2000 FEf.. 1980-2010 4FEAX,
1980-2020 FA. 1990-2000 4R, 1990-2010 4EfL, 1990-2020 4F£L. 2000-2010 A, 2000-2020 T
HEAEPED b (1950-1980 Ik p=0.0258, 1960-1980 4K (% p=0.0264, 1970-1980 FfXix
p=0.0097. 2000-2010 4E{% 1% p=0.0004. 2000-2020 4E{% 1% p=0.0001. Z HELIkoD &LELE I p<0.0001),

18



x£ 12 HAM B8 E2EORIESE & 2WE (h=679)

FWE

1980-1989  1990-1999  2000-2009  2010-2019  2020-2029 &t

1950-1959 1 1 1 3
1960-1969 4 4 2 3 13
1970-1979 20 15 13 4 1 53
1980-1989 20 41 26 13 1 101

FRAEF

1990-1999 49 71 25 5 150
2000-2009 115 91 10 216
2010-2019 107 18 125
2020-2029 18 18
ait 45 109 228 244 53 679

19



= 13 HAM BEREHE DFRIEF C & OFIED o2l £ TOFH (n=678)

RIEF B FiiE BERE fR{E =/IME RKIE
19501959 3 49.3 176 470 33 68
1960-1969 13 31.9 1.2 29.0 15 49
1970-1979 53 195 105 18.0 3 49
1980-1989 101 137 95 13.0 0 37
1990-1999 150 8.9 6.8 9.0 0 29
2000-2009 216 5.2 4.7 40 0 20
2010-2019 124 25 25 20 0 13
2020-2029 18 1.0 0.9 1.0 0 3

ait 678 8.5 9.3 5.0 0 68

20



7 HAM B BEOREET L OREN 2 E TOEH (h=678)

\\%Hﬁ
cfft

20 E

EHETOEHOLSMean B FMsY{EEER

REMS
i

: o

1950~1959 1960~1969 1970~1979 1880~1988 1990~1899 2000~2008 2010~2019 2020~2029
RiEHE
Ke T FEHEHETH Y, KEICADEAA > T TH ZDOEIRFL 7,
LSMean : f/N 5 ¥} (least square means)

—JCREE BT 2 AT o 720 WE DL BRI IC O W T X, Familywise error rate % 0.05 & L, Tukey-Kramer
B X DB To7-, 7ab, PEIZ0.05 LR CTE 2 XS5 ICHBEINETH %,

1950-1960 4. 1950-1970 4E£X, 1950-1980 4FA. 1950-1990 4E, 1950-2000 4FfX. 1950-2010 4EfK, 1950-
2020 4F£R, 1960-1970 4F£L, 1960-1980 4F£R. 1960-1990 4FfX. 1960-2000 FH.. 1960-2010 K. 1960-2020
(R, 1970-1980 45t 1970-1990 4L, 1970-2000 4ER. 1970-2010 4E8, 1970-2020 45t 1980-1990 4
. 1980-2000 L, 1980-2010 L, 1980-2020 £E{X, 1990-2000 4EfX, 1990-2010 £, 1990-2020 EAK.,
2000-2010 4E{t THEE 2D b (1950-1960 4E(RIE p=0.0012. 2000-2010 41813 p=0.0060. = NLISH
DEERR X p<0.0001),
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xR 14-1 : BIEEROZUTED OMDS 9% (n1=659)

2 EE D OMDS

HAEE 0 1 2 3 4 5 6 7 8 9 10 11 12 13 &5t
1950-1959 2 1 3
1960-1969 2 2 3 2 4 13
1970-1979 2 3 12 13 16 4 1 1 52
1980-1989 2 13 17 18 27 15 3 1 1 1 98
1990-1999 2 22 16 25 39 28 9 1 1 1 1 145
2000-2009 4 42 21 42 50 40 8 2 1 1 211
2010-2019 7 31 16 14 27 15 6 2 1 119
2020-2029 1 6 3 2 2 2 2 18

ast 16 116 80 115 162 118 36 7 2 3 2 1 1 659

% 14-2 1 BIEER|OZUIED mOMDS 5% (n=659)

ZHED mOMDS

FIEE 0 1 2 3 4 5 55 6 7 8 9 10 11 12 13 a5t
1950-1959 2 1 3
1960-1969 2 2 3 2 4 13
1970-1979 2 3 12 13 14 2 4 1 1 52
1980-1989 2 13 17 18 27 14 1 3 1 1 1 98
1990-1999 2 22 16 25 39 22 6 9 1 1 1 1 145
2000-2009 4 42 21 42 50 36 4 8 2 1 1 211
2010-2019 7 31 16 14 27 15 6 2 1 119
2020-2029 1 6 3 2 2 2 2 18

A&t 16 116 80 115 162 105 13 36 7 2 3 2 1 1 659
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8-1 HEIEER DM ED OMDS 9% (n=659)

1950~1959
50
45 1960~1969
FEEL
40 & 1970~1979
35
20 1980~1989 S
fiE
25 1990~1999
fg A&  2000~2009
10 2010~2019
5 2020~2029
0
>
%,
& s,
Z/§ J
<,
S

ZWRFOMDS

m2020~2029 m2010~2019 m2000~2009 m1990~1999 m1980~1989 m1970~1979 m1960~1969 m1950~1959
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8-2 FAEF R D ZWIED mOMDS 704 (n=659)

1950~1959
50
" 45 1960~1969
B 40 & 1970~1979
22 1980~1989
25 1990~1999 FAEE
fg A&  2000~2009
10 2010~2019
g 2020~2029
o 7 < b < S & o2 s <& Y 7 7 e 7
% S T, e S Sa, B ey Sy Ty Gy g S P
AT - T TRCEE T T T T S N A
"@6 j><\ &%ﬁ @7\ %ﬁ%f% /‘1& &c‘ /‘1( /‘15 /‘15 /‘15 Lo T <, %z
S ey o 0y Sy o T T e g Yy T By
(‘g Xa;-, b*x '@‘é %}& b)§ R D)g b)i D)§ b)g @7\ @%\ e 7,
O NS I e, TR N, ey Sy e e T &,
S T ST N o R S o <,
i N T N T e )
é\\\ /;S%“ 2 &\ D){ 7}‘.< 5y >y 7\% Y 7\§
‘%?% 20 By, ’@ S, R %y, %p, ¥,
% TR %, k) Ry O
¢ IR N F T ST
2] S = 4 %o &
2 “ s 9, A
= S 5 % #
) 3 % 5 &
, s o Ty
Y T <,
*éi» %
ZWiFmOMDS
m2020~2029 m2010~2019 m2000~2009 m1990~1999 m1980~1989 m1970~1979 m1960~1969 m1950~1959
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% 14-3 1 FEEROZMED OMDS DRkt (n=659)

RAEF E#H FiiE BERE P RIE &=/ME RKIE
19501959 3 2.7 12 2.0 2 4
1960-1969 13 43 15 40 2 6
1970-1979 52 4.2 15 40 1 10
1980-1989 98 33 1.7 3.0 0 10
1990-1999 145 35 18 40 0 11
2000-2009 211 33 18 3.0 0 13
2010-2019 119 2.9 19 3.0 0 9
2020-2029 18 2.7 19 2.0 0 6

ait 659 34 1.8 4.0 0 13
5 14-4 : FIEER| O ZRTE D mOMDS @ Zik#iat (n=659)

RAEF E# T BERE FR(E =/ME RKIE
1950-1959 3 2.7 12 2.0 2 4
1960-1969 13 4.3 15 40 2 6
1970-1979 52 4.2 15 40 1 10
1980-1989 98 3.4 1.7 3.0 0 10
1990-1999 145 3.6 18 40 0 11
2000-2009 211 3.3 18 3.0 0 13
2010-2019 119 2.9 19 3.0 0 9
2020-2029 18 2.7 19 20 0 6

At 659 34 1.8 4.0 0 13
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9-1: HEFER|DZHED OMDS (n=659)

BT OMDSOLSMean B U FMISH{EEER

1950~=1959 1960-~-1969 1970-~-1979 1980--1989 1990-~1999 2000~2009 20710~2019 2020~2029
S
Mt O fICE S EEEEITH Y, KICADERA>THWTHZDETRRL 72,
LSMean : f/N "5 ¥} (least square means)

—JCHCE ST BT IC 3> T, Familywise error rate % 0.05 & L, & D% HEPERFEIC O W CTld Tukey-Kramer
BIC X 2 RERITo 72, b, PHIZ0.05 LHERTE 2 XIS ZiETH B,

1970-2000 X, 1970-2010 4FfX, 1970-2020 R THEEDFR® b 1172 (1970-2000 FXiF p=0.0237, 1970-
2010 4Ef1% p=0.0004, 1970-2020 X1 p=0.0353),
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9-2 @ HEFER|DZHIED mOMDS (n=659)

EPEEMOMDSMLSMean BT FOO5%{EEE

1950~=1959 1960-~-1969 1970-~-1979 1980--1989 1990-~1999 2000~2009 20710~2019 2020~2029
S
Mt O fICE S EEEEITH Y, KICADERA>THWTHZDETRRL 72,
LSMean : f/N "5 ¥} (least square means)

—JCHCE ST BT IC 3> T, Familywise error rate % 0.05 & L, & D% HEPERFEIC O W CTld Tukey-Kramer
BIC X 2 RERITo 72, b, PHIZ0.05 LHERTE 2 XIS ZiETH B,

1970-2000 X, 1970-2010 X, 1970-2020 £ THEED RS b 1172 (1970-2000 FXiF p=0.0237, 1970-
2010 4Ef1% p=0.0004, 1970-2020 X1 p=0.0353),
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7 15-1 1 HAM B8 EE OREEE (n=685)

BE1EE

1£8

(n=685)

n (%)

C BUfF % 9 (1.3%)
B RURF 0 (0.0%)
137 19 (2.8%)
wikES 176 (25.7%)
SESE X 23 (3.4%)
ATL 1 (0.1%)
r—SLUEEE 0 (0.0%)
R E A ¢ 1 (0.1%)
R B 2% 5 (0.7%
g o< F 0 (0.0%)
NERYTRE 7 (1.0%)
=g 171 (25.0%)
(AR EEBEH 44 (6.4%)
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£ 15-2 1 HAM B EEDAHE (n=685)

BHHE

158 2 %R 3%H 48 5 %R 6 8 71%H 8 FH 9 %H 1058 148 1248
(n=685) (n=643) (n=597) (n=546) (n=512) (n=470) (n=427) (n=378) (n=338) (n=259) (n=192) (n=163)

n %) n %) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n %) n (%) n %

23 (34% 23 (3.6%) 24 (40% 23 (42% 20 (3.9% 17 (36%) 17 (40% 15 (40% 15 (44% 11 (42%) 11 (57% 10 (6.1%)

C RIpF

N— 25 (36% 27 (42% 28 (47%) 25 (46%) 22 (43% 20 (4.3%) 19 (44% 17 (45%) 16 (47%) 14 (54% 9 (47%) 6  (3.7%)
B BUAT &
4% 3 (4% 3 (05% 5 (©8% 3 (5% 3 (06% 2 (4% 2 (05% 2 (©5% 2 (6% 1 (04% 2 (1.0% 2  (1.2%)
e 19 (28% 27 (42% 31 (52% 31 (57% 31 (6.1% 31 (6.6%) 36 (84% 30 (7.9% 22 (65% 15 (5.8%) 13 (6.8%) 12  (7.4%)
wikES
SESHE % 49  (7.2%) 49 (76% 50 (84% 44 (81%) 43 (84% 40 (85%) 35 (82% 31 (82%) 31 (9.2%) 27 (104% 21 (109% 22 (13.5%)
ATL 12 (18% 10 (16% 10 (1.7% 12 (22% 9 (1.8% 10 (21% 9 (21% 8 (1% 7 (1% 6 (23% 7 (36% 6 (3.7%)

r—4JLY 26 (38% 25 (3.9% 22 (3.7% 21 (3.8% 20 (39% 20 (43% 22 (52%) 18 (48% 16 (4.7% 14 (54% 11 (57% 10 (6.1%)
FEfEEE
7 (0% 8 (12%) 9 (15% 9 (16% 8 (16% 6 (13% 7 (6% 7 (19%) 8 (24% 4 (5% 3 (16w 2 (1.2%)

PRI EE M At

P 3 (0.4%) 6 (0.9%) 8 (1.3%) 8 (1.5%) 8 (1.6%) 9 (1.9%) 6 (1.4%) 6 (1.6%) 10 (3.0%) 7 (2.7%) 5 (2.6%) 4 (2.5%)
ESEIEN
RS TF 22  (3.2% 23 (3.6%) 22 (3.7%) 23 (42% 22 (43%) 19 (40% 17 (40% 14 (3.7%) 14 (41% 13 (5.0%) 10 (5.2%) 10 (6.1%)
SRS 4 (0.6%) 3 (0.5%) 3 (0.5%) 2 (0.4%) 2 (0.4%) 2 (0.4%) 1 (0.2%) 1 (0.3%) 1 (0.3%) 1 (0.4%) 2 (1.0%) 2 (1.2%)
=i 48 (7.0% 77 (12.0%) 86 (144%) 84 (154%) 88 (17.2%) 87 (185%) 83 (19.4%) 76 (20.1%) 66 (19.5%) 45 (17.4%) 28 (14.6%) 30 (18.4%)
(HER) 24  (35%) 35 (5.4% 34 (5.7%) 36 (6.6%) 46 (9.0%) 43 (9.1%) 40 (94% 38 (101%) 32 (95% 21 (81% 13 (6.8%) 10 (6.1%)
EEEH

AHFEICOWT, 1TERIZRERGS T AL T2 ] LRIE L 2%, 2 FHURIERHFHE? SRERAE coRE 1FT AL Twd ] LHEL

- EE A 5L 7=,
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7 16-1 : BEHAM AP D ATL FREGIE. ATL FAEZR  (n=634)

Bt ik 2%
DIRER () 162 472 634
HE AR T E (F) 6.56 7.05 6.93
R HARM P R{E (F) 7.01 7.89 7.86
BRANE(NF) 1062.9 3329.9 43929
HAR R ATL FEREHI (1) 6 7 13
(REN T SRY R 1 2 3
(RTY) SR 3 4 7
REOVUNER 2 1 3
ATL FEHEZE (1000 A£F) 5.64 2.10 2.96
ATL FAEZE (1000 AFF)95%EREX M THRR-LR 2.59-12.32 1.02-4.34 1.73-5.06
F 16-2 : SRR O Aggressive ATL FIEFIE. Aggressive ATL FEIEEX  (n=645)
Bt i EX7N
DR R () 163 482 645
HEHMFYE (5F) 6.57 7.07 6.94
R P RIE (F) 7.01 7.90 7.86
HEANE(NF) 1071.1 3408.4 44795
HAR A Aggressive ATL FEFEHI (651) 5 6 11
(FRE) AR 3 4 7
(REN YU\ ER 2 2 4
Aggressive ATL FAEZE (1000 A 4F) 467 1.76 2.46
Aggressive ATL FESEZE (1000 NF)95%EEXR FRR-LEE  1.99-10.93 0.81-3.84 1.37-4.40

Aggressive ATL @ 218 ATL 5 X VY v o3fER ATL
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R 1T ATLAHBECAHELHD 1 FEFAAERS TO HAM BEFMHE  (n=688)

ATL A8 piBE BRE

A i3
E# 25 (3.6%) 663 (96.4%)
(RE) <FARYE®) 10 (40.0%) -
(RE) B8RO 1(4.0%) -
(RE) RO 8 (32.0%) -
(RE) YU NEBEER®®% 3 (12.0%) -
(RE) REFBA®% 3 (12.0%) -
LS 18 (72.0%) 490 (73.9%) 0.819 a
F (P RAE%, IQR) 63.0 (54.0-68.0) 64.0 (56.0-70.0) 0.297 b
HAM St fiE £F 5 (P R %, IQR) 35.0 (31.0-47.0) 48.0 (35.0-57.5) 0.004 b
HAM FAEM S BT E THOER(P RIES, IQR) 8.0 (2.0-11.0) 5.0 (2.0-13.0) 0.627 b
HAM 737 #A R (Fh R {B%, IQR) 21.0 (13.0-31.0) 14.0 (7.0-24.0) 0.010 b
OMDS(H R fE%, IQR) 5.0 (5.0-6.0) 5.0 (4.0-6.0) 0.998 b
mOMDS(# R %, IQR) 5.5 (5.0-6.0) 5.0 (4.0-6.0) 0.795 b

1FEH~12 FHOFABTOD I T TATL 2488 L w3 ] ¢HELE-EBZEHE L LT,
a : Fisher O IEMEMERRE b @ Wilcoxon BN FIFE

31



2 18-1 : o BEEESEE (OMDS)

Grade Ree
0 HIT. EITEBIZEEZROHAL

—_

FDRE—FHELY
HITRE(DFEIE.BFOIHEY)HY. Mt EA
M RTEE BERARICFTYTE
BEERRBFICFTUARE, BESTITFIVFE
BFIZ&EDIWHE
AFIZ&B DIV EHEFTEE: EMF4DS 10m LLEATEE
EFICkDH DIV HESm Lk, 10m LLRF]
MFIZESH DLV EHESm LIAF
BFICkDDI-LSHETEE, MOEVOFEENT
DXV BT, LNEYERE)
BATIEBETEE, FiRYFA]

BERYAAT8E

EOEIEMELEL

© 00 N o g A~ W DN

_ - = -
w N = O

% 18-2 MO BHIEEEMEEEIEE (modified OMDS: mOMDS)

Grade IREE
0 BT, ETELICEEFROHL

—_

EDHRE—RHEL

HTEREOFEIE. BROTHIEY)HY. HTEA
M RTEE. BERERICFTYFRE
BEFBZRICFIUNALE, BESTICFIYFRE
AFIZ&DD1$HE
LEEEMFICTLDDLSE
AFICEBDF-VNEHETREE: MFAE5 10m LLETFTEE
AFICZLD DIV EHESm LLE, 10m LIRE]
AFIZLD D=L EHESm LINTE]

M FICEDDT-LNHETEE, ED LN ENTF]

D IELEEFEE, WEYEBENTE
BATIIHETEE., BiRYF]

BRY AT HE

RofEtEn L0

(&)

_ - =
w N = O
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# 19-1 : OMDS (12 4>, n=688)

148 2 F£H 34%EH 448 54 H 6 £ H

(n=688) (n=643) (n=597) (n=546) (n=512) (n=470)

EHESD 56+23 57%24 58+24 6.0+24 6.1+25 6.2+24

n (%) n (%) n (%) n %) n (%) n %)
0 4 0.6% 4 0.6% 2 0.3% 1 0.2% 1 0.2% 1 0.2%
1 6 0.9% 4 0.6% 4 0.7% 3 0.5% 3 0.6% 2 0.4%
2 32 4.7% 25 3.9% 23 3.9% 18 3.3% 15 2.9% 12 2.6%
3 35 5.1% 35 5.4% 30 5.0% 24 4.4% 17 3.3% 16 3.4%
4 127 18.5% 109 17.0% 86 14.4% 73 13.4% 65 12.7% 58 12.3%
5 227 33.0% 206 32.0% 194 32.5% 187 34.2% 176 34.4% 138 29.4%
6 109 15.8% 109 17.0% 101 16.9% 91 16.7% 88 17.2% 96 20.4%
7 39 5.7% 34 5.3% 40 6.7% 34 6.2% 29 5.7% 30 6.4%
8 32 4.7% 38 5.9% 41 6.9% 31 5.7% 36 7.0% 39 8.3%
9 23 3.3% 21 3.3% 17 2.8% 21 3.8% 19 3.7% 22 4.7%
10 20 2.9% 22 3.4% 27 4.5% 28 5.1% 25 4.9% 23 4.9%
11 9 1.3% 12 1.9% 8 1.3% 11 2.0% 12 2.3% 11 2.3%
12 7 1.0% 7 1.1% 6 1.0% 8 1.5% 10 2.0% 8 1.7%
13 18 2.6% 17 2.6% 18 3.0% 16 2.9% 16 3.1% 14 3.0%

148 8 & H 9 %£H 10 £ H 11 %8 12 %8

(n=427) (n=378) (n=338) (n=259) (n=192) (n=163)

FEH+SD 6.3+24 6.5+25 6.6+25 6.6+25 69+25 70£25

n (%) n (%) n (%) n (%) n (%) n (%)
0 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
1 2 0.5% 2 0.5% 2 0.6% 2 0.8% 0 0.0% 0 0.0%
2 9 2.1% 6 1.6% 4 1.2% 4 1.5% 4 2.1% 3 1.8%
3 13 3.0% 9 2.4% 5 1.5% 3 1.2% 2 1.0% 0 0.0%
4 56 13.1% 44 11.6% 34 10.1% 28 10.8% 17 8.9% 14 8.6%
5 114 26.7% 93 24.6% 85 25.1% 57 22.0% 39 20.3% 34 20.9%
6 100 23.4% 92 24.3% 88 26.0% 69 26.6% 53 27.6% 42 25.8%
7 28 6.6% 33 8.7% 23 6.8% 21 8.1% 16 8.3% 13 8.0%
8 28 6.6% 21 5.6% 26 7.7% 20 7.7% 13 6.8% 16 9.8%
9 26 6.1% 23 6.1% 16 4.7% 15 5.8% 17 8.9% 13 8.0%
10 20 4.7% 22 5.8% 22 6.5% 17 6.6% 10 5.2% 7 4.3%
11 11 2.6% 12 3.2% 9 2.7% 8 3.1% 9 4.7% 11 6.7%
12 8 1.9% 10 2.6% 12 3.6% 6 2.3% 3 1.6% 3 1.8%
13 12 2.8% 11 2.9% 12 3.6% 9 3.5% 9 4.7% 7 4.3%
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# 19-2 : mOMDS (12 &5,

n=688)

148 2 F£H 34%EH 448 54 H 6 £ H

(n=688) (n=643) (n=597) (n=546) (n=512) (n=470)

EHESD 56+23 58+24 59+24 6.0+24 6.2+24 6.3+24

n (%) n %) n %) n %) n (%) n (%)
0 4 0.6% 4 0.6% 2 0.3% 1 0.2% 1 0.2% 1 0.2%
1 6 0.9% 4 0.6% 4 0.7% 3 0.5% 3 0.6% 2 0.4%
2 32 4.7% 25 3.9% 23 3.9% 18 3.3% 15 2.9% 12 2.6%
3 35 5.1% 35 5.4% 30 5.0% 24 4.4% 17 3.3% 16 3.4%
4 127 18.5% 109 17.0% 86 14.4% 73 13.4% 65 12.7% 58 12.3%
5 169 24.6% 141 21.9% 124 20.8% 109 20.0% 89 17.4% 70 14.9%
55 58 8.4% 65 10.1% 70 11.7% 78 14.3% 87 17.0% 68 14.5%
6 109 15.8% 109 17.0% 101 16.9% 91 16.7% 88 17.2% 96 20.4%
7 39 5.7% 34 5.3% 40 6.7% 34 6.2% 29 5.7% 30 6.4%
8 32 4.7% 38 5.9% 41 6.9% 31 5.7% 36 7.0% 39 8.3%
9 23 3.3% 21 3.3% 17 2.8% 21 3.8% 19 3.7% 22 4.7%
10 20 2.9% 22 3.4% 27 4.5% 28 5.1% 25 4.9% 23 4.9%
1 9 1.3% 12 1.9% 8 1.3% 11 2.0% 12 2.3% 11 2.3%
12 7 1.0% 7 1.1% 6 1.0% 8 1.5% 10 2.0% 8 1.7%
13 18 2.6% 17 2.6% 18 3.0% 16 2.9% 16 3.1% 14 3.0%
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15H 8 B 9 %£H 10 48 11 %8 12 %8

(n=427) (n=378) (n=338) (n=259) (n=192) (n=163)

EHESD 6.3+24 6.6+24 6.7+25 6.7+24 6.9+25 7025

n (%) n %) n %) n %) n (%) n (%)
0 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
1 2 0.5% 2 0.5% 2 0.6% 2 0.8% 0 0.0% 0 0.0%
2 9 2.1% 6 1.6% 4 1.2% 4 1.5% 4 2.1% 3 1.8%
3 13 3.0% 9 2.4% 5 1.5% 3 1.2% 2 1.0% 0 0.0%
4 56 13.1% 44 11.6% 34 10.1% 28 10.8% 17 8.9% 14 8.6%
5 58 13.6% 48 12.7% 44 13.0% 29 11.2% 16 8.3% 15 9.2%
55 56 13.1% 45 11.9% 41 12.1% 28 10.8% 23 12.0% 19 11.7%
6 100 23.4% 92 24.3% 88 26.0% 69 26.6% 53 27.6% 42 25.8%
7 28 6.6% 33 8.7% 23 6.8% 21 8.1% 16 8.3% 13 8.0%
8 28 6.6% 21 5.6% 26 7.7% 20 7.7% 13 6.8% 16 9.8%
9 26 6.1% 23 6.1% 16 4.7% 15 5.8% 17 8.9% 13 8.0%
10 20 4.7% 22 5.8% 22 6.5% 17 6.6% 10 5.2% 7 4.3%
1 11 2.6% 12 3.2% 9 2.7% 8 3.1% 9 4.7% 11 6.7%
12 8 1.9% 10 2.6% 12 3.6% 6 2.3% 3 1.6% 3 1.8%
13 12 2.8% 11 2.9% 12 3.6% 9 3.5% 9 4.7% 7 4.3%
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10-1: OMDS (n=688, /{—+> |)

100%
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0% II H B B =
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10-2: mOMDS (n=688, /¢—+t > )

100%
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w H H H H B
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3 20-1: OMDS (11 ki BHEE, n=155)

148 2 F£H 34%EH 448 54 H 6 £ H

OMDS n (%) n (%) n (%) n (%) n (%) n (%)
0 3 1.9% 3 1.9% 1 0.6% 1 0.6% 1 0.6% 1 0.6%
1 2 1.3% 2 1.3% 2 1.3% 2 1.3% 2 1.3% 1 0.6%
2 8 5.2% 5 3.2% 6 3.9% 5 3.2% 3 1.9% 2 1.3%
3 3 1.9% 7 4.5% 6 3.9% 5 3.2% 3 1.9% 5 3.2%
4 24 15.5% 22 14.2% 20 12.9% 18 11.6% 22 14.2% 20 12.9%
5 61 39.4% 54 34.8% 54 34.8% 58 37.4% 57 36.8% 46 29.7%
6 25 16.1% 27 17.4% 25 16.1% 28 18.1% 27 17.4% 36 23.2%
7 11 7.1% 13 8.4% 15 9.7% 13 8.4% 12 7.7% 12 7.7%
8 8 5.2% 10 6.5% 14 9.0% 9 5.8% 1 7.1% 12 7.7%
9 3 1.9% 5 3.2% 3 1.9% 6 3.9% 7 4.5% 1 7.1%
10 4 2.6% 4 2.6% 6 3.9% 7 4.5% 6 3.9% 5 3.2%
11 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
12 0 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.6% 1 0.6%
13 3 1.9% 3 1.9% 3 1.9% 3 1.9% 3 1.9% 3 1.9%

15H 8 B 9 % H 10 £ H 11 %8 12 8

OMDS n (%) n (%) n (%) n (%) n (%) n (%)
0 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
1 1 0.6% 1 0.6% 1 0.6% 1 0.6% 0 0.0% 0 0.0%
2 2 1.3% 2 1.3% 2 1.3% 2 1.3% 2 1.3% 2 1.3%
3 5 3.2% 4 2.6% 3 1.9% 2 1.3% 2 1.3% 0 0.0%
4 18 11.6% 17 11.0% 16 10.3% 17 11.0% 15 9.7% 14 9.0%
5 44 28.4% 43 27.7% 41 26.5% 38 24.5% 35 22.6% 34 21.9%
6 41 26.5% 38 24.5% 40 25.8% 40 25.8% 42 27.1% 41 26.5%
7 12 7.7% 16 10.3% 1 7.1% 12 1.7% 12 7.7% 12 7.7%
8 10 6.5% 9 5.8% 15 9.7% 15 9.7% 11 7.1% 15 9.7%
9 11 7.1% 10 6.5% 9 5.8% 11 7.1% 15 9.7% 13 8.4%
10 5 3.2% 7 4.5% 7 4.5% 6 3.9% 7 4.5% 6 3.9%
11 1 0.6% 3 1.9% 3 1.9% 3 1.9% 7 4.5% 9 5.8%
12 1 0.6% 1 0.6% 2 1.3% 2 1.3% 1 0.6% 3 1.9%
13 4 2.6% 4 2.6% 5 3.2% 6 3.9% 6 3.9% 6 3.9%
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% 20-2 : mOMDS (11 St FnB A, n=155)
148 2 F£H 34%EH 448 54 H 6 £ H

mOMDS n (%) n (%) n (%) n (%) n (%) n (%)
0 3 1.9% 3 1.9% 1 0.6% 1 0.6% 1 0.6% 1 0.6%
1 2 1.3% 2 1.3% 2 1.3% 2 1.3% 2 1.3% 1 0.6%
2 8 5.2% 5 3.2% 6 3.9% 5 3.2% 3 1.9% 2 1.3%
3 3 1.9% 7 4.5% 6 3.9% 5 3.2% 3 1.9% 5 3.2%
4 24 15.5% 22 14.2% 20 12.9% 18 11.6% 22 14.2% 20 12.9%
5 45 29.0% 33 21.3% 31 20.0% 32 20.6% 28 18.1% 23 14.8%
55 16 10.3% 21 13.5% 23 14.8% 26 16.8% 29 18.7% 23 14.8%
6 25 16.1% 27 17.4% 25 16.1% 28 18.1% 27 17.4% 36 23.2%
7 11 7.1% 13 8.4% 15 9.7% 13 8.4% 12 7.7% 12 7.7%
8 8 5.2% 10 6.5% 14 9.0% 9 5.8% 1 7.1% 12 7.7%
9 3 1.9% 5 3.2% 3 1.9% 6 3.9% 7 4.5% 1 7.1%
10 4 2.6% 4 2.6% 6 3.9% 7 4.5% 6 3.9% 5 3.2%
11 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
12 0 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.6% 1 0.6%
13 3 1.9% 3 1.9% 3 1.9% 3 1.9% 3 1.9% 3 1.9%

15H 8 B 9 % H 10 £ H 11 %8 12 8

mOMDS n (%) n (%) n (%) n (%) n (%) n (%)
0 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
1 1 0.6% 1 0.6% 1 0.6% 1 0.6% 0 0.0% 0 0.0%
2 2 1.3% 2 1.3% 2 1.3% 2 1.3% 2 1.3% 2 1.3%
3 5 3.2% 4 2.6% 3 1.9% 2 1.3% 2 1.3% 0 0.0%
4 18 11.6% 17 11.0% 16 10.3% 17 11.0% 15 9.7% 14 9.0%
5 23 14.8% 23 14.8% 21 13.5% 17 11.0% 14 9.0% 15 9.7%
55 21 13.5% 20 12.9% 20 12.9% 21 13.5% 21 13.5% 19 12.3%
6 41 26.5% 38 24.5% 40 25.8% 40 25.8% 42 27.1% 41 26.5%
7 12 7.7% 16 10.3% 1 7.1% 12 1.7% 12 7.7% 12 7.7%
8 10 6.5% 9 5.8% 15 9.7% 15 9.7% 11 7.1% 15 9.7%
9 11 7.1% 10 6.5% 9 5.8% 11 7.1% 15 9.7% 13 8.4%
10 5 3.2% 7 4.5% 7 4.5% 6 3.9% 7 4.5% 6 3.9%
11 1 0.6% 3 1.9% 3 1.9% 3 1.9% 7 4.5% 9 5.8%
12 1 0.6% 1 0.6% 2 1.3% 2 1.3% 1 0.6% 3 1.9%
13 4 2.6% 4 2.6% 5 3.2% 6 3.9% 6 3.9% 6 3.9%
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(11-1: OMDS (11 FRf#EBIEE. n=155. /S—t > F)
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7 21-1: OMDS #EF &L (11 FRMEDENAf. n=155)

14 H 248 3E&R 4 £ H 548 6 £8
n F¥ SD EH SD i SD EH SD EH SD 1 SD
OMDS 155 5.32 2.10 547 2.15 5.65 212 5.70 2.11 5.79 213 5.97 2.11
7148 8 £ H 94H 10 £ H 11 &£ H 12 &£ H
n F¥ SD EH SD i SD EH SD EH SD 1 SD
OMDS 155 6.10 2.14 6.25 2.21 6.41 2.31 6.50 2.35 6.72 2.38 6.90 243
% 21-2 : mOMDS 0fFEZ1r (11 F£RkFEHE. n=155)
1458 24%£H 3&£H 4FH 548 6 £8
n ¥ SD i SD Tty SD EH SD EH SD 1y sSD
mOMDS 155 537 210 554 214 572 210 578 210 589 210 605 208
71THH 8 &£ H 9%H 10 £ H 11 FH 12 F£H
n ¥ SD i SD Tty SD EH SD EH SD g SD
mOMDS 155 6.17  2.11 632 218 647 227 656 231 678 234 696 238
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12-1 : OMDS i &2k, (11 FRMEIBHEE. n=155)
13
12
1

10

OMDSMLSMean B UF £ M95% {SHEEfE
1
1
1
H
T

LSMean : f/N "5 ¥} (least square means)

Wi & EERNR, JEGI 2 ZBAR L L2 BAMRE T vIc X 2 RIFHE 7 — 2 @iz (MMRM : mixed
effects model for repeated measures) IC X 2 @M %217 > 72, 3575 O B EUE (2 #E65&  (unstructured)
ZARE L 7z, Familywise error rate % 0.05 & L, BE D% EHEREIC O\ Tl Tukey-Kramer i£1C X 2 FH%
#1727

3EHE 4EH, 3FHESFEH, AFHESFH, 6 FHE 7THH, 8FHE IFH, 9FHL 104H, %
vz To 2 BaEokiicsv»T, OMDS ZEEIEML Tz (14£H & 24 H1Z p=0.0040, 14H
& 44EH X p=0.0003, 24 H & 34FHIF p=0.0178, 24EH L 44 HZ p=0.0390, 24H & 54FH I
p=0.0050, 54EH & 6 4£H X p=0.0096. 5 H & 74 HIL p=0.0009, 6 FF£H & 84 HIZ p=0.0032, 7 {FH
& 84EHIX p=0.0094, 7 FH & 9 FHIZ p=0.0002, 84FH L 10 4£H X p=0.0211, 9FH & 11 FHIZ
p=0.0004, 10 fEH & 11 4 H % p=0.0006. 11 4FH & 12 4EH X p=0.0008, Zh LD 2 I Tix
p<0.0001 TH»7,), T2, 1FEH2 L 124FEHICH T TIE 1.58 (95%CI : 1.14-2.03) #fnL T\ 7z,
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12-2 : mOMDS o#EF 2 (11 FRMEDEN A, n=155)
13
12
1

10

mOMDS@MLSMean BT F 0 o5%{EHEE R
+

LSMean : f/N "5 ¥} (least square means)

Wi % EERD G, TEGI 2 Z BRI L L2 RAMEE T v X 3 KIGHIE 7 — 2 @i (MMRM : mixed
effects model for repeated measures) IC X 2 @M %217 > 72, 575 O B EUEE (2 #E65&  (unstructured)
ZARE L 7z, Familywise error rate % 0.05 & L, BE D% EHEREIC O\ Tl Tukey-Kramer i£1C X 2 FH%
1T o7,

3EHE 44EH, 3EHE 5 EH. 6FEHE T4EH, 8EHE 94FEH, 9FEHE 104FEH, 2w To 2
AR o Fizic 5\»wC, OMDS IZEE ML Cwz (14 H & 2 4EH1E p=0.0005, 24EHE 344EHIF
p=0.0069, 2 4EH & 4 £ H 1L p=0.0158, 24 H L 54 HIL p=0.0011, 4 FH & 544 HIZ p=0.0360. 5 FEH
L 64EHIE p=0.0144, 54EH L 74EHIE p=0.0015, 6 H & 84EHF p=0.0029, 7 4H & 84EH T
p=0.0092, 7 4£H & 9 4£H 1 p=0.0001, 84 H & 10 HH 1t p=0.0149, 9 4£H & 11 4 H (¥ p=0.0002, 10 4
H& 114 H 13 p=0.0005, 114 H & 12 4£H13 p=0.0015, Z LIS D 2 B TI3 p<0.0001 TH > 72,),
72, LEHD S 124EHICH T TIE 1.59 (95%CI : 1.16-2.02) HEh1L Tz,
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F22-1 1 FHAEK O OMDS & 12 FHFAEFR O OMDS DOE&E

(n=155)

12 £ BAEFD OMDS DY L—F

0 1 2 3 4 5 6 7 8 9 10 11 12 13 &5t
1458 n 1 1 1 3
0
T EF % 33.3% 33.3% 33.3% 100.0%
() n 1 1 2
1
OMDS % 50.0% 50.0% 100.0%
D n 2 3 3 8
> N 2
JL—F % 25.0% 375%  37.5% 100.0%
n 2 1 3
3
% 66.7%  33.3% 100.0%
n 7 11 6 24
4
% 29.2% 458%  25.0% 100.0%
n 17 25 6 8 1 4 61
5
% 27.9% 410% 98%  13.1%  1.6% 6.6% 100.0%
n 7 4 2 9 1 1 1 25
6
% 28.0% 160% 80% 36.0% 40%  40%  4.0% 100.0%
n 1 2 3 1 2 2 11
7
% 9.1% | 182% 27.3%  9.1% 18.2%  18.2% 100.0%
n 1 2 1 1 1 2 8
8
% 12.5% 250% 125% 125% 12.5% 25.0%  100.0%
n 1 2 3
9
% 33.3% 66.7% 100.0%
n 2 1 1 4
10
% 50.0% 25.0% 25.0%  100.0%
n 0
11
% — =%
n 0
12
% — =%
n 3 3
13
% 100.0%  100.0%
n 0 0 2 0 14 34 41 12 15 13 6 9 3 6 155
&t
% 00% 00% 13% 00% 90% 219% 265% 7.7% 97% 84% 39% 58%  19%  39%  100.0%
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x 22-2 1 1 FHHAAKR O mOMDS & 12 F£H

FEE DO mMOMDS D RSE

(n=155)

12 £ B FHERKD mOMDS DY L—F
0 1 2 3 4 5 55 6 7 8 9 10 11 12 13 &t
1458 n 1 1 1 3
0
B % 333% 33.3% 33.3% 100.0%
(2} n 1 1 2
1
mOMDS % 50.0% 50.0% 100.0%
D n 2 3 3 8
> N 2
JL—F % 25.0% 37.5% 37.5% 100.0%
n 2 1 3
3
% 66.7% 33.3% 100.0%
n 7 6 5 6 24
4
% 29.2% 25.0% 208%  25.0% 100.0%
n 5 9 20 6 3 1 1 45
5
% 11.1%  200% 44.4% 133% 6.7%  2.2% 2.2% 100.0%
n 3 5 5 3 16
55
% 188%  31.3% 31.3% 18.8% 100.0%
n 7 4 2 9 1 1 1 25
6
% 28.0% 160% 80%  36.0% 40%  40%  4.0% 100.0%
n 1 2 3 1 2 2 il
;
% 9.1% | 182% 27.3%  9.1% 18.2%  18.2% 100.0%
n 1 2 1 1 1 2 8
8
% 12.5% 25.0% 125% 12.5%  12.5% 25.0% 100.0%
n 1 2 3
9
% 333% 66.7% 100.0%
n 2 1 1 4
10
% 50.0%  25.0% 25.0% 100.0%
n 0
1
% -— %
n 0
12
% %
n 3 3
13
% 100.0%  100.0%
n 0 0 2 0 14 15 19 41 12 15 13 6 9 3 6 155
&t
% 00% 00% 1.3% 00%  90%  97% 12.3% 265% 7.7%  97%  84%  39%  58%  19%  3.9% 100.0%
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£23-1: 1 FEAEB S OMDS Hd 11 F% 0 OMDS Z&) (n=155)

1 EBHMS 12 £BIZHIF= OMDS ik

&t
et Eit

% n % n % n %
0 0.00% 0 0.00% 3 100.00% 3 100.00%
1 0.00% 0 0.00% 2 100.00% 2 100.00%
2 0.00% 2 25.00% 6 75.00% 8 100.00%
3 0.00% 0 0.00% 3 100.00% 3 100.00%
4 0.00% 7 29.17% 17 70.83% 24 100.00%
5 0.00% 17 27.87% 44 72.13% 61 100.00%
1 FEREROD 6 0.00% 7 28.00% 18 72.00% 25 100.00%
OMDS J'L—F 7 9.09% 2 18.18% 8 72.73% 11 100.00%
8 12.50% 2 25.00% 5 62.50% 8 100.00%
9 0.00% 1 33.33% 2 66.67% 3 100.00%
10 0.00% 2 50.00% 2 50.00% 4 100.00%

11 - 0 - 0 - 0 -

12 - 0 - 0 - 0 -
13 0.00% 3 100.00% 0 0.00% 3 100.00%
a5t 1.29% 43 27.74% 110 70.97% 155 100.00%
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% 023-2: 1 FEHAERB S mOMDS Hd 11 F£#0 mOMDS &)  (h=155)

1 EB 5 12 £BITHIFTz mOMDS Z 1k

AE.I.
[=N-]
ZEibHL =ik
% n % n % n %
0 0.00% 0 0.00% 3 100.00% 3 100.00%
1 0.00% 0 0.00% 2 100.00% 2 100.00%
2 0.00% 2 25.00% 6 75.00% 8 100.00%
3 0.00% 0 0.00% 3 100.00% 3 100.00%
4 0.00% 7 29.17% 17 70.83% 24 100.00%
5 0.00% 5 11.11% 40 88.89% 45 100.00%
i 55 0.00% 3 18.75% 13 81.25% 16 100.00%
1 FHRAEHD
] ) 6 0.00% 7 28.00% 18 72.00% 25 100.00%
mOMDS ' L—F
7 9.09% 2 18.18% 8 72.73% 11 100.00%
8 12.50% 2 25.00% 5 62.50% 8 100.00%
9 0.00% 1 33.33% 2 66.67% 3 100.00%
10 0.00% 2 50.00% 2 50.00% 4 100.00%
11 - 0 - 0 - 0 -
12 - 0 - 0 - 0 -
13 0.00% 3 100.00% 0 0.00% 3 100.00%
&t 1.29% 34 21.94% 119 76.77% 155 100.00%
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% 23-3: 1 EBAER A mOMDS H0 1 E£LIN O mOMDS E(tE4  (n=626)

1 FHAEROD 1 &£ LIAIZ mOMDS &1t
mOMDS %' L—FK " n %
1 4 0 0.00%
2 30 6 20.00%
3 32 2 6.25%
4 116 14 12.07%
5 161 30 18.63%
55 57 9 15.79%
6 105 18 17.14%
7 38 11 28.95%
8 29 7 24.14%
9 21 3 14.29%
10 19 2 10.53%
11 7 1 14.29%
12 7 0 0.00%
At 626 103 16.45%

1 EEB L2 EFHFAEE DO mOMDS O F — Z B1EET 5 626 4 %W R

% 23-4 1 FEAEES mOMDS B0 2 FLLN O mOMDS B vEl4a  (n=578)

1 FEHAERD 2 FELINIZ mOMDS E A4t *
mOMDS 4’ L—F n n %
1 4 0 0.00%
2 29 8 27.59%
3 29 7 24.14%
4 105 28 26.67%
5 153 50 32.68%
55 48 16 33.33%
6 103 33 32.04%
7 33 11 33.33%
8 26 9 34.62%
9 19 7 36.84%
10 19 4 21.05%
11 5 1 20.00%
12 5 0 0.00%
=X 578 174 30.10%

14EH, 2B L O3 EHFHERED mOMDS ©F — X 317 1ET 5 578 4 % IR
*2 EHFAERD 2 0k 3 EHFAER OV AL &b —HTEALL 2, &b, 2 EHFAERKcEL L, 3 4EH
FEMC 1 EHFAEKFOMOMDS /'L — FECELAZBE I WAL o7,
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13 : HAM BERFEEEMFE Grade 928 (HAM-BDSG) @ 7/L3 1 X L

FREBEDT—T IV

20 | R
[ Grade Il ]
BU 50
TFEPFRIGRELR
(EaRhE53D) =37

[ Grade 0 } [ Grade | } [ Grade lla J [ Grade llb }

HAM-BDSG | HERREEEDKAE
Grade 0 HABEMN DT EREBERILLY

Grade TERRBIER N H D, LLLITEWAREITOTLND

Gradella MRHIEREZTHO>TULNT, BHERAHS

Grade b FRHIBRZITOTLNT, BEERAEL

Grade llI [REBEHT—TILEFERALTILS
KR EBBHT—TILIEET DA EECLYERETIEL-BESEET
KIEANE, £ 5EEO-HO—FERLBRL
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3 24 HAM BERFEZ=MER X 27 (HAM-BDSS) (81EH)

BIRRERTT
BS Hi gt =1 05 1R 2 = 3 48 5 5
D15 ADMIZ, RELTH
HAM-
-PSS  S2BERLIAIZES—RELAKL S5E(C1EO  2EIZ1EO _ 2EIZ1E O .
BDSS oo acmv maxy  mesy o B0 mesy DO
N Q2 TRELEVIEAHYELE sy BN RIS £ W
H
01 -AOREIC. RETH
HAM-
I-PSS  LEEEEHETITADSMEK
BDSS oE 10 2@ 3@ 4 5ELLE
Q7 LWRES H=HITREELL:
Q2
H
HAM_ —_ N v N LS
BDSS OABSS %lsfkb\bfzd‘}"}s —ﬁ‘l’;?ﬁ‘%ﬁ ’;L’ :‘@[:1 @ E|:1 @ 1H1 @ 1H2 IE 1H5 @
Q3 LWL ERHBYELEM &Yy HE <BLY ~4 [ Lk
Q3
HAM- RITRMNLIAGY, B TE
OABSS B 1[E B 1 [ 1E1E 1H2ME 1B5ME
*|1z 53 EABHL # - =
BDSS o FICRELLTENHYFET 2L JEPN BLE By iy BLE
Q4 paN
HAM- D17 ADRE. RELEzHE
PSS TAOR, RELER P - Lo = TSNP - LRt = TR e W
BDSS [SEERNFZEOTNDELA £k &Y B& LY guA‘(BL\ E“A;%L\ ot
Qs U suzELEs el el o o
HAM- D15 ADREIZ. RELTL
I-PSS TAORE. K P - ROt = TP - TERT = TR e W
BDSS SRICIRASAELEENDIE 21 BEEY Basy San  BALYBL  Lod
Q6 P seuELEs P P o o
HAM- - - A SEICIED  2EIC1E®
Boss PSS 17 ADRIS. ROBLM schn BALY sary 2EFIEO 2EZIEO  FEAL
o Q5 BNZEABYELEM P A BBy BlERYBL Lo
HAM- D15 ADEIZ, Liash
I-PSS 7AORI FELE SEMED  2BFED o oime  cmciEe  mead
BDSS SIBITBEICHEANSS 21 #ELY Basy Saan  BALYBL  Lod
0 0 emmYELEM Pl O o

HAM-BDSS Q1~Q4 I3 ERIER D 2 27, HAM-BDSS Q5~Q8 I3 HEIRIERD % 2 7

HAM-BDSS BiE : 0~9 i, EE0E © 10~22 f, EJE : 23~40 &
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%25 1~12 £ B T ® HAM-BDSG Grade & & Grade T® HAM-BDSS &A1&

(n=688)

14 H 24H 34&H 458 5485 6 £ 8 74 H 8 £ H 94H 1048 RE:3=! 12458
(n=688) (n=643) (n=597) (n=546) (n=512) (n=470) (n=427) (n=378) (n=338) (n=259) (n=192) (n=163)

E#H EoE) 96 78 73 60 54 46 42 32 24 22 6 6

RIRIE 2 0 0 0 0 0 0 0 0 0 0 0

HAM-BDSS  Ti4{E 5.2 45 47 43 36 32 35 36 38 4.0 38 6.8

Grade 0 th 6.0 40 40 30 30 20 25 20 30 45 05 30
AR A 3.5 35 35 45 35 33 35 35 36 3.7 7.1 7.7

&=/ME 0 0 0 0 0 0 0 0 0 0 0 0

= AE 13 13 13 27 12 12 11 10 10 11 18 18

E#H % 408 388 350 319 285 263 233 215 187 139 107 90

RARIE 3 2 1 4 7 7 5 2 3 3 4 4

HAM-BDSS  Ft4fE 198 19.6 19.3 19.3 18.2 17.6 17.6 18.2 18.0 18.6 17.9 174

Grade 1 hgE 19.0 19.0 19.0 19.0 18.0 18.0 18.0 18.0 18.0 18.0 18.0 18.0
T RE 8.2 8.4 8.6 8.6 8.8 8.8 8.7 8.9 9.0 9.4 9.8 9.4

=/MBE 1 0 0 0 0 0 0 0 0 0 0 0

=P ] 40 39 39 39 40 38 38 38 37 39 39 39

E# A 65 65 79 69 75 66 62 54 49 35 31 24

RIBE 1 0 2 3 2 1 1 0 0 0 0 0

HAM-BDSS  Ti4fE 14.4 14.2 12.9 121 11.3 1.3 1.1 1.2 11.4 8.9 12.3 12.1

Grade Ila FRiE 13.0 13.0 12.0 12.0 10.0 10.5 10.0 11.0 9.0 7.0 10.0 10.5
BERE 9.5 9.6 9.4 9.1 9.4 9.5 9.7 9.3 10.3 7.9 100 10.4

= /IME 0 0 0 0 0 0 0 0 0 0 0 0

= AE 38 37 33 33 33 31 36 35 35 25 33 33
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1458 2%H 3EH 448 5%H 6 £ H 714H 8 &£ H 9&H 10 £H 1148 1248

(n=688) (n=643) (n=597) (n=546) (n=512) (n=470) (n=427) (n=378) (n=338) (n=259) (n=192) (n=163)

E#H EoE) 22 24 49 35 39 29 28 28 28 26 22 20

RIBE 5 5 6 21 12 15 15 16 8 5 3 2

HAM-BDSS  Ti4{E 58 19 3.2 49 2.8 2.4 30 18 1.9 2.3 2.9 2.6

Grade IIb th 20 10 20 20 10 20 20 10 10 10 10 10
FAERE 8.5 2.7 3.7 5.5 3.8 2.7 3.7 2.5 2.5 3.6 45 43

=/MBE 0 0 0 0 0 0 0 0 0 0 0 0

= AE 32 9 13 21 15 11 14 13 11 15 16 14

E#H /% 3 3 4 3 4 8 7 3 4 5 2 2

RIB(E 15 18 16 19 28 29 23 20 29 19 17 15

HAM-BDSS  E#E 5.0 120 1.0 120 6.8 71 2.6 47 38 11.8 110 11.0

Grade I th 0.0 100 100 140 0.0 25 0.0 40 45 50 110 11.0
ZAERE 8.7 13.1 9.9 1.1 135 9.6 44 50 1.9 11.8 15.6 15.6

=/MBE 0 0 0 0 0 0 0 0 1 1 0 0

=AE 15 26 24 22 27 28 12 10 5 27 22 22

E# A 55 48 4 0 1 1 3 1 2 2 0 0

RIBE 13 12 13 13 5 5 8 7 4 3 0 0

HAM-BDSS THE 8.0 6.4 5.8 - 11.0 15.0 17.7 0.0 0.0 8.5 - -

Grade 7~BR R {E 4.0 6.0 25 - 1.0 15.0 19.0 0.0 0.0 8.5 - -
FERE 9.0 5.8 85 - - - 17.0 - 0.0 12.0 - -

= /IME 0 0 0 - 11 15 0 0 0 0 - -

= KIE 30 23 18 - 11 15 34 0 0 17 - -
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26 1 1~12 F£H T D HAM-BDSG Grade Bl A%

(11 EMMEFBIREL. n=155)

HAM-BDSG 148 24 H 34H 4 £ H 54 H 6 £ H 14%H 8 &£ H 9 4% H 10 £ H 11 %8 12 B
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Grade 0 19 123 14 90 14 90 14 90 17 110 15 97 14 90 15 97 15 97 17 110 5 32 6 39
Grade I 93 600 96 619 92 594 93 600 8 555 86 555 86 555 82 529 82 529 79 510 91 587 89 574
Grade Ila 16 103 17 110 26 1638 22 142 27 174 25 161 24 155 25 16.1 25  16.1 24 155 26 168 24 155
Grade IIb 9 58 171 21 135 24 155 22 142 22 142 23 148 24 155 24 155 22 142 19 123 21 135
Grade I 0 00 0 00 1 06 1 06 2 13 6 39 5 32 6 39 6 39 10 65 14 90 15 97
Grade A<BH 18 116 17 110 1 06 1 06 1 06 1 06 3 19 3 19 3 19 319 0 00 0 00
#2717 HAM-BDSG 0 1 £8 ¢ 12 FH0MEE (11 FRBEBEEE. n=155)
HAM-BDSG (12 £ 8)
Grade 0 Grade I Grade IIa Grade Ib Grade II Grade A~BEH &t
n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Grade 0 5 (26.3%) 13 (68.4%) 0 (0.0%) 1 (5.3%) 0 (0.0%) 0 (0.0%) 19 (100.0%)

Grade I 1 (1.1%) 73 (78.5%) 10 (10.8%) 2 (2.2%) 7 (7.5%) 0 (0.0%) 93 (100.0%)

Grade Da 0 (0.0%) 2 (12.5%) 8 (50.0%) 3 (18.8%) 3 (18.8%) 0 (0.0%) 16 (100.0%)

HAM-BDSG(1 £H)

Grade IIb 0 (0.0%) 0 (0.0%) 0 (0.0%) 7 (77.8%) 2 (22.2%) 0 (0.0%) 9 (100.0%)

Grade I 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

Grade A<BH 0 (0.0%) 1 (5.6%) 6 (33.3%) 8 (44.4%) 3 (16.7%) 0 (0.0%) 18 (100.0%)

L 6 (3.9%) 89 (57.4%) 24 (15.5%) 21 (13.5%) 15 (9.7%) 0 (0.0%) 155 (100.0%)
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7 28 BEREERERERE (12 F9. n=653)

1 %8 2 % H 3EH 4 £H 5% H

6 & H

715 H

8 &£ H 94 H 10 £ H

n Ty SD N Fi§y SD N FE#¥H SD n Ft§ SD n FEH SD n Fiy SD

n F¥ SD n FE¥Y SD n F¥ SD n Fi§ SD

OABSS &it 628 58 41 576 56 39 526 53 39 456 5.1 3.8 429 47

I-PSS &5t 653 134 89 610 129 9.1 563 126 9.1 511 128 92 476 119

39 381 45 38 343 44 37 305 44 38 263 45 39 199 41

9.2 434 116 9.1

392 11.7

9.2 350 120 9.2 312 118 95 241 117

3.8

9.5

PERPEE RIS A DEH DT H 5 2RI L 72,

(AR 1248

n ¥¥ SD N ¥ SD

OABSS &t 149 43 39 122 42 38

I-PSS &%t 192 114 99 162 111 99

HEPRIEE AR DL M AN DE B LB T H 5 F 2RI L 72,
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2= 29 BEREERERRORF LR (11 FRAMEOETR. n=141)

1 % H 2 &H 34 H 458 54%H 6 8 74H 8 &£ H 9FH 1058
n ¥y SO ¥y SO FH SO ¥ SO ¥y SO FHy SO FH SO F¥Hy SO FHy SO FH  SD
OABSS &&t 107 58 41 58 37 55 36 54 37 45 37 46 37 44 37 43 38 42 37 42 3.8
I-PSS &%t 141 144 94 140 97 137 94 133 96 123 91 123 92 122 91 120 92 124 96 119 9.5

PERPEE RIS A DEB DT H 5 2RI L 72,

11 8 12 £

n F¥ SD F¥ SD

OABSS &5t 107 43 3.7 4.4 38

I-PSS &5t 141 122 96 119 9.8

PEPRFEF IR M N D EHE S NE T H 2 F 2 RILL 72,
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14 SFREERERERRORF LR (11 FRAMEENE. n=141)

E

OABSSOLSMean & U F D054 (SHEEM
1-PSSMLSMean & U E D54 {EEX R

=

:}I
T
1
T
T

7 8 9 10 1 12 1 2 3 4 5 6 7 8 9 10 1 1z
MEEE LU 4

PERBEER N D EE BT H 5 E BRI L 72,
LSMean : /N5 ¥} (least square means)

Wi % EE RSN R EG 2 ZE3H & L7z MMRM (T X % i 21T o 72 372 O 43 B 70 B0 & 13 4% 5E (unstructured)
EIRE L 72, EDLEMEREIC DWW TIE, Familywise error rate % 0.05 & L, Tukey-Kramer iEI1C X 2 F{# %175
Teo Td, PAEIZ0.05 LILEETE 2 X ) ICHHEINLETH %,

OABSS &aticowTix, 1 HE 54FH (p=0.0403), 1 FHE 74H (p=0.0069). 1 FEHL 84H (p=0.0070),
1EHE 94H (p=0.0018), 14EH & 104EH (p=0.0033), 14EH & 114EH (p=0.0080), 24EH & 5 FEHLKE (5
fEH LR, I p=0.0055, p=0.0037. p=0.0016, p=0.0019, p=0.0005, p=0.0002, p=0.0043, p=0.0291), 3 4EH
L 7HEHE (p=0.0266). 34EHE 84EH (p=0.0131). 34FEH & 944EH (p=0.0076). 34EH & 10 4EH (p=0.0042). 3
EHE 114EH (p=0.0339), 4 FFH & 6 EH (p=0.0427). 4 FFEH & 7 FEH (p=0.0295)., 4 {EH & 8 4EH (p=0.0084).
4 EHE 9 4EH (p=0.0057), 4 EH & 10 4EH (p=0.0040), 4 EH & 11 4£H (p=0.0397) THEICETF L T,
I-PSS &EticowTlit, 34EHE 54EH (p=0.0130), 34EHE 8 4EH (p=0.0256) THEICE T LT,

55



7 30 FHREEEEEREORFELE  (HAM-BDSG Grade 0, |, 11 SFHHkFEENEE. n=90)

1458 2£H 3E&H 4£H 5%H 6 £H 74%H 8&£H 9%H 10 £H

SO ¥# Sb F#¥y SD F¥§y SD F¥H SD

n Sty SD Ft#y SD F¥ SD F¥H SD ¥y SD  FEH
HAM-BDSS 89 174 98 192 95 184 97 178 100 154 95 16.0
OABSS &5t 78 50 39 57 38 55 37 54 38 44 37 45
I-PSS &5t 90 156 88 169 86 163 86 158 87 143 84 143

95 158 94 158 93 162 99 16.1 10.2
3.6 4.0 3.4 41 3.5 4.1 3.5 43 3.8

86 143 85 143 87 152 9.0 149 9.1

HAM-BDSG 7% Grade 0 %7213 Grade I Th» v, PEREEEIE* HHEAELREEZTNRE L7,

11 %8 12 %8

n ¥y SD F¥y  SD

HAM-BDSS 89 164 100 165 9.9
OABSS &t 78 44 3.6 45 3.7
I-PSS &&t 90 149 9.1 15.0 9.1

HAM-BDSG 7% Grade 0 £ 72 (% Grade I T» v . HE/REEREIFE > HH AR E 2R e Lz,
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15 BERFEEEEREOREL®  (HAM-BDSG Grade 0. |, 11 SR FEEREE. n=90)

I

HAM-BDSS@LSMean B Ui £ 854 {SHE XM

R

OABSSOLSMean B U £ D954 EHEER
-PSSOLSMean R U £ D954 {EFFE R

RS SRR

1 2 3 4 5 6 7 8 ] 10 11 12 1 2 3 4 § i 7 8 9 10 1 12
HEEE MEFE

HAM-BDSG 73 Grade 0 % 72 (% Grade I T» V. PERIEEREERE 2 R RER T 2R L L,
LSMean : f/N 5 ¥} (least square means)

E 5 % [EE N R VER # Z R L L7z MMRM (€ X 2 BT % 1T o 72, i 22 O 43 B 4 8o & 13 #E1#5% (unstructured)
ZARGE L 7z BE D% EMEREIC DV Cid, Familywise error rate % 0.05 & L, Tukey-Kramer {£IC X 2% %17 -
720 7o¥, PlIZ0.05 LHEETE 2 X9 ICHBINETH B,

HAM-BDSS icowClidk, 24 HE 54H (p=0.0003). 2FHL 6 #H (p=0.0031). 24H & 7 4H (p=0.0030),
24FH & 84EH (p=0.0018). 2 4EH & 9 4EH (p=0.0408). 2 4EH & 10 4EH (p=0.0246). 3 4EH & 5 4EH (p=0.0005).
3FHE 64 H (p=0.0098), 34 H & 74 H (p=0.0109), 3 - H & 8 £ H (p=0.0080), 4 £H & 5 4H (p=0.0021),
44EHE 84 H (p=0.0477) THEIMETFTL T,

OABSS &itic2w i, 24EHE 6 FH (p=0.0379). 24EHE 74EH (p=0.0031), 24FH &L 8 FH (p=0.0070).
24EH & 94EH (p=0.0059), 2 EH & 10 4£H (p=0.0184). 3 4EH & 7 4EH (p=0.0098). 3 £ H & 8 4 H (p=0.0149),
34EHE 9EH (p=0.0287), 4 FH & 7 EH (p=0.0094), 4 FH & 8 4FH (p=0.0084), 4 4FH & 9 4 H (p=0.0236)
THEIET LT,

[-PSS AiticowTid, 24EH L 54EH (p=0.0144), 24EHE 6 4EH (p=0.0366). 2 4EH & 8 4EH (p=0.0428). 3
FEH L 54EH (p=0.0033). 34EH L 6 4EH (p=0.0337), 44EH & 54EH (p=0.0217) THEIMEF LTz,
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% 31 : HAM-BDSS TRIRE DFEFE  (HAM-BDSG Grade 0.

| 11 FAGOERFEE. n=91)

1458 2%H 3EH 4£H 5%H 6 £H 74%H 8&£H 9£H 1058

¥y SD ¥y SO F¥Hy sSD FH SO FH

SO ¥t SD ¥ty SD Ty SD FH¥y SD FH SD

HAM-BDSS 89 174 98 192 95 184 97 178 100 154 95 160 95 158 94 158 93 162 99 161 102
EREKRRTT 89 75 55 79 50 74 49 72 51 59 48 62 48 57 48 57 48 59 49 61 52
HERERRDT 91 100 59 113 64 110 64 106 63 95 64 96 67 98 66 98 66 103 68 100 68
1148 12 58
F#y SD Ftg SD
HAM-BDSS 89 164 100 165 99
ERERRTT 89 62 52 62 5.1
HERAERRTT 91 100 68 100 68
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16 : HAM-BDSS THRIREOFFLE  (HAM-BDSG Grade 0. | 11 FRfELBEIEE. n=91)

35
30

25

iR EEESESS

HAM-BDSSMLSMean B U £ DO5% (S5 X

oS =
pd =1
E 15 ﬁ 15
[ g
W W
=] =]
= =
2 2
g 10 3 10 — T
= = S
4 4
e \{ M 8
[N — N
m n
: A
& - g -
=3 I
F #

[\] 0

1 2 3 4 5 [} 7 8 9 10 11 12 1 2 3 4 5 6 7 8 9 10 1 12
WEEE W

HAM-BDSG 73 Grade 0 % 72 (% Grade I T» V. PERIEEREERFE 2 BT 2R L L,
LSMean : f/N 5 ¥ (least square means)

W r A [ S Ah R E 2 S B & L 7= MMRM 1T X 2 84T % 1T - 7= o 39575 0 4y Bk 43 8ok 13 4% 7 (unstructured)
EARGE L 7z BE D% EEREIC DV Cid, Familywise error rate % 0.05 & L, Tukey-Kramer {EIC X 2% %17 -
72. 7a¥. PAHIZ0.05 L HETX 2 X5 CHBEIN-ETH 2,

HAM-BDSS icowClid, 24 HE 54H (p=0.0003), 2 FHL 6 #H (p=0.0031). 24H & 7 4H (p=0.0030),
24EH L 84EH (p=0.0018). 2 4FH & 9 4£H (p=0.0408). 2 4FH & 10 4£H (p=0.0246). 3 4FH & 5 4FH (p=0.0005).
3FEHE 6 4FH (p=0.0098). 34 H & 74 H (p=0.0109). 34 H & 8 4 H (p=0.0080). 4 4FH & 5 4FH (p=0.0021),
44EH L 84EH (p=0.0477) THEIET LT/,

EIRIER 2 2 7120w T, 248 H & 54 H (p=0.0024), 2 4EH & 6 4EH (p=0.0048). 2 4£H & 7 4EH (p=0.0009),
24FH & 84 H (p=0.0005), 2 £ H & 9 4£H (p=0.0027). 2 4£H & 10 4 H (p=0.0049). 3 £ H & 5 4FH (p=0.0251).
34EHE THH (p=0.0068). 34 H & 8 4£H (p=0.0023), 3FH & 9 4FH (p=0.0298), 4 4FH & 5 H (p=0.0485).
44EEE THH (p=0.0402), 44EHE 84EH (p=0.0127) THELET LT 7,

PEAEAR 2 2 7 120 Tid, 2 FH & 548 H (p=0.0128), 34 H & 54 H (p=0.0152), 4 FFH & 5 H (p=0.0246)
THEIET LT,
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£32: T4 KRR, RATEA R/SLREE A 2—7 Ay a H58OFEEFKREIEOERBERR(h=688)
148
SRERAIEAT 248 3%H 4%H 548 6 %8 148 8 FH 9 %R 1048
RERAIREFR)
(n=688) (n=688) (n=643) (n=597) (n=546) (n=512) (n=470) (n=427) (n=378) (n=338) (n=259)
n %) n %) n (%) n (%) n (%) n %) n (%) n (%) n %) n (%) n (%)

ATAAF HY 473 68.8% 320 46.5% 341 53.0% 330 55.3% 307 56.2% 294 57.4% 264 56.2% 240 56.2% 219 57.9% 189 55.9% 141 54.4%
AR 5L 205 29.8% 363 52.8% 298 46.3% 266 44.6% 237 43.4% 215 42.0% 204 43.4% 186 43.6% 159 42.1% 148 43.8% 117 45.2%
;| 10 1.5% 5 0.7% 4 0.6% 1 0.2% 2 0.4% 3 0.6% 2 0.4% 1 0.2% 0 0.0% 1 0.3% 1 0.4%
AFAAF HY 286 41.6% 7 1.0% 52 8.1% 33 5.5% 25 4.6% 24 4.7% 14 3.0% 10 2.3% 11 2.9% 12 3.6% 8 3.1%
AV §:3 L 386 56.1% 675 98.1% 586 91.1% 561 94.0% 519 95.1% 486 94.9% 454 96.6% 416 97.4% 366 96.8% 325 96.2% 251 96.9%
5 N 16 2.3% 6 0.9% 5 0.8% 3 0.5% 2 0.4% 2 0.4% 2 0.4% 1 0.2% 1 0.3% 1 0.3% 0 0.0%
A58—2 HY 192 27.9% 15 2.2% 18 2.8% 16 2.7% 14 2.6% 14 2.7% 12 2.6% 11 2.6% 10 2.6% 6 1.8% 7 2.7%
AVvks L 489 71.1% 664 96.5% 620 96.4% 577 96.6% 530 97.1% 496 96.9% 457 97.2% 416 97.4% 368 97.4% 331 97.9% 252 97.3%
N 7 1.0% 9 1.3% 5 0.8% 4 0.7% 2 0.4% 2 0.4% 1 0.2% 0 0.0% 0 0.0% 1 0.3% 0 0.0%

2HEHD» L 12 FH B HRFHER R COBE 1 £ H O BHRI
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1148 1248

(n=192) (n=163)
n (%) n (%)
ATAEAF HY 103 53.6% 84 51.5%
HAR L 89 46.4% 78 47.9%
N 0 0.0% 1 0.6%
ATAEAF BHY 4 2.1% 2 1.2%
VIV L 188 97.9% 161 98.8%
5 N 0 0.0% 0 0.0%
1248—7 HY 3 1.6% 3 1.8%
En 7 2= AW 189 98.4% 160 98.2%
N 0 0.0% 0 0.0%

2 20 12 FH B EHAER R TOBRE 1 R D BEIRI



7 33 1 EFRIGERICET 2 FX08EN (n=688)

1
SRERAIEAT i 2 %R 3%H 48 548 6 %8 148 8 FH 948 10 &8
(FRERARF =)
(n=688) (n=688) (n=643) (n=597) (n=546) (n=512) (n=470) (n=427) (n=378) (n=338) (n=259)
n (%) n %) n (%) n %) n (%) n (%) n (%) n %) n %) n %) n %)

1 BEDH

ATAAR 158 23.0% 305 44.3% 288 44.8% 290 48.6% 277 50.7% 265 51.8% 246 52.3% 224 52.5% 204 54.0% 175 51.8% 131 50.6%

INILR 33 4.8% 4 0.6% 10 1.6% 5 0.8% 5 0.9% 5 1.0% 3 0.6% 1 0.2% 1 0.3% 1 0.3% 0 0.0%
IFN 36 5.2% 9 1.3% 7 1.1% 6 1.0% 4 0.7% 4 0.8% 5 1.1% 5 1.2% 4 1.1% 3 0.9% 5 1.9%
2 BBt

ATAAE, /R 165 24.0% 3 0.4% 38 5.9% 26 4.4% 18 3.3% 17 3.3% 10 21% 9 21% 9 2.4% 11 3.3% 8 3.1%
LA

ATAAR, 62 9.0% 6 0.9% 8 1.2% 8 1.3% 8 1.5% 8 1.6% 6 1.3% 6 1.4% 5 1.3% 3 0.9% 2 0.8%
IFN

INJLAIFN 8 1.2% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.3% 0 0.0% 0 0.0%
3AEGHA

ATAAE, /R 78 11.3% 0 0.0% 3 0.5% 2 0.3% 2 0.4% 2 0.4% 1 0.2% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
JLAIFN
WIFhEREL 126 18.3% 345 50.1% 280 43.5% 254 42.5% 228 41.8% 206 40.2% 196 41.7% 180 42.2% 153 40.5% 144 42.6% 112 43.2%
L

1 DTHLREH 22 3.2% 16 2.3% 9 1.4% 6 1.0% 4 0.7% 5 1.0% 3 0.6% 2 0.5% 1 0.3% 1 0.3% 1 0.4%
Y

it 688  100.0% 688  1000% 643  1000% 597  1000% 546  100.0% 512  100.0% 470  1000% 427  1000% 378  100.0% 338  100.0% 250  100.0%

2 25 12 FHIZFMER R COBE 1 FHDIREIRNR
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1 E£8 1248

(n=192) (n=163)
n (%) n %)

1 BEDH

ATAAF 100 52.1% 83 50.9%

IRLR 1 0.5% 1 0.6%

IFN 3 1.6% 3 1.8%
2 REGHA

ZFO4K, /8 3 1.6% 1 0.6%
JLR

ZATFO4K, 0 0.0% 0 0.0%
IFN

JRLAIFN 0 0.0% 0 0.0%
3AEGHA

ZRFOAR N 0 0.0% 0 0.0%
JLAIFN

WFnHAREG 85 44.3% 74 45.4%

L
1 DTHRBEH 0 0.0% 1 0.6%
Y
A&t 192 100.0% 163 100.0%

2 25 12 FHIZFMER R COBEE 1 FH D IRERI



&34 11 FRAEREMEEICHIT 2 X T A FiaEiRR (n=155)

BRI R DABEINR n (%)
BEEL 56 36.1%
1 FRaEHY 3 1.9%
2 FfEBEHY 2 1.3%
3 EEBEHY 1 0.6%
4 FREBEHY 3 1.9%
5 FEfEaEHY 6 3.9%
6 FEaEHY 3 1.9%
1 EfaEHY 5 3.2%
8 FEfEaEHY 3 1.9%
9 FEBEHY 2 1.3%
10 FEBEHY 6 3.9%
" FEBEHY 65  41.9%
(BE) THHY X1 0  0.0%

&%t 155 100.0%
X1 THEREZ ] [R3EME] 23T _C TR L, 14FTd [FRBE] ThHar—2% [FRBHBY | & LTEIHLE,
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& 3B 1L FRORXT AL NARKRE BERE (h=117)

11 ERRATaq4r 11 FERTAA

‘|t p {E BE
et 7L
(n=64) (n=53) (n=117)

FE (FH£SD) 58.1+10.3 59.9+10.1 59.0+10.2 0.345 a
FEAE F o (FY+=SD) 432+14.4 387145 41.1£145 0.100 a
RIEMNSEZEETOER (FH+SD) 6.6+70 97492 8.0+82 0.045 a
TR AR (FF¥9+=SD) 15.0+9.6 212115 17.8+10.9 0.002 a
OMDS (F1#+SD) 5319 55+2.2 54+20 0.582 a
mOMDS (- +SD) 53+1.9 55+2.2 54+20 0.520 a
R SURAEITE 15 (23.4%) 7(13.2% 22 (18.8%) 0.234 b
MFRIEK SITEE 46 (71.9%) 37 (69.8%) 83 (70.9%) 0.840 b

BERIEE 27 (42.2%) 26 (49.1%) 53 (45.3%) 0.576 b

TROBRREESR 18 (28.1%) 12 (22.6%) 30 (25.6%) 0531 b

ZDith 15 (23.4%) 12 (22.6%) 27 (23.1%) 1.000 b
HAM RIEE  $1 EFEELUR 6 (9.4%) 5 (9.4%) 11 (9.4%) 1.000 b
ATLRIEE  $£1EREELRN 3 (4.7%) 5 (9.4%) 8 (6.8%) 0.465 b
i M FFE 12 (18.8%) 9 (17.0%) 21 (17.9%) 1.000 b

5% 1986 & LLAT 9 (75.0%) 9 (100.0%) 18 (85.7%) 0.229 b
HREE =LA 5 (7.9%) 3(5.7%) 8 (6.9%) 0219 b

BN L -FHELTLNVD 39 (61.9%) 41 (77.4%) 80 (69.0%)

HEERIMBE 19 (30.2%) 9 (17.0%) 28 (24.1%)

L ADEENLE 0 (%) 0 (% 0 (%)

N 1 0 1
Pt EE fEREL 10 (15.6%) 11.(21.2%) 21 (18.1%) 0.113 b

ERIEHED, EIETE 4 (6.3%) 9 (17.3%) 13 (11.2%)

ERrHY. ELNRE 45 (70.3%) 26 (50.0%) 71 (61.2%)

T EEALE 5 (7.8%) 6 (11.5%) 11 (9.5%)

N 0 1 1
BOLUN L 21 (32.8%) 22 (41.5%) 43 (36.8%) 0577 b

BaHb 12 (18.8%) 7 (13.2%) 19 (16.2%)

BIZHD 31 (48.4%) 24 (45.3%) 55 (47.0%)
R DEH L 34 (53.1%) 26 (49.1%) 60 (51.3%) 0.711 b

BAXHD 14 (21.9%) 10 (18.9%) 24 (20.5%)

BIZHD 16 (25.0%) 17 (32.1%) 33 (28.2%)

11 AT e 4 FIBEZME L CwaE LRI 11 FXxTFuf FIBELZToCuwinwELwig e L, HldicA
VR—=T7 0y a BEEToEIION»SBAL 72,
a: WD 7\ t Mi%E. b: Fisher @ IEFETERRE
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£ 36-1: 11 EBHORTO4 KRREEMREEE & RAEEED OMDS 21t (n=117)

OMDS @ 11 F£fED %1k =
E Eiil =it %

. 2 22 40 64

1 FEfEAERE
% 3.1% 34.4% 62.5% 100.0%
0 16 37 53

11 ERAREEL
% 0.0% 30.2% 69.8% 100.0%
n 2 38 77 117

=

% 1.7% 32.5% 65.8% 100.0%

11 FEfR T u 4 FigEEZMGE L T3 ERLNC 11 FA T uf FBEEZ{To T nwEEZNRE L, B4 4
VR —7 0y a WERIToE IO ORI 72,
Fisher @ IEMEMERME, p=0.4870

£ 36-2: 11 FED AT 04 RRNRBEEMEEE L Xe8EEED mOMDS 21t (n=117)

mOMDS O 11 RN E1L &t
E Ziil =it %

. 2 13 49 64

11 FE A EME
% 3.1% 20.3% 76.6% 100.0%
i n 0 16 37 53

11 FRBEEL
% 0.0% 30.2% 69.8% 100.0%
n 2 29 86 117

&t

% 1.7% 24.8% 73.5% 100.0%

11 FEf AT a4 FBEEZML Cu2FE AL 11 FRIR T a4 FiREZfTo T inEEZ NG e L, Hkd A4
vEA—=—7xzua v a BEEITo-E TN 2 LR L 72,
Fisher @ IEMEMERIUE, p=0.2558
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% 37 1 11 FRATMEE O 5 bWERER S F TORERRE BEFME (h=115)
ATOAEHBY RTASFEL  AF pfE BE

(n=86) (n=29) (n=115)
FE(FEH£SD) 58.9+97 594+119  590+103 0823 a
FAE FE(FH=SD) 420+145 400+140  415+143 0509 a
RIEMN S ETOEHCE £SD) 6772 11.3+98 79+82 0009 a
TR (9 +SD) 16.8+10.7 19.4+10.6 175+107 0269 a
OMDS(F-t5+SD) 54+2.1 49+14 53+20 0230 a
mOMDS(F-15+SD) 55+2.1 50+14 54+20 0256 a
A SURETE 18 (20.9%) 4 (13.8%) 22 (19.1%) 0586 b
WFAEK SITEE 62 (72.1%) 19 (65.5%) 81(704%) 0492 b
BERIEE 41 (47.7%) 12 (41.4%) 53 (46.1%) 0668 b
TROREREE 23 (26.7%) 7 (24.1%) 30(26.1% 1000 b
xali 18 (20.9%) 9 (31.0%) 27(235% 0313 b
HAM RIEE 1 EERELURN 10 (11.6%) 1(3.4%) 11(96% 0286 b
ATLRIEE 51 EERELN 5 (5.8%) 3 (10.3%) 8(70% 0414 b
i M FFE 13 (15.1%) 7(24.1%) 20 (17.4% 0270 b
5% 1986 FELIA 10 (76.9%) 7 (100.0%) 17(85.0% 0521 b
HREE EEU 4(4.7%) 4(13.8%) 8(70% 0111 b
BRSO DS - IRELTLND 62 (72.9%) 16 (55.2%) 78 (68.4%)
HEERIMDBE 19 (22.4%) 9 (31.0%) 28 (24.6%)
M ADEENNE 0 (%) 0 (%) 0 (%
PN 1 0 1
Bt pEE EREL 13 (15.1%) 8 (28.6%) 21(184% 0217 b
BEHLD. BIZFE 11 (12.8%) 1(3.6% 12 (10.5%)
ELHY . ENNE 53 (61.6%) 18 (64.3%) 71 (62.3%)
T FEEALE 9 (10.5%) 1(3.6% 10 (8.8%)
PN 0 1 1
BOLUN %L 25 (29.1%) 17 (58.6%) 42(365% 0018 b
Babhd 16 (18.6%) 2 (6.9%) 18 (15.7%)
BIZHD 45 (52.3%) 10 (34.5%) 55 (47.8%)
ROREH L 41 (47.7%) 18 (62.1%) 59 (51.3%) 0415 b
BaHd 18 (20.9%) 5 (17.2%) 23 (20.0%)
BIZHD 27 (31.4%) 6 (20.7%) 33 (28.7%)

11 £ AT v f FIBEEZMHRE L TW3E RSN 11 F£ll2 T e 4 FBEZITo TR wWEENER L L, BHETFICA
VE—=7zu Y a {GEEIToFH IS DRI 72,
a: IIED 7\ t RAE, b: Fisher O IEHERERBE
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& 38 WEFEERKUCHITERTAA FEXHIE (h=320)

B3P n (%)
JuLkz=r/FLk=vay 301 94.1
ARO—)L 1 0.3
L RAZY 1 0.3
a—kyJL(10) 1 0.3
TER 16 5.0
a&t 320 1000

HIEEHERRIC AT 4 FHIR [0 ] LBEXLEHEEZNRE L,

F39 VEAERSICB T2 1B ORT 04 FARBEOELRFETE  (n=285)

EH HAFETE(mg) AR E n %

F 151 (mg) 7.15 5mg Kiih 59 20.7%
AR fE (mg) 5.00 5mg 110 38.6%
ERE 4.81 5mg #8 10mg K 32 11.2%

IQR 5.00 - 10.00 10mg 51 17.9%
Range 1.00 - 30.00 10mgit8 30mg Kl 31 10.9%

30mg 2 0.7%
a&t 285 100.0%

TLV=vavRoNkE, RHKSEHEZ 055 L CRIEL -,

G, NIRE., H02, WIRBEE D 4 O35 X CTOFRPHMT 258 ICZ0ZEHICAT ol FigEHY AT v b
L7

AN DFERFINREZFE L L. 2 OFEMFINIRE O EARGEZ R L 7,
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XA0:2FBHr S 12FEBORTOA NREEBEOEALGES

24H 3HEH 458 54 H 6 £ 6 74 H 8 &£ H 948 1048
E# 314 316 296 288 259 233 213 185 139
F151B(mg) 6.79 6.02 5.86 5.94 597 5.79 5.76 6.04 563
P R{E(mg) 5.00 5.00 5.00 5.00 5.00 5.00 5.00 500 500
RERE 407 3.30 3.27 3.74 3.06 2.80 2.62 3.27 2.46
IQR 500 - 9.00 450 - 7.50 400 -7.33 417-1750 500 - 7.50 450 - 750 500 - 7.50 500 - 7.50 400 - 7.50

L F=veviFoNkE, RHRSGEMEZ 0.5 fF L TRIIL 7.
A, WIRE. AL, WIRED 4 5T X COERPHPT 2 5B Z DZEHICAT oA PRV LAY v+ LT
A AN DFERPFNREZ B L. 2 OFERFENIRE QAR R 2 HH L 72,

1 E£RH 12 %8
EH 103 84
T {E(mg) 5.46 5.43
R AE(mg) 5.00 5.00
FERE 2.45 3.26
IQR 3.00 - 7.00 3.00 - 6.00

L F=vuvisHoNkE, MH%SIIHELZ 0.5 F L CREHEL 72,
HHNZ, NIRE., H672, NIRBEE D 4 DT XRCOERPIHHT 255 ICZ 08 HICR T4 FigESL D ATV P LT,
i AN DFERIEFENREEA R L, 2 oFERTEENREDREAFKERZEH L 72,
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241 11 FEREREE ICB T 2BEFRBEBDOR T 04 K/ UL ZREKT (n=155)
REMREROBERT n (%)

SBEEL 134 86.5%
1 FRlaRHY 10 6.5%
2 EfEBEHY 3 1.9%
3 FRIAEHY 2 1.3%
4 FiaEHY 3 1.9%
5 FfEaEHY 1 0.6%
6 FfEaEHY 0  0.0%
7 FRBEDY 0  0.0%
8 FERlaERHY 1 0.6%
9 FRlaERHY 0  0.0%
10 £EaBEHY 0  0.0%
1" FiaREHY 1 0.6%
(5%) THHY X1 0  0.0%
At 155 100.0%

X1 [EEE) [RIBME] 3T [REA) &L, 1ETH [REH] Tbsd75r—2% [RED Y] & LTEEL -,
TEBICIETHRAT 0, FALRBERD > 1258 % FDEOHETIHEED Y LEEL -,
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FzA2-1 11 FREAFTREEICHIT AR T 04 /UL DEEE OMDS 21t (n=155)

OMDS @ 11 D ZE 1t A&t
WE ikl Eit %
"M ERD/INIILR BEGL n 1 38 95 134
BERR % 0.7% 28.4% 70.9% 100.0%
DiED 1 BIAERHY n 1 5 15 21
% 4.8% 23.8% 71.4% 100.0%
(56, 11 FERaERER) n 0 0 1 1
% 0.0% 0.0% 100.0% 100.0%
- n 2 43 110 155
% 1.3% 27.7% 71.0% 100.0%
MaER L] & [ d 1GHED Y | iIcH T 3 Fisher D IEMEMERME. p = 0.3435
£ A42-2 11 FRATREEICB T 22704 R/7ULZDEEE mOMDS 21 (n=155)
mOMDS ® 11 RN ZE 1L A&t
WE Tl Eib %
"M EFD/INIILR BEGL n 1 32 101 134
BRI % 0.7% 23.9% 75.4% 100.0%
PiED 1 BAERHY n 1 2 18 21
% 4.8% 9.5% 85.7% 100.0%
(Ob. 1 FRAERMKEE) n 0 0 1 1
% 0.0% 0.0% 100.0% 100.0%
n 2 34 119 155
it
% 1.3% 21.9% 76.8% 100.0%

e L] & [ ey 1EGHED Y | iIcH T % Fisher D IEMEMERBE, p=0.1106
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& 431 11 FRARAEMREE LB T 2RERBEBRDOA 2 —7 Ay a BEKRL (h=155)

BRI R DABEINR n (%)
BEEL 148 95.5%
1 FRaEHY 1 0.6%
2 FfEBEHY 1 0.6%
3 EEBEHY 0 0.0%
4 FREBEHY 0 0.0%
5 FEfEaEHY 0 0.0%
6 FEaEHY 1 0.6%
1 EfaEHY 1 0.6%
8 FEfEaEHY 0 0.0%
9 FEBEHY 0 0.0%
10 FEBEHY 1 0.6%
" FEBEHY 2 1.3%
(BE) THHY X1 0 0.0%
&Et 155 100.0%

X1 TR TRABfE] 139 _CT [ &L, 1FTH [FRH] TH27—R% [THHY ] & LTEEL
LTERICTETHA v 2 =7 2 a ViBRBEH o 5B 2 Z OFORETIHED Y LERL 72,
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F44-1 1 ERERAEREEICBITAA v Z—T7 Ay a OEEE OMDS £ (n=155)

OMDS @ 11 D ZE 1t &t
WE ikl Ei %
1 EREDA 53— BEGL n 2 42 104 148
ZxAY aaERR % 1.4% 28.4% 70.3% 100.0%
LidEd 1 BIAEHY n 0 1 6 7
% 0.0% 14.3% 85.7% 100.0%
(Ob. 11 FRAERMRE) n 0 0 2 2
% 0.0% 0.0% 100.0% 100.0%
st n 2 43 110 155
% 1.3% 27.7% 71.0% 100.0%
MaER L] & [t d 1EHED Y | IcH T % Fisher D IEMEMERBE, p = 0.7027
F44-2 11 FEBEREEICE T2 X—7 0 a OEEE mOMDS Z1t  (n=155)
mOMDS ® 11 F£RNDZE 1L |t
WE Tl Eie %
" EEDA 53— BEGL n 2 33 113 148
JzAY aBERKR % 1.4% 22.3% 76.4% 100.0%
LidEd 1 BIAEHY n 0 1 6 7
% 0.0% 14.3% 85.7% 100.0%
(Db, 11 FRAEMKE) n 0 0 2 2
% 0.0% 0.0% 100.0% 100.0%
n 2 34 119 155
it

% 1.3% 21.9% 76.8% 100.0%

[ERAR L] & [ ed 1EAKSD Y | 1Tk 1F % Fisher O IERMEMERME, p = 1.0000
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#4511 FH, 4FB. THEB. 10FE0 SF-36 T REEREEEBOELRGETE (W=677)

1 £ B ((n=677) 4 F£H(n=534) 7 E£B((n=411) 10 £ B (n=247)
TE 1ZERE THE ZERE 0 TEHE 2 ZERE 0 TEHE ZERE
PF: B{kHEgE 19.85 15.13 18.56 14.38 15.55 13.90 14.35 14.09
RP: A # & ZI4AE (B 1K) 43.26 1452 4582 13.74 46.22 14.26 4473 14.71
BP: {ADJEH 4224 13.15 39.50 12.84 38.60 13.05 37.87 12.47
GH: 2{KHIEE R =% 43.49 10.58 4535 10.60 46.82 10.98 46.16 11.66
VT:5EAH 46.62 10.67 47.79 10.85 46.92 11.18 45.64 10.84
SF: &4 iEHAE 46.43 12.68 48.67 13.37 49.73 12.82 49.21 13.28
RE: B E & EHAs () 4767 12.63 49.01 12.11 48.80 12.56 46.19 13.94
MH: ZZAD R 49.80 10.65 51.34 10.58 50.82 10.86 49.98 12.26
2017 FEEEEEZ A Wz27ra) XL TEBL 72,
46 SF-36 D 8 DD T RE
SF-36M8DDTHIRE
THRES g OmOBR _
;1A [=1A)
. o ABFEEABBZREDEHEENTITOICE [MULWEHESOHSPDIY1 T DESHEITS
¢ n, ETEOTH LU CENERET S S
Physical functioning
Qe (56 |RP BELHBBICHBONZADESE LI ICE [BEL10 BRICHAB RN ADESE LIE(C,
ST 7B TRIBAN S o T2 AR IR TRIZEN A S T
Role physical
mEL CARD; (=yca Y. WAN D
I - 87515 ARSI OB UL DB R DRI ;i;gfigigi;ﬁ:;i&g;gﬁ;ﬁ
OEDHBNIERCSE TSN e - -
FEAT AR ST
Bodily pain
DRI R GH REREEN R <AL, BACER> TV |[BEIREEEIESCRL
General health
18 \DTHY B,
&N VT t\flbﬁ&ﬁ’ LWOTHRNERL, BAETT BEIHAMB, WDTEBNICSIMTULE
Vitality
BE1H BRICEIE SFF
BRI ABMICRIE, A, EHOA, TOMD ﬁi;ﬁ?;;ﬁi;;ﬁ;jgizéZf&f
REE SF TR EDREADDEBN, BRGS0 uémuﬁévggr&en%*au@&@m
LR RIER TIER(C & F BN ' - -
ol
Social functioning
QG ) |RE BELIHBE, ABONZADESE LIRS [BEL1NBB, ABOMNEADESE LT
ST e BHNREH CHEN B> BB H CRIBEN NS T2
Role emotional
O MH BE1IHAB, WDEBHRETPSISIDRENT |BELIHAR, BB5DLTNT, BLL, BIEwD

Mental health

Holz

PREHTH I
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FxAT:1FH, 458, TFB. 10FBICHIT S SF-36 TUREEREEE 4 FREE  (h=240)

1B 4B 148 10 £H
EHE TERE FHE ZHRERE THE ZAE(RE TH{E BERE

PF: S {kH8E 20.08 15.20 19.71 14.78 16.28 1417 14.23 13.79
RP: BE & EIHEE (H1K) 44.00 13.57 47.27 12.03 46.85 13.76 4499 14.41
BP:{ADEH 43.23 12.87 40.66 13.14 38.98 13.18 37.85 12.31
GH: 2{Kr @R 43.11 10.27 44.70 10.02 47.44 10.75 46.38 11.65
VT: &R 47.37 10.69 48.67 10.28 48.14 10.95 45.81 10.82
SF: ft & 4 iEHEEE 47.03 11.16 49.20 12.99 51.19 11.60 49.48 13.07
RE: B ®#&EIHaE () 48.96 11.13 50.23 11.02 50.41 11.14 46.31 13.76
MH:ZZA Dk 50.60 10.05 52.07 9.92 51.72 10.53 50.03 12.23

ETCOHEAT, 14FEH -4FH - 7FEH - 10FEH LML THIRINEHOAZRNRE L2,
2017 ‘FEEEREEEZ W=7 A2 ) XL CERL 7,
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= %0 90
2 E
na B0 Xl 80
'% 70 g o
= ¥
? 60 L 60
H
=
= S 3
” 50 - % ¥ E 50 — %
& — 3
: - : -
I ]
# 20 .% 30
El 1
& 1]
€20 £ 0
@ H
# 10
0 0
1 ) 7 10 1 4 7 10
HEEE MEEmE

ETCOHEHET, 14H -4%H - 74H - 10 FH ikt L TR INLEFOREZRE LT,
2017 FEEEEEEZ V273 ) XL TEBL 7=,
LSMean : /N5 ¥} (least square means)

Wi % EE RSN R EG 2 ZE3H & L7z MMRM (T X % i 21T o 72 372 O 43 B 70 B0 & 13 4% 5E (unstructured)
EIRE L 72, EDLEMEREIC DWW TIE, Familywise error rate % 0.05 & L, Tukey-Kramer iEI1C X 2 F{# %175
Teo Td, PAEIZ0.05 LILEETE 2 X ) ICHHEINLETH %,

PFicowTid, 14EHE 7T4HH (p<0.0001), 14 H & 104FH (p<0.0001), 44EHE 74H (p<0.0001), 44FEH &
10 £H (p<0.0001), 7 EH & 10 £H (p=0.0002) THEIE T L Tz,

RP ic2wTld, 14EHE 44H (p=0.0057) THEICHML Tz,

BP icowTid, 14EHE 44EH (p=0.0118), 14EH & 74H (p<0.0001), 14EH & 10 4£H (p<0.0001), 44EH &
10 4EH (p=0.0032) THEIIE T LT,

GHicowTlid, 14EHE 74H (p<0.0001), 14H & 104H (p=0.0004), 44 H & 74H (p=0.0001) THEIC
BEML Tz,

VT icowTld, 44EHE 10 4EH (p=0.0007), 74EH & 104EH (p=0.0009) THEICETL T,
SFicowTld, 14EHE 74H (p<0.0001) THEICHML Tz,

RE 2w Tid, 14EH & 104EH (p=0.0361), 44FEH & 104 H (p=0.0003), 7 4FH & 10 4 H (p=0.0001) THE
KT LTz,

MH lcoWwTit, 44EHE 104EH (p=0.0219), 74EHE 104EH (p=0.0434) CTHEICMETFL Tz,
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#48:1FH, 4FB. TFH. 10FBD SF-6D X a7 0EAXKE  (n=663)

18 (n=663) 48 (n=533) 748 (n=408) 10 EH (n=242)
TiE  EERE THE SERE O THE  EfEE THE SR
SF-6D 0.563 0.093 0.569 0.096 0.558 0.084 0.554 0.094
18: 18, 4F8. T8, 10FBDSF-6D X237 (EX +FT L)
10 HlE 663 100 & 533
Ty 0563 Tty 0.569
HEEE 0003 B HRAFEE 0096
80 B0
60 - 60 - -
£ s -
A A
L] = o | |
" = —
40 - = 40 - B |
20 20
0 : rrﬂ—l_l | —.l—n—r\ o : ATFH L A
00 01 02 03 04 05 06 07 08 09 10 00 01 ©02 03 04 05 06 ©O7 08 085 10
SF-6D 158 SF-6D 448
% it 408 40 Bl 242
iy 0558 iy 0.554
HAEEE o054 HAEREE 0004
60 30
+ B ‘ ]
A A
oo oo
EN _ e ] B
20 10
0 = EO o 0 1 [ —l 0 MO M
00 01 02 03 04 05 06 07 08 08 10 00 01 02 03 04 05 06 07 08 09 10
SF-6D THB SF-6D 1048
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F49:1F8, 4F8. TFB. 10FBICBIT5 SF-6D X7 4BFLkE  (n=239)
148 458 K= 10 £ H
TfE FERE FHiE FERE FHE FERE FHE FERE
SF-6D X7 0.574 0.093 0.583 0.095 0.566 0.084 0.555 0.093
1H -44H - 7FH - 10 FH Lkt L CTBIR I NAER OB 2R E Lz,

M19:1F8. 48, 7TF£8. 10FEBICHBF5 SF-6D 227 4KREE (n=239)

10

08

E 08
L
2 o7
uy
8

08
b — —— e -
= 0s
o
=
2 o4
e
Pﬁ
7 oa
[
(-]
L 02
[#4]

01

00

1 4 7 10
HEEE

1FH -4FEH -7FEH - 10FEH Lkt L CTEHEZEINEHOAZXNRE L 72,
LSMean : f/N 5 ¥} (least square means)

IRf & EERN R EGI 2 Z B/ L L7z MMRM i X 2 fif##7 % 17 o 72 o 3378 O 5y B 70 Bkid |3 6 A55E (unstructured)
EIRGE L 72 WOE O % BEMEREIC D\ T, Familywise error rate % 0.05 & L. Tukey-Kramer EIC X 2 F{% %175
7zo 72¥5, PAHIZ0.05 L HIKTE 3 L) eI nficd 2,

1EHE 10 4EH (p=0.0252), 4 FH & 74FH (p=0.0173). 4 EH & 10 4EH (p<0.0001) THEIMETFT L T 7z,
¥/, TEHP»S 10 FEHIC2 T T 0.0196 (95%CI : 0.0017-0.0374) KT L Tz,

79



50 1 EQ-5D-5L X7

GhAE) Z28H L/GAEFR0EBEDEM - FEl (n=484,

EQ-5D-5L EQ-5D-5L
FEE1EH FE248
(n=484) (n=433)
FR(FH+=SD) 67.2+10.8 676105
Bt 118 (24.4%) 101 (23.3%)
=i 366 (75.6%) 332 (76.7%)
OMDS(F1+SD) 60+24 6.1+£24
mOMDS(3F#4 £ SD) 60+23 6.2+23

4, OMDS & U mOMDS 3% #BE1ck1F 3 EQ-5D-5L FE R0l % v 72,

7= 51 1 EQ-5D-5L 2 a7 (GhAfE) OFEFRIOEARFE (n=484, 433)

L EQ-5D-5L EQ-5D-5L
Fark wa 1 &8 w2 &8
151151 484 433
i 0.499 0.549
24w = (SD) 0.217 0.214
&=/ME -0.025 -0.025
FE1ED I 0.333 0.413
FR{E 0.503 0.548
FEI3MHHRIE 0.660 0.710
HA(E 1.000 1.000
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20 1 EQ-6D-5L X a7 (HAME) OFEEFERIOL X 7T L (n=484, 433)

EQ-5D-5L ## 1 4:H

100
15 & 484
Eiy 0499
EEEE 0217
=/l - 025
80 - TIPS {Em 0333
o 4 {if 0503
LEIMEG{EA 0660
& i 1.000
Eﬂ_
.
A
T
+
4_‘]_
20 -
ﬂ ] 1 1 1 ] 1
00 0.1 02 03 04 05 05 0.7 0.8 09 10
Health-related QOL
EQ-5D-5L % 2 £ H
80 15| & 433
Eiy 0549
EEEe 0214
-] -025
TRIEES{EA 0413
g0 | SE{E 0548
LRI G{ES 0710
] 1.000
.
A
I 40
+
20
D 1 1 I 1 1 1
00 01 02 0.3 04 0.5 06 07 08 09 10

Health—-related QOL
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21 1 EQ-5D-5L #& 1 F B OEEIRAED[A

b

0

% (n=485)

0%  10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

B O FLE (n=485)

B olu ) o (n=485)

77 A DIEH) (n=485)

i AP (n=484)

TG/ 5 & EihH (n=484)

ml
m2
w3
m4

m5

1 25D IREEDS K < 5 28R D RIEDTE
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7% 52-1 1 EQ-bD-5L #AE 1 HH D OMDS Z & @ EQ-5D-5L X a7 (BhAfE) OELKFETE (n=484)

OMDS n 9B RERE &/ME 51 ma R hRfE 5% 3 MR =KE
0 0 - - - - - - -
1 2 0.854 0.206 0.708 0.708 0.854 1.000 1.000
2 13 0.818 0.115 0.622 0.759 0.823 0.875 1.000
3 19 0.732 0.103 0.548 0.663 0.732 0.773 1.000
4 81 0.641 0.180 0.253 0.500 0.641 0.755 1.000
5 140 0.539 0.172 0.128 0.449 0.550 0.665 0.895
6 100 0.473 0.174 0.101 0.348 0.484 0.594 0.871
7 34 0.354 0.146 0.062 0.275 0.332 0.429 0.708
8 26 0.319 0.162 -0.025 0.188 0.327 0.445 0.584
9 21 0.348 0.159 0.065 0.269 0.320 0.443 0.679
10 13 0.349 0.254 0.120 0.124 0.268 0.484 0.867
11 14 0.255 0.212 0.002 0.097 0.222 0.366 0.825
12 8 0.221 0.086 0.120 0.153 0.215 0.271 0.372
13 13 0.251 0.128 -0.025 0.194 0.249 0.325 0.460

21K 484 0.499 0.217 -0.025 0.333 0.503 0.660 1.000

% 52-2 1 EQ-bD-5L #AE 1 F£H D mOMDS Z & @ EQ-5D-5L X 27 (hAE) OEAMEE (n=484)

mOMDS n FHE RERE =/ME 1 EA R (B % 3 AR RXiE
0 0 - - - - - - -
1 2 0.854 0.206 0.708 0.708 0.854 1.000 1.000
2 13 0.818 0.115 0.622 0.759 0.823 0.875 1.000
3 19 0.732 0.103 0.548 0.663 0.732 0.773 1.000
4 81 0.641 0.180 0.253 0.500 0.641 0.755 1.000
5 77 0.555 0.158 0.148 0.452 0.552 0.672 0.895
55 63 0.519 0.187 0.128 0.360 0.526 0.646 0.831
6 100 0.473 0.174 0.101 0.348 0.484 0.594 0.871
7 34 0.354 0.146 0.062 0.275 0.332 0.429 0.708
8 26 0.319 0.162 -0.025 0.188 0.327 0.445 0.584
9 21 0.348 0.159 0.065 0.269 0.320 0.443 0.679
10 13 0.349 0.254 0.120 0.124 0.268 0.484 0.867
11 14 0.255 0.212 0.002 0.097 0.222 0.366 0.825
12 8 0.221 0.086 0.120 0.153 0.215 0.271 0.372
13 13 0.251 0.128 -0.025 0.194 0.249 0.325 0.460
=N 484 0.499 0.217 -0.025 0.333 0.503 0.660 1.000
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22-1: EQ-5D-5L #@# 1 B ® OMDS Z & @ EQ-5D-5L 2 a7 (hA{B)

1.2
10

0.8

0.6 . E

7

02

EQ-50-5LATF MODLSMean B 1L F 0055 S8 E M

00

1 2 3 4 3 G 7 8 9 10 1 12 13
OMDS
KeICHED CEHEXETH Y, KEPB 1 ZBATHTHZDEIRRL T,
LSMean : f/N =3 ¥ (least square means)
—JCHCE 53 BT 2 AT > 720 WUE D % BEIERTEIC D\ Tl Familywise errorrate % 0.05 & L, Tukey-Kramer {12 X 2 % %17 >
Jzo 7d, PAEIZ0.05 LK TE 2 X5 ICiHEI LTS B,
OMDS Grade 1 & Grade7 (p=0.0039), Grade1 & Grade8 (p=0.0015), Grade1 & Grade9 (p=0.0043), Grade1 & Grade 10
(p=0.0066), Grade 1 & Grade 11 (p=0.0003), Grade 1 & Grade 12 (p=0.0002), Grade 1 & Grade 13 (p=0.0003),
OMDS Grade 2 & Grade 4 (p=0.0310), Grade 2 & Grade 5 (p<0.0001), Grade 2 & Grade 6 (p<0.0001), Grade 2 & Grade 7
(p<0.0001), Grade 2 & Grade 8 (p<0.0001), Grade 2 & Grade 9 (p<0.0001), Grade 2 & Grade 10 (p<0.0001), Grade 2 &
Grade 11 (p<0.0001), Grade 2 & Grade 12 (p<0.0001), Grade 2 & Grade 13 (p<0.0001),
OMDS Grade 3 & Grade 5 (p=0.0003), Grade 3 & Grade 6 (p<0.0001), Grade 3 & Grade 7 (p<0.0001), Grade 3 & Grade 8
(p<0.0001), Grade3 & Grade9 (p<0.0001), Grade3 & Grade 10 (p<0.0001), Grade3 & Grade1l (p<0.0001), Grade3 &
Grade 12 (p<0.0001), Grade 3 & Grade 13 (p<0.0001),
OMDS Grade 4 & Grade 5 (p=0.0013), Grade 4 & Grade 6 (p<0.0001), Grade 4 & Grade 7 (p<0.0001), Grade 4 & Grade 8
(p<0.0001), Grade4 & Grade9 (p<0.0001), Grade4 & Grade 10 (p<0.0001), Grade4 & Grade1l (p<0.0001), Grade4 &
Grade 12 (p<0.0001), Grade 4 & Grade 13 (p<0.0001),
OMDS Grade 5 & Grade 7 (p<0.0001), Grade5 & Grade 8 (p<0.0001), Grade5 & Grade9 (p=0.0002), Grade5 & Grade 10
(p=0.0085), Grade5 & Grade 11 (p<0.0001), Grade5 & Grade 12 (p<0.0001), Grade 5 & Grade 13 (p<0.0001),
OMDS Grade 6 & Grade 7 (p=0.0258), Grade 6 & Grade 8 (p=0.0031), Grade 6 & Grade 11 (p=0.0006), Grade 6 & Grade
12 (p=0.0043), Grade 6 & Grade 13 (p=0.0008) THEIET L Tz,
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22-2 1 EQ-5D-5L #@# 1 B ® mOMDS Z & @ EQ-5D-5L X a7 (3h/AB(#)

1.2

10

0.8

06

1

02

EQ-50-5LATF MODLSMean B 1L F 0055 S8 E M
e

00

1 2 3 4 3 3.5 G 7 8 9 10 1 12 13
mOMDS

KeICHED CEHEXETH Y, KEPB 1 ZBATHTHZDEIRRL T,
LSMean : f/N =3 ¥ (least square means)
—TCHLE ST BT 21T 2 720 WRE D % EERIEIC D\ Tl Familywise errorrate % 0.05 & L., Tukey-Kramer i5iC X 2% % 1T >
Jzo 7d, PAEIZ0.05 LK TE 2 X5 ICiHEI LTS B,
mOMDS Grade 1 & Grade 7 (p=0.0045), Grade 1 & Grade 8 (p=0.0017), Grade 1 & Grade 9 (p=0.0049), Grade 1 & Grade
10 (p=0.0076), Grade 1 & Grade 11 (p=0.0003), Grade 1 & Grade 12 (p=0.0003), Grade 1 & Grade 13 (p=0.0003).
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2 53 1 EQ Visual Analogue Scale

(VAS) #BH L7-BEOREM - F# (n=477)

EQ-5D-5L
FAE1FE
(n=477)
FER(FEH =SD) 67.0+10.6
Bt 116 (24.3%)
i 361 (75.7%)
OMDS(3F#5+SD) 59+23
mOMDS(F ) £ SD) 6.0+23

Elis. OMDS KU mOMDS ¥ % H# 1 51F 3 EQ-5D-5L FE O % Fi v 72,

£ 54 EQ-5D-5L AT 1 F£HD VAS o & AL S (n=477)

EQ-5D-5L
i E

AE1 £
151 %% 477
F1y 62.1
S#{mZE (SD) 21.6
&/IME 0
1SR 50.0
PR{E 65.0
IR 80.0
A(E 100

3 55 EQ-5D-5L A& 1 &8 @ EQ-5D-5L 2 a7 & VAS (n=484)

o Pearson
EE n TiiE ZERE =/ME =X .
THRER %R
EQ-5D-5L X7 (3hA1E) 484 0.499 0.217 -0.025 1.000 0.3956
VAS 477 62.1 21.6 0 100 (p<0.0001)

BRI I3 477 Bl & L 72,
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Falw ol

EQ-5D-5L #i# 1 47 H

100
L= 477
iy §2.10
Wi mE 2165
=/ME 0.000 ]
THESEES 5000
| HPkiE 65.00
B0 pmimmsrtas 80.00
BXKIE 100.0
B0
40 I
20
0 [% 1 1 1 1 1
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EQ VAS score
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7 56 : EQ-5D-5L X a7 (hAE) =B HE L/cBEDOEM - F# (EQ-5D-5L o 1 FMHRFEUEF n=429)

EQ-5D-5L EQ-5D-5L
FEE1EH FE248
(n=429) (n=429)
FR(FH+=SD) 66.6+10.6 67.5+105
Bt 99 (23.1%) 99 (23.1%)
=i 330 (76.9%) 330 (76.9%)
OMDS(F1+SD) 59+23 6.1+£24
mOMDS(3F#4 £ SD) 60+23 6.2+23

4, OMDS & U mOMDS 3% #BE1ck1F 3 EQ-5D-5L FE R0l % v 72,

#& 57 1 EQ-5D-5L 2 a7 (AfME) OREFLE (EQ-5D-5L o 1 FEMkEEHE n=429)

o EQ-5D-5L EQ-5D-5L
e &1 &R sE 2 &0
kS 429 429
i 0.500 0.549

Z AR Z (SD) 0.209 0.215
&/MiE -0.025 -0.025
FE1EH IR 0.341 0.413
FR{E 0.504 0.552
FEI3M D HRIE 0.655 0.710
R=KE 1.000 1.000

LAEH - 2 4EH L flkhi L COIMEDSBIE S N2 RERI D A2 R & L 72,
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24 1 EQ-5D-5L 207 (3hAfE) DEFLLE (EQ-5D-5L o 1 M ETHEHEF n=429)

10
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038
07
06 -
05 - }/—//i
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03 -

0.2

Health-related QOLMLSMean B TEFDO5%{E#EE R

01

00

EQ-50-5L SHE B

1EH - 248 H Lk L CMMER B S NERI D A 2R E Lz,
LSMean : f/N 5 ¥} (least square means)

E 5 % [EE N R VER # Z R L L7z MMRM (€ X 2 BT % 1T o 72, i 22 O 43 B 4 8o & 13 #E1#5% (unstructured)

ERE L7, 14EHE 24EH (p<0.0001) THEITHML Tz,
F7-. LEHDS 2 EHIC2 T T 0.0494 (95%CI : 0.0359-0.0629) #4hII L CTu7=,
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25 1 EQ-5D-5L FAEFER| DEERED[EIZ DA (EQ-5D-5L 1 FMMEEHEE n=429)

3
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Abstract: The diagnostic accuracy of cerebrospinal fluid (CSF) anti-human T-cell leukemia virus type
I (HTLV-1) antibody testing for HTLV-1-associated myelopathy/tropical spastic paraparesis (HAM)
remains unclear. Therefore, we measured the anti-HTLV-1 antibody levels in CSF using various
test kits, evaluated the stability of CSF antibodies, and performed a correlation analysis using the
particle agglutination (PA) method, as well as a receiver operating characteristic (ROC) analysis
between patients with HAM and carriers. The CSF anti-HTLV-1 antibody levels were influenced
by freeze-thaw cycles but remained stable when the CSF was refrigerated at 4 °C for up to 48 h.
Measurements from 92 patients (69 patients with HAM and 23 carriers) demonstrated a strong
correlation (r > 0.9) with the PA method across all six quantifiable test kits. All six test kits, along
with CSF neopterin and CXCL10, exhibited areas under the ROC curve greater than 0.9, indicating a
high diagnostic performance for HAM. Among these, five test kits, Lumipulse and Lumipulse Presto
HTLV-1/1I, HISCL-UD (a kit under development), HTLV-Abbott, and Elecsys HTLV-1/1I, established a
cutoff with 100% sensitivity and maximum specificity, achieving a sensitivity of 100% and a specificity
ranging from 43.5% to 56.5%. This cutoff value, in combination with clinical findings, will aid in the
accurate diagnosis of HAM.

Keywords: human T-cell leukemia virus type 1; HTLV-1-associated myelopathy; diagnosis; cere-
brospinal fluid; anti-HTLV-1 antibody

1. Introduction

Human T-cell leukemia virus type I (HTLV-1) is a retrovirus that causes adult T-
cell leukemia/lymphoma (ATL) and HTLV-1-associated myelopathy/tropical paraparesis
(HAM). HAM is an inflammatory neurological disease that develops insidiously [1-4]. Gait
disturbances due to spastic paraparesis in HTLV-1-infected individuals should prompt a
suspicion of HAM. However, diagnosing HAM is challenging and requires differentiation
from other conditions such as multiple sclerosis, neuromyelitis optica spectrum disorder,
other forms of myelitis, hereditary spastic paraplegia, compressive myelopathy, spinal cord
tumors, subacute combined degeneration, and spinocerebellar ataxia [5-7].

In Japan, an anti-HTLV-1 antibody titer of 4x or more in cerebrospinal fluid (CSF), as
measured by the gelatin particle agglutination (PA) method [8], has been used as a diagnos-
tic cutoff for HAM [9,10]. However, the rationale for this cutoff is largely empirical, and the
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accuracy in differentiating HAM from HTLV-1 carriers remains uncertain. Furthermore,
since the PA-based test kit is no longer available in Japan, it is essential to establish cutoff
values for anti-HTLV-1 antibody test kits based on alternative measurement principles.

In addition to the PA method, other anti-HTLV-1 antibody testing methods used for
screening in Japan include the chemiluminescent enzyme immunoassay (CLEIA) [11], the
chemiluminescent immunoassay (CLIA) [12,13], the electrochemiluminescent immunoas-
say (ECLIA) [14], and immunochromatography (IC) [15]. The line immunoassay (LIA) [16]
is employed for confirmatory testing. The CLEIA, CLIA, and ECLIA quantitatively measure
antibody concentrations, with a signal intensity that is proportional to antibody levels. In
contrast, IC and the LIA are visually assessed and do not provide quantitative measure-
ments. These assays were primarily developed for serum or plasma samples, and little is
known about their applicability to CSF. In particular, the stability of anti-HTLV-1 antibodies
in CSF has not been thoroughly investigated, including the impact of freeze-thaw cycles
and refrigerated storage time.

Moreover, as all these tests are currently approved as qualitative tests, their quantita-
tive potential has yet to be fully validated. Specifically, it remains to be determined whether
the quantitative results of these methods correlate with the antibody titers obtained from
the PA method.

Therefore, in this study, we utilized multiple test kits based on various measurement
principles available in Japan to (1) evaluate the stability of anti-HTLV-1 antibodies in CSF
(considering the effects of freeze—thaw cycles and refrigerated storage at 4 °C) and (2) assess
their diagnostic performance for HAM, establish appropriate cutoff values, and determine
correlations with the PA method.

2. Materials and Methods
2.1. Research Framework and Implementation Plan

This study was conducted in cooperation with four companies (Fujirebio, Tokyo,
Japan; Sysmex, Kobe, Japan; Abbott Japan, Tokyo, Japan, and Roche Diagnostics, Tokyo,
Japan), all of which have developed anti-HTLV-1 antibody test kits. Clinical specimens
were sent to each company, and assays were performed using their respective kits. The
measurement results were returned to us, and we conducted analyses independently.

2.2. Anti-HTLV-1 Antibody Test Kits

The anti-HTLV-1 antibody test kits used in this study are listed in Table 1. One of the
test kits is currently under development (UD). Two types of assays were used: a sandwich
assay, where anti-HTLV-1 antibodies are sandwiched between HTLV-1 antigens, and an
indirect assay, which detects anti-HTLV-1 antibodies using anti-human IgG antibodies.

Table 1. Anti-HTLV-1 antibody test kits used in this study.

Methods Kit’s Name Abbrev. Manufacturer Ind/Sand Cutoff Values for Blood
PA Serodia HTLV-I SERO Fujirebio n/a Titer > 16
Lumipulse HTLV-1/1I LU Fujirebio Sand COI>1.0
CLEIA Lumipulse Presto HTLV-1/1I LU-P Fujirebio Sand COI > 1.0
HISCL HTLV-1 HISCL Sysmex Ind COI > 1.0
(undgldsg}e_lgfment) UD Sysmex Sand COI > 1.0
CLIA HTLV-Abbott (Alinity) Abbott Abbott Japan Sand S/CO>1.0
ECLIA Elecsys HTLV-1/11 Elecsys Roche Diagnostics Sand COI>1.0
IC ESPLINE HTLV-1/11 ESPLINE Fujirebio Sand *
LIA INNO-LIA HTLV-1/1I Score INNO-LIA Fujirebio Ind *

PA, particle agglutination; CLEIA, chemiluminescence enzyme immunoassay; CLIA, chemiluminescence im-
munoassay; ECLIA, electrochemiluminescence immunoassay; IC, immunochromatography; LIA, line immunoas-
say; UD, under development, Ind, indirect assay; Sand, Sandwich assay; n/a, not applicable; COI cutoff index;
S/CO, signal-to-cutoff ratio. * Based on the criteria in the manufacturer’s instructions.
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2.3. Ethical Considerations

All subjects provided written informed consent for HAM research prior to the col-
lection of CSF and blood samples using a consent form approved by the Bioethics Com-
mittee of the St. Marianna University School of Medicine (Approval No. 1646). As
this was a retrospective study using stored CSF samples along with clinical and labora-
tory data, the requirement for informed consent from each patient was waived by the
Bioethics Committee (Approval ID No. 5829). The patients were guaranteed the oppor-
tunity to opt out of participation following information disclosure on the study website
(https:/ /nanchiken.jp/saihatsu, accessed on 6 October 2024).

2.4. Subjects, Specimen Sampling, and Laboratory Analysis

The HTLV-1 infection status was determined based on screening and confirmation tests,
which are standard methods in Japan [17]. Enrolled patients with HAM were diagnosed
according to the WHO diagnostic criteria [18], and those not diagnosed were defined
as HTLV-1 carriers. Peripheral blood mononuclear cells (PBMCs) were isolated from
peripheral blood using density gradient centrifugation over Pancoll human (PAN-biotech,
Aidenbach, Germany). Genomic DNA was extracted from PBMCs using a FlexiGene
DNA Kit (QIAGEN K.K., Tokyo, Japan). The CSF specimens were obtained via lumbar
puncture. A portion of each CSF sample was used for laboratory tests, including those for
anti-HTLV-1 antibody titers (PA method), total protein levels, cell counts, and inflammatory
markers (CXCL10 and neopterin). The CSF CXCL10 concentrations were measured using a
cytometric bead array (BD Biosciences, Franklin Lakes, NJ, USA), and the CSF neopterin
concentrations were measured using high-performance liquid chromatography (HPLC)
at SRL Inc. (Tokyo, Japan). The remaining CSF specimens were centrifuged, and the cell
pellets were lysed in a buffer containing proteinase K. To measure the proviral load in
CSF cells, genomic DNA was extracted using the phenol-chloroform method. The HTLV-
1 proviral load was measured using genomic DNA from PBMCs and CSF cells as templates,
following a previously reported method [19]. The CSF supernatant was aliquoted into
cryotubes and stored at —80 °C for future use.

2.5. Assessment of CSF Anti-HTLV-1 Antibody Stability

To evaluate the stability of anti-HTLV-1 antibodies in the CSF, we selected stored
CSF specimens from 12 patients with HAM, including four low-titer (16x /32x by the PA
method), four medium-titer (128 x /256 %), and four high-titer (512 /1024 x) samples. The
samples were collected between 2014 and 2022. These 12 CSF specimens were thawed,
aliquoted, and refrozen. Six specimens were sent to each company (two low-titer, two
medium-titer, and two high-titer samples per company).

Each company performed the assay using their proprietary anti-HTLV-1 antibody test
kit under the following conditions: (1) after one, two, and three freeze-thaw cycles and
(2) after 0 h, 24 h, and 48 h of refrigerated storage at 4 °C.

2.6. Distribution Study of CSF Anti-HTLV-1 Antibody Titers in Patients with HAM

For the distribution study, we used data on initial CSF anti-HTLV-1 antibody titers
(PA method) and the presence or absence of steroid therapy at the time of CSF collection
from 322 patients with HAM, obtained between 2007 and 2022.

2.7. Assessment of Diagnostic Performance of Anti-HTLV-1 Antibody Test Kits

We evaluated the diagnostic performance and cutoff values of each anti-HTLV-1 anti-
body test kit using 92 CSF specimens from patients with HAM (n = 69) and HTLV-1 carriers
(n = 23). HTLV-1 carrier CSF samples were obtained from 23 patients in whom CSF
testing was performed between 2013 and 2022, with no diagnosis of HAM. The number
of HAM patient-derived CSF specimens was set to 69, which was thrice the number of
HTLV-1 carriers. The 69 CSF samples from patients with HAM were chosen to reflect
the same distribution of anti-HTLV-1 antibody titers as the steroid-naive group described
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in Section 2.6, based on the PA method data. The 92 CSF specimens were thawed once,
aliquoted, refrozen, and sent to each company for analysis using anti-HTLV-1 antibody
test kits.

Additionally, we collected data on sex, age, HTLV-1 proviral load, CSF CXCL10 con-
centration, and CSF neopterin concentration for all 92 patients.

2.8. Statistical Analysis

Anti-HTLV-1 antibody quantitative data (COl and S/CO) and antibody titers measured
using the PA method were logo- or log,-transformed, respectively, to approximate a normal
distribution. For values of zero, 0.01 was substituted to enable logarithmic conversion. A
one-way repeated-measures ANOVA was used to compare data from the three conditions
in Section 2.5. For comparisons between the two groups of HTLV-1 carriers and patients
with HAM concerning sex, Fisher’s exact test was used. The Mann-Whitney U test was
used for all comparisons except for those concerning sex. A receiver operating characteristic
(ROC) curve analysis was performed to evaluate the diagnostic performance of several
known markers and anti-HTLV-1 antibody test kits for HAM diagnosis. The overall
concordance rate between the PA method and each other test kit was calculated when
“a 4x or greater PA method antibody titer” or “a 16x or greater antibody titer” was
considered positive. Spearman’s rank correlation analysis was performed to examine the
correlation between the PA method and each test kit. In all cases, p < 0.05 was considered
statistically significant. Statistical analyses and graph compositions were performed using
Prism 8 software (GraphPad Software Inc., San Diego, CA, USA).

3. Results
3.1. Assessment of Stability of CSF Anti-HTLV-1 Antibody Measurement

The PA method (SERO) showed a trend toward increased antibody titers following
freeze—thaw cycles. However, this difference was not statistically significant (p = 0.0756;
Figure 1A). In contrast, for the other methods (Figure 1B-F), the antibody levels (COI and
5/CO) after the third freeze-thaw cycle were lower than those after the first freeze—thaw
cycle. For three of the test kits (LU, LU-P, and Abbott), the antibody levels decreased
significantly with each freeze-thaw cycle (Figure 1B,C,E). Regarding the storage time at
4 °C, the PA method (SERO) showed an increasing trend in the antibody titer as the storage
time increased from 0 to 48 h (Figure 2A). However, the changes in antibody levels over
the 48-h storage period in all methods, including the PA method, were not significant
(Figure 2B-F).

3.2. Assessment of Diagnostic Performance of Anti-HTLV-1 Antibody Test Kits
3.2.1. Distribution of CSF Anti-HTLV-1 Antibody Titers Using the PA Method in Patients
with HAM

First, we analyzed the distribution of CSF anti-HTLV-1 antibody titers (PA method)
in patients with HAM (Figure 3). We collected data from 322 patients with HAM, in-
cluding 248 who were steroid-free and 74 who received steroid treatment. In the steroid-
free group, the median CSF anti-HTLV-1 antibody titer was 128 x (range: 4x-8192x),
with a mean £ SD of 7.0 £ 2.4 on a logj scale. In the steroid-treated group, the median
titer was also 128 (range: 4x-4096x), with a mean £ SD of 7.1 & 2.2 (log,). There
was no statistically significant difference in the distribution of CSF antibody titers be-
tween the two groups (p = 0.627). More than 80% of patients with HAM, regardless
of steroid treatment, had antibody titers in the range of 16x to 512X (82% untreated,
84% treated).
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Figure 1. Effect of freeze-thaw cycles on the measurement of anti-HTLV-1 antibody quantitative data
in CSF. Six cases of CSF—two low, two medium, and two high titers—were employed in the assay for
each test kit (see the Section 2.5 for details). The CSF underwent one, two, or three freeze-thawing
cycles, and the anti-HTLV-1 antibody titers were assessed. Measurements for each time point are
displayed as the mean + SD. A one-way repeated-measures ANOVA was used to compare the
corresponding data among the three conditions. p < 0.05 was considered statistically significant. COI,
cutoff index; S/CO, signal-to-cutoff ratio. Information on each test kit is shown in Table 1.

3.2.2. Characteristics of HTLV-1 Carriers and Patients with HAM Used to Determine
Diagnostic Performance

We prepared 92 CSF specimens from 23 HTLV-1 carriers and 69 patients with HAM to
assess the diagnostic performance of the anti-HTLV-1 antibody test kits. The 69 samples
from patients with HAM were selected to match the distribution of anti-HTLV-1 antibody
titers in the steroid-free group, as described above. The characteristics of the patients with
HAM and HTLV-1 carriers are summarized in Table 2. There were no significant differences
in terms of sex between the groups. However, significant differences were observed in
terms of age, the HTLV-1 proviral load (PVL) in PBMCs and CSF cells, the ratio of the
PVL in CSF cells to that in PBMCs, and CSF inflammatory markers (CSF CXCL10 and
CSF neopterin levels). These findings are consistent with those of previous studies [20-23].
Notably, the CSF inflammatory markers had an AUC greater than 0.9, demonstrating strong
diagnostic performance in distinguishing between patients with HAM and HTLV-1 carriers
(Figure 4). In contrast, the PVL in CSF cells, the ratio of the PVL in CSF cells to the PVL in
PBMCs, and the PVL in PBMCs had lower AUC values. Among the 23 HTLV-1 carriers,
2 of 20 (10%) had an undetectable PVL in their CSF cells, excluding 3 cases in which PVL
data were unavailable.
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Figure 2. Effect of storage time at 4 °C on the measurement of anti-HTLV-1 antibody quantitative data
in CSF. Six cases of CSF—two low, two medium, and two high titers—were employed in the assay
for each test kit (see the Section 2.5 for details). The CSF was stored at 4 °C for 0 h, 24 h, and 48 h,
and the anti-HTLV-1 antibody titers were assessed. Measurements for each time point are displayed
as the mean & SD. A one-way repeated-measures ANOVA was used to compare the corresponding
data among the three conditions. p < 0.05 was considered statistically significant. COI, cutoff index;
S/CO, signal-to-cutoff ratio. Information on each test kit is shown in Table 1.
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Figure 3. Distribution of CSF anti-HTLV-1 antibody titers in patients with HAM. The vertical axis
represents the number of patients, and the horizontal axis represents the antibody titer measured
using the PA method. Of the 322 patients with HAM, 248 were not on steroid therapy (black), and
74 were on steroid therapy (gray).
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Table 2. Characteristics of HTLV-1 carriers and patients with HAM used to determine diagnostic
performance.

HTLV-1 Carriers Patients with HAM Value
n=23 n=:69 ¢
Sex: Female 14 (60.9%) 55 (79.7%) 0.10 @
Age! 53 [50, 69.5] 67 [60, 72] 0.02 ®)
PVL in PBMCs ! 2.57[0.20, 4.13] 3.52 [1.90, 5.07] 0.03 ®
PVL in CSF cells ! 1.46 [0.57, 4.59] 2 5.32[3.89, 8.60] 3 <0.0001 ®
PVL in CSF cells/PVL in PBMCs ! 0.93 [0.63, 1.33] 2 1.69 [0.92, 3.20] 3 0.005 ®)
CXCL10 in CSF (pg/mL) ! 249.6 [142.0, 322.7] 1090.5 [598.0, 2247.7] <0.0001 ®)
Neopterin in CSF (pmol/mL) ! 3102, 4] 816, 18] <0.0001 ®
Statistical methods: @ Fisher’s exact test and ® Mann-Whitney U test. 1 Data are expressed as median [interquar-
tile range]. 2 n = 18, Data for three HTLV-1 carriers were missing, and data for the two HTLV-1 carriers that fell
below the detection limit were also not included here. ® n = 65, Data for four patients with HAM were missing.
PVL, HTLV-1 proviral load; PBMCs, peripheral blood mononuclear cells.
A PVL in PBMC B PVL in CSF cells C  PVLinCSFcells/
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Figure 4. ROC analysis to assess the diagnostic performance of the five markers in discriminating
patients with HAM from HTLV-1 carriers. We collected the past data of five known markers, the
PVL in PBMCs, the PVL in CSF cells, the ratio of these PVLs, CSF CXCL10, and CSF neopterin, in
92 individuals (69 patients with HAM and 23 HTLV-1 carriers). PVL, HTLV-1 proviral load; PBMCs,
peripheral blood mononuclear cells; AUC, area under the curve.

3.2.3. Diagnostic Performance of Anti-HTLV-1 Antibody Test Kits

To evaluate the diagnostic performance of the seven quantifiable test kits (excluding
the non-quantifiable IC_ESPLINE and LIA_INNO-LIA) in distinguishing patients with
HAM from HTLV-1 carriers, an ROC analysis was performed using data from 92 cases
(Figure 5). All seven test kits demonstrated AUCs greater than 0.9, indicating excellent
diagnostic performance. Considering the 95% confidence interval, these seven kits were
considered to have approximately equivalent diagnostic performance.
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Figure 5. ROC analysis of CSF anti-HTLV-1 antibody levels. CSF anti-HTLV-1 antibody levels in
92 individuals (69 patients with HAM and 23 HTLV-1 carriers) were measured using seven different
quantifiable anti-HTLV-1 antibody test kits, and an ROC analysis was performed for each. Information
on each test kit is shown in Table 1. AUC, area under the curve.

3.2.4. Evaluation of the 4 x Cutoff Value for the PA Method

Next, we examined the appropriateness of the 4x cutoff value for the PA method,
which has been used as a cutoff for diagnosing HAM in Japan. We assessed the overall
concordance rate between the PA method with a 4x or 16x antibody titer as the cutoff
value and each test kit. For example, when the PA method 4 x was used as the cutoff, the
CLEIA_LU test achieved an overall concordance rate of 94.6% (Table 3). However, when
the PA 16 x cutoff was applied, the overall concordance rate dropped to 81.5%, primarily
because of an increase in false positives (Table 4). Similarly, we calculated the overall
concordance rate for all test kits using PA cutoff values of 4 x and 16 x (Table 5). HISCL and
INNO-LIA, which use anti-human IgG antibodies as secondary reaction reagents, showed
higher false-negative rates and lower overall concordance rates with the PA 4 cutoff than
with the 16 x cutoff. Conversely, test kits based on the sandwich assay method had higher
overall concordance rates with the PA 4x cutoff, owing to fewer false positives (Table 5).
These findings suggest that a PA cutoff of 4 x is appropriate for use with CSF. However,
with this cutoff, the sensitivity and specificity for detecting HAM were 100% and 30.4%,
respectively, indicating low specificity (middle part of Table 6).

Table 3. Overall concordance rate between the PA method with a 4 x antibody titer as the cutoff value
and CLEIA (Lumipulse HTLV-1/1I).

PA_SERO Total
Positive (>4 x) Negative (<4 x) ota
Positive (COI > 1.0) 85 5 90
CLEIA_LU Negative (COI < 1.0) 0 2 2
Total 85 7 92
Overall concordance rate 94.6%

PA, particle agglutination; CLEIA, chemiluminescence enzyme immunoassay; COI, cutoff index.
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Table 4. Overall concordance rate between the PA method with a 16 x antibody titer as the cutoff
value and CLEIA (Lumipulse HTLV-I/1I).

PA_SERO Total
Positive (>16x) Negative (<16x) ota
Positive (COI > 1.0) 73 17 90
CLEIA_LU Negative (COI < 1.0) 0 2 2
Total 73 19 92
Overall concordance rate 81.5%

PA, particle agglutination; CLEIA, chemiluminescence enzyme immunoassay; COI, cutoff index.

Table 5. Overall concordance rate between the PA method with a 4x or a 16 x antibody titer as the
cutoff value and each other test kit.

LU LU-P HISCL UD Abbott Elecsys ESPLINE INNO-LIA
SERO (>4 x positive) 94.6% 95.7% 72.8% 95.7% 94.5% 96.7% 97.8% 79.3%
SERO (>16x positive) 81.5% 82.6% 84.8% 82.6% 83.5% 88.0% 87.0% 90.2%

Table 6. Cutoff values and their diagnostic accuracy for each test kit for diagnosing HAM.

SERO LU LU-P HISCL UD Abbott Elecsys ESPLINE INNO-LIA
Cutoff values for Titer COI CoI CoI CoI S/CO CoI " "
blood 16x 1.0 1.0 1.0 1.0 1.0 1.0
Sensitivity 97.1% 100% 100% 84.1% 100% 100% 100% 100% 91.3%
Specificity 73.9% 8.7% 13.0% 91.3% 13.0% 18.2% 34.8% 30.4% 65.2%
Cutoff values
equivalent to the 4 x Titer COI COI CoI CoI S/CO CoI n/a n/a
titer of the PA 4x 4.7 54 0.15 3.3 2.8 2.3
method
Sensitivity 100% 100% 98.6% 98.6% 100% 98.6% 100% n/a n/a
Specificity 30.4% 52.2% 47 .8% 34.8% 43.5% 54.5% 43.5% n/a n/a
mgﬁ:ﬁf;a:;:lg o Titer Col col Col Col S/CO Col . .
with 100% sensitivity 4x 4.7 4.7 0.25 3.3 2.5 2.5
Sensitivity 100% 100% 100% 98.6% ** 100% 100% 100% n/a n/a
Specificity 30.4% 52.2% 47 .8% 39.1% 43.5% 54.5% 56.5% n/a n/a

COJ, cutoff index; S/CO, signal-to-cutoff ratio; n/a, not applicable. * Based on the manufacturer’s instructions.
** Sensitivity did not reach 100% because one patient with HAM had COI = 0.

3.2.5. Cutoff Values for Diagnosing HAM

Five quantifiable anti-HTLV-1 antibody test kits (LU, LU-P, UD, Abbott, and Elecsys),
all based on the sandwich method, achieved 100% sensitivity using the same criteria as the
blood test (COI > 1.0, S/CO > 1.0) as the cutoff values. However, the specificity was low,
ranging from 8.7% to 34.8% (upper part of Table 6). Therefore, we set a cutoff higher than
the COI (1.0) or S/CO (1.0) to improve the specificity without compromising the sensitivity.

Consequently, to identify appropriate cutoff values to distinguish patients with HAM
from carriers, we investigated the correlations of the six quantifiable anti-HTLV-1 antibody
tests with the PA method and determined a cutoff corresponding to the PA method 4 x
(Figure 6). The sensitivity and specificity of the newly determined cutoff values were also
calculated (middle part of Table 6). All the test kits showed significant correlations with the
PA method, with Spearman’s rank correlation coefficients greater than 0.9. Although using
cutoff values equivalent to the PA method 4 X increased the specificity, three test kits had
sensitivities below 100%, indicating that some HAM cases could be missed.
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Figure 6. Correlations with the PA method. Using the results of anti-HTLV-1 antibody titers from
92 CSF samples (69 patients with HAM [red] and 23 carriers [blue]), we examined the correlations
between the PA method and six other test kits. Antibody titers for the PA method are indicated as
Log, values, and antibody levels (COI and S/CO) for all other test kits are demonstrated as Log1g
values. The linear equation, Spearman’s rank correlation coefficient (rs), 95% confidence interval, and
p-value are shown in the figure. COI, cutoff index; S/CO, signal-to-cutoff ratio. Information on each

test kit is shown in Table 1.

Therefore, we established more appropriate cutoff values that maximized specificity
while maintaining 100% sensitivity (lower part of Table 6). Using these cutoffs, we achieved
a sensitivity of 100% and specificity of 43.5-56.5% for all five quantifiable test kits except

SERO and HISCL.

3.2.6. Diagnostic Performance of IC_ESPLINE and LIA_INNO-LIA

Finally, we examined whether the same criteria for IC_ESPLINE and LIA_INNO-LIA
as those used for blood applied to the diagnosis of HAM. The results showed that IC had
the same sensitivity and specificity as the PA method 4x (sensitivity, 100%; specificity,
30.4%). The LIA showed a sensitivity of 91.3% and a specificity of 65.2%, being higher in
specificity but lower in sensitivity than the quantifiable test kits (lower part of Table 6).

4. Discussion

All the test kits used in this study were able to measure anti-HTLV-1 antibodies in
CSE. Among these, six quantitative anti-HTLV-1 antibody test kits (LU, LU-P, HISCL, UD,
Abbott, and Elecsys) demonstrated a strong correlation (rs > 0.9) with the PA method
(Figure 6), indicating their ability to quantify anti-HTLV-1 antibodies in the CSF. These kits
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also exhibited high diagnostic performance for HAM, with ROC-AUC values exceeding
0.9 (Figure 4; ROC-AUC 0.927-0.944). Based on the ROC analysis, we determined helpful
cutoff values that could serve as alternatives to the PA method 4 x for diagnosing HAM
(lower part of Table 6).

To date, various methods have been used to detect anti-HTLV-1 antibodies in the
CSF of patients with HAM and HTLV-1 carriers. First, it was reported that PA (Serodia-
ATLA) and recombinant gag—env hybrid protein-coated ELISAs are useful for detecting
anti-HTLV-1 antibodies in CSF and diagnosing HAM [24]. Western blotting has been used
to detect GD21, rgp46-1, and p24 as targets of CSF anti-HTLV-1 antibodies in many patients
with HAM [25]. In addition, an EIA using 16 synthetic peptides derived from HTLV-1 gag
and env was used to measure the peptide-specific IgG antibody levels. Patients with HAM
show an intrathecal immune response to more gag and env epitopes than HTLV-1 carriers
do [26]. However, in these studies, the accuracy of HAM diagnosis was not examined. In
contrast, a study by Kodama et al. showed the diagnostic accuracy of CSF anti-HTLV-1
antibodies using the CLIA and CLEIA methods [10]. However, it showed the cutoff and
diagnostic accuracy when the PA results were considered to be true and did not show the
accuracy of diagnosing HAM clinically. In this context, this study clarified the accuracy of
HAM diagnosis using additional test kits.

We evaluated two aspects of CSF anti-HTLV-1 antibody stability that had yet to be
clarified. First, after refrigerated storage at 4 °C, the PA method showed an increase in
the antibody titer, whereas the other test kits showed stable antibody levels for at least
48 h (Figure 2). Second, regarding freeze—thaw cycles, all methods showed significant
changes or trends toward changes in antibody values (Figure 1). Freeze-thawing does not
significantly affect the antibody levels of some viruses in serum [27]. However, the protein
concentration in CSF is less than 1/200 that in serum, making it more susceptible to protein
denaturation during freezing and thawing [28,29]. Therefore, freezing and thawing of CSF
should be avoided. Considering feasibility and reproducibility, we recommend setting the
number of freeze-thaw cycles to one and using the same conditions each time.

This study also revealed the distribution of CSF anti-HTLV-1 antibody titers (PA
method) among patients with HAM (Figure 3). The mean =+ SD of the log, antibody titer in
the steroid-free group was 7.0 & 2.4, consistent with the CSF anti-HTLV-1 antibody titers
in untreated patients with HAM (mean log, 6.7 £ 2.5) previously reported by Kodama
etal. [10].

Our findings suggest that the PA method 4 x cutoff is more appropriate for diagnosing
HAM than the serum-based 16 x cutoff. The reason we considered was that the overall
concordance rates between the PA method and each sandwich method test kit (LU, LU-P,
UD, Abbott, Elecsys, or ESPLINE) were higher when using the 4 x cutoff compared to the
16x cutoff (Table 5). Similarly to the PA method, the sandwich method test kits detected
both IgG and IgM anti-HTLV-1 antibodies. In contrast, the test kits utilizing the indirect
method (CLEIA_HISCL and LIA_INNO-LIA), which detect only IgG antibodies, had higher
rates of false negatives and lower overall concordance rates than the PA method 4x as a
standard. This may be attributable to the presence of anti-HTLV-1 IgM antibodies in the
CSF of patients [30]. However, it is important to note that while the PA method 4 x cutoff is
useful, when used to diagnose HAM, it had a relatively low specificity of 30.4% (Table 6).
This limitation was highlighted in a previous study [31], and this study provides further
evidence of this issue. In addition, because the PA method involves a visual determination
of gelatin agglutination, there is a problem in that the interpretation of the results is more
prone to variability than it is with other immunoassay kits that automatically measure the
signal intensity of chemiluminescence or electrochemiluminescence.

There are some well-known methods for determining optimal cutoff values that
balance sensitivity and specificity, such as the maximum Youden index and minimum
distance to the upper-left corner of the ROC plot [32]. Kodama et al. employed the
maximum Youden index to determine the cutoff value for the diagnosis of HAM [10].
However, the cutoff value can be determined based on its purpose. In this study, the aim of
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determining the cutoff value was to detect patients with HAM without missing any cases
while excluding as many non-HAM HTLV-1 carriers as possible. Therefore, a cutoff value
that achieves 100% sensitivity while maximizing specificity is ideal. Based on this approach,
we established optimal cutoff values (lower part of Table 6). Using these cutoff values, five
test kits (LU, LU-P, UD, Abbott, and Elecsys) achieved higher specificity (43.5-56.5%) than
the PA method (30.4%) while maintaining 100% sensitivity, making them more effective
for HAM diagnosis. The cutoff values determined in this study were higher than the
serum cutoff values (COI 1.0, S/CO 1.0), and anti-HTLV-1 antibodies were detected even
in HTLV-1 carriers. This suggests that differentiating patients with HAM from carriers
is based not on the mere presence of antibodies in the CSF but rather on the quantity of
antibodies. If all cases with COI > 1.0 or S/CO > 1.0 were diagnosed with HAM, there
would be a risk of misdiagnosing many carriers as having HAM.

We also assessed the diagnostic performance of two non-quantitative anti-HTLV-1
antibody assays, IC_ESPLINE and LIA_INNO-LIA. These qualitative assays had fixed
cutoffs, and their sensitivities and specificities were determined. In contrast, quantitative
tests allow the cutoff point to be set freely, and the sensitivity and specificity can be
changed, although there is a trade-off between them. Although we wanted to prioritize the
sensitivity and set it at 100%, the sensitivity of the INNO-LIA was as low as 91.3%. Next,
when the cutoff value of the quantitative test kits was adjusted to achieve a sensitivity of
91.3%, their specificities ranged from 73.9% to 84.1%, which exceeded the specificity of
the INNO-LIA (65.2%). This indicates that the quantitative tests demonstrated superior
discriminatory ability. The other test, ESPLINA, achieved a target sensitivity of 100%;
however, its specificity was low (30.4%) and inferior to that of the quantitative test kits
(43.5-56.5%). Therefore, quantifiable test kits should be prioritized over qualitative assays
for HAM diagnosis.

In addition to anti-HTLV-1 antibodies, the CSF inflammatory markers CXCL10 and
neopterin were effective in distinguishing patients with HAM from HTLV-1 carriers
(Figure 4; AUCs of 0.927 and 0.942, respectively), which is consistent with previous find-
ings [23]. Conversely, the diagnostic accuracies of the PVL in CSF cells and the ratio of
the PVL in CSF cells to that in PBMCs were relatively low (AUCs of 0.8111 and 0.719,
respectively). These findings differ slightly from those of previous reports suggesting
that these markers are useful for HAM diagnosis [21]. These discrepancies may be due
to differences in the study populations. Regarding other CSF markers, it is known that
there is no difference between patients with HAM and HTLV-1 carriers in terms of IgG
and total protein in the CSF and that the ability of the CSF cell count to distinguish HAM
is lower than that of CSF CXCL10 and neopterin [23]. In this study, patients with HAM
had higher levels of CSF inflammatory markers associated with Th1 responses and higher
CSF anti-HTLV-1 antibody titers than HTLV-1 carriers, indicating that both cellular and
humoral immunity play a role in HAM pathogenesis. This finding is supported by previous
studies [5,33].

There were limitations to this study:

1.  The CSF specimens used to determine the cutoff values in this study were frozen and
thawed twice and underwent a long storage time (5.2 & 2.2 years) at —80 °C.

2. The CSF specimens were collected exclusively from Japanese patients, and the sample
size was relatively small.

3. Some HTLV-1 carriers in this study exhibited neurological symptoms, although HAM
was ruled out.

Considering these points, the appropriate cutoff values may vary depending on the
conditions of the specimens and characteristics of the target population. Therefore, the
cutoff values presented here should be used only as a guide, and the diagnosis of HAM
should always be made in conjunction with clinical findings.
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5. Conclusions

This study established appropriate cutoff values for diagnosing HAM using six quan-
tifiable antibody test kits as an alternative to the PA method 4 x. Although this study had
limitations, the cutoff values, in combination with clinical findings, could contribute to a
more accurate diagnosis of HAM. Future studies are needed to identify novel markers with
higher sensitivity and specificity for HAM.
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Abstract

Objectives: This study aimed to validate the clinical utility of cerebrospinal fluid
(CSF) CXCL10 measurements in HTLV-1-associated myelopathy (HAM) using a
CXCL10 ELISA “Cosmic” kit, a more widely applicable method than cytometric bead
array (CBA).

Methods: CSF CXCL10 levels were measured in 165 samples from 111 patients with
HAM and 18 controls using a CXCL10 ELISA “Cosmic” kit. We assessed the follow-
ing: (1) CSF CXCL10 concentrations by HAM activity level (high, moderate, and low)
versus controls; (2) correlation with CBA; (3) cutoff values, sensitivity, and specificity
for differentiating among HAM activity levels; (4) changes in HAM activity after ste-
roid therapy; and (5) relationship between HAM activity and prognosis in patients
undergoing steroid therapy. A correlation coefficient of 20.9 with CBA was the pri-
mary endpoint.

Results: The median CSF CXCL10 levels in the high, moderate, low, and control
groups were 4016.0, 841.0, 112.8, and 102.5 pg/mL, respectively. The ELISA findings
were highly correlated with the CBA findings (r = 0.99). Cutoff values were set at
2500 pg/mL (sensitivity, 93.3%; specificity, 100%) to distinguish between high and
moderate activity and 180 pg/mL (sensitivity, 81.8%; specificity, 100%) for low to
moderate activity comparable to CBA. The new cutoffs enabled the detection of
HAM activity changes and prediction of motor disability progression under steroid
therapy.

Conclusion: CXCL10 ELISA “Cosmic” kit findings were strongly correlated with CBA
findings, meeting the primary endpoint and demonstrating comparable sensitivity
and specificity for distinguishing HAM activity. This product shows a promising ability

to determine the therapeutic strategy.
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1 | INTRODUCTION

HTLV-1-associated myelopathy (HAM) is a chronic inflammatory neuro-
logical disease caused by human T-cell leukemia virus type 1 (HTLV-1).}2
Its main symptoms include gait disturbance, bladder and rectal dysfunc-
tion, and sensory impairment, and its pathology is attributed to chronic
inflammation of the spinal cord caused by HTLV-1-infected cells.>* It is
known that CXCL10, a chemokine, is involved in the chronic spinal cord
inflammation of HAM. The mechanism is thought to involve CXCL10 pro-
duced by astrocytes, which induces CXCR3-positive infected and inflam-
matory cells to infiltrate the spinal cord.>® Cerebrospinal fluid (CSF)
CXCL10 levels indicate involvement in its disease pathology and reflect
HAM disease activity,”® assist in assessing steroid treatment efficacy,’
and can be useful for predicting post-treatment prognosis.’® Given that
CSF CXCL10 levels correlate with disease activity, as does CSF neopterin,
another activation marker of cellular immunity, CSF CXCL10 has been
incorporated into the HAM clinical guidelines' criteria for disease activity
classification (Table 1) to aid in treatment decision-making.'*

The clinical utility of CXCL10 was initially demonstrated based on
measurements using a cytometric bead array (CBA) (BD Biosciences,
San Jose, CA, USA). However, CBA requires specialized equipment
and analytical software, making it complex and less widely applicable
for clinical testing. This study aimed to verify whether the more
widely applicable CXCL10 ELISA “Cosmic” kit, which is based on
ELISA principles, can distinguish disease activity, assess steroid treat-

ment efficacy, and predict prognosis similar to CBA.

2 | METHODS

21 | Overall study design

This retrospective study analyzed stored CSF samples and clinical
data. We evaluated the clinical utility of the CXCL10 measurement
system using a CXCL10 ELISA kit in patients with HAM using five test
items. The measurements were compared with those of CBA, the cur-
rent gold standard. The Pharmaceuticals and Medical Devices Agency
(PMDA) reviewed the study protocol.

TABLE 1 Classification criteria for HAM disease activity.'!

Classification criteria based
on biomarkers

CSF CSF
Disease neopterin CXCL10 Classification criteria based on
activity (pmol/mL) (pg/mL) onset pattern
High 244 24400 Rapid progression: OMDS 25 within

2.2 | Tests conducted

The following tests were conducted:

e Test 1: CSF CXCL10 levels across the high, moderate, and low dis-
ease activity groups as well as in the control group;

e Test 2: Correlation assessment with CBA;

o Test 3: Determination of cutoff values, sensitivity, and specificity
for classifying disease activity;

o Test 4: Changes in disease activity after steroid treatment; and

e Test 5: Association between disease activity at a single timepoint
during steroid treatment and prognosis.

2.3 | Participants and samples

This study included 111 patients with HAM and 18 controls. The
HAM diagnosis was based on the criteria established by the Ministry
of Health, Labour and Welfare Research Group.'? Controls consisted
of 10 HTLV-1 carriers and eight noninflammatory neurological disease
patients without HTLV-1 infection. Among the 111 patients with
HAM, 59 had presteroid treatment CSF samples, 36 had presteroid
treatment and on-treatment CSF samples, and 16 had on-treatment
CSF samples. Of these, 59 patients with pretreatment samples and
27 of 36 with pretreatment and on-treatment samples, for a total of
86 patients, divided into high (n = 15), medium (n = 60), and low
(n = 11) disease activity based on the disease activity classification
criteria (Table 1).

24 | Measurement of CXCL10 in CSF

CSF CXCL10 was measured using CBA (BD Biosciences) and
CXCL10 ELISA “Cosmic” (manufacturing/marketing authorization
holder: Cosmic Corporation, Tokyo, Japan) kits following the manu-
facturers' instructions. The operators were blinded to the original
sample identifiers. The CXCL10 ELISA kits were provided by Cosmic

Corporation.

Classification criteria

based on clinical course MRI findings

OMDS progression by 22 Spinal cord swelling or high-signal

2 y of motor impairment onset

Moderate 6-43 320-4399 Slow progression: neither rapid
progression nor stable course
Low <5 <320 Stable course: OMDS <3 after 10 y

from onset of motor impairment

Abbreviations: CSF, cerebrospinal fluid; HAM, HTLV-1-associated myelopathy; MRI, magnetic resonance imaging; OMDS, Osame Motor Disability Score.

within past 2 'y area on T2-weighted imaging
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2.5 | Specific test methods

The specific test methods were as follows:

e Test 1: CXCL10 levels were measured in patients with untreated
high, moderate, and low HAM disease activity (n = 86) as well as
controls (n = 18). Medians, quartiles, means, and standard devia-
tions were calculated. The Kruskal-Wallis test followed by Dunn's
post-hoc test was used for the intergroup comparisons;

e Test 2: Correlation analysis between CXCL10 ELISA and CBA mea-
surements was conducted on the CSF CXCL10 levels in
111 patients with HAM. Pearson's correlation coefficient and a lin-
ear regression analysis were used to determine the primary regres-
sion equation;

e Test 3: Using patients with untreated HAM, cutoff values for dis-
tinguishing between high and low disease activity with CBA versus
CXCL10 ELISA were established. The 90% confidence intervals
(Cls) for sensitivity and specificity were calculated using the
Clopper-Pearson method;

e Test 4: Disease activity changes before and during steroid treat-
ment were determined in 36 patients using the cutoff values estab-
lished in Test 3. The proportion of patients with improved disease
activity was calculated, and an exact (two-tailed) test of a binomial
proportion with the null hypothesis of “Ho: Improvement
proportion = 10%” was performed. The significance level was set
at P <.05; and

e Test 5: In 52 patients, disease activity at one timepoint during ste-
roid treatment was evaluated for its association with prognosis

using Kaplan-Meier analysis and Cox regression.

2.6 | Endpoints

The primary endpoint was the correlation between CBA and CXCL10
ELISA results in Test 2, with a Pearson correlation coefficient 20.9 set
as the success criterion. The secondary endpoints included the cutoff
values for distinguishing disease activity in Test 3 and evaluating the
association between disease activity during steroid treatment and

prognosis in Test 5.

3 | RESULTS

3.1 | CSF CXCL10 concentrations in each disease
activity group (high, moderate, and low) and control
group (Test 1)

The median CSF CXCL10 concentrations in patients with untreated
HAM (n = 86) and controls (n = 18) were 853.0 pg/mL and 102.5 pg/
mL, respectively (upper part of Table 2). Patients with untreated HAM
were further categorized into high, moderate, and low disease activity
groups based on their clinical presentation or disease course (Table 1).
The median CSF CXCL10 levels in these groups were 4016.0, 841.0,
and 112.8 pg/mL, respectively (lower part of Table 2, Figure 1). As
shown in Figure 1, significant differences were noted among all group

combinations except the low disease activity and control groups.

3.2 | Correlation assessment with CBA (Test 2)
Using data from 111 patients with HAM, a strong correlation was
observed between CSF CXCL10 concentrations measured by CXCL10
ELISA and CBA (Figure 2; r=0.99, P <.0001). However,
CXCL10 concentrations measured by ELISA were approximately 0.56
times those measured by CBA (Figure 2; Y = 0.5616X).

3.3 | Cutoff values, sensitivity, and specificity for
disease activity levels (high, moderate, and low)
(Test 3)

To determine whether CXCL10 ELISA could distinguish disease activ-
ity with similar sensitivity and specificity as CBA, we calculated these
metrics based on the ELISA results. First, in patients with HAM classi-
fied as having high (test group) and moderate/low (control group)
activity levels, we applied the established CBA cutoff for high versus
moderate activity (4400 pg/mL), yielding a sensitivity of 100.0% (90%
Cl, 81.9%-100.0%) and specificity of 95.8% (90% Cl, 89.4%-98.8%)
(upper part of Table 3). Based on the regression formula
(Y=0.5616X) from Test 2, the CBA cutoff of 4400 pg/mL

TABLE 2 CSF CXCL10 concentrations in patients with untreated HAM versus controls and in patients with untreated HAM by disease

activity level (high, moderate, and low) (all units in pg/mL)

Minimum 1st quartile

Group

Patients with untreated HAM (n = 86) 60.2 356.5

Controls (n = 18) 48.6 83.7
Disease activity

High (n = 15) 2212.0 3613.0

Moderate (n = 60) 196.0 406.0

Low (n = 11) 60.2 94.2

Median 3rd quartile Maximum Mean SD
853.0 1646.0 7612.0 1418.0 1587.2
102.5 164.5 238.0 121.5 54.2

4016.0 5207.0 7612.0 4401.6 1357.5
841.0 1233.0 2364.0 909.6 594.2
112.8 153.1 201.8 122.7 46.4

Abbreviations: CSF, cerebrospinal fluid; HAM, HTLV-1-associated myelopathy; SD, standard deviation.
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FIGURE 1 Distribution of CSF CXCL10 concentrations by disease
activity (high, moderate, and low) and control groups. CSF CXCL10
concentrations measured using the CXCL10 ELISA kit were compared
among the high, moderate, and low disease activity and control
groups. Data are shown as boxplots, with values presented as the
median (IQR) and whiskers representing 1.5 times the IQR. The
statistical analysis was performed using the Kruskal-Wallis test
followed by Dunn's post-hoc test. CSF, cerebrospinal fluid; ELISA,
enzyme-linked immunosorbent assay; IQR, interquartile range; N.S.,
not significant. ***P < .001; ****P < .0001.
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FIGURE 2 Correlation between CXCL10 ELISA kit and CBA
findings. The correlation between cerebrospinal fluid CXCL10
concentrations measured using a CXCL10 ELISA kit and CBA was
examined in 111 patients with HTLV-1-associated myelopathy. The
statistical analyses were performed using Pearson's correlation
analysis. The linear regression line is represented by a straight line
with an intercept of zero. CBA, cytometric bead array; ELISA, enzyme-
linked immunosorbent assay.

corresponded to 2471 pg/mL on the CXCL10 ELISA. Using this cutoff
or rounded value of 2500 pg/mL vyielded the same sensitivity of
93.3% (90% Cl, 72.1%-99.7%) and specificity of 100.0% (90% ClI,
95.9%-100.0%) (lower part of Table 3). CXCL10 ELISA sensitivity fell
within the 90% Cl of that of CBA, while the specificity was higher,
at 100%.

TABLE 3

Sensitivity and specificity of CBA cutoff value

(4400 pg/mL) and CXCL10 ELISA cutoff value (2500 pg/mL) for
distinguishing between high and moderate/low disease activity.

High disease Moderate/low

activity disease activity Total
24400 pg/mL 15 3 18
<4400 pg/mL 0 68 68
Total 15 71 86
Sensitivity 100.0%
(90% Cl) (81.9%-100.0%)
Specificity 95.8%
(90% Cl) (89.4%-98.8%)
22500 pg/mL 14 0 14
<2500 pg/mL 1 71 72
Total 15 71 86
Sensitivity 93.3%
(90% Cl) (72.1%-99.7%)
Specificity 100.0%
(90% Cl) (95.9%-100.0%)

Abbreviations: CBA, cytometric bead array; Cl, confidence interval; ELISA,
enzyme-linked immunosorbent assay.

TABLE 4 Sensitivity and specificity of CBA cutoff value
(320 pg/mL) and CXCL10 ELISA cutoff value (180 pg/mL) for
distinguishing between low and moderate/high disease activity.

Moderate/high
Low disease activity disease activity Total
<320 pg/mL 8 0 8
2320 pg/mL 3 75 78
Total 11 75 86

Sensitivity (90% Cl) 72.7%
(43.6%-92.1%)

Specificity (90% Cl)  100.0%

(96.1%-100.0%)
<180 pg/mL 9 0 9
2180 pg/mL 2 75 77
Total 11 75 86

Sensitivity (90% Cl) 81.8%
(53.0%-96.7%)

100.0%
(96.1%-100.0%)

Specificity (90% Cl)

Abbreviations: CBA, cytometric bead array; Cl, confidence interval; ELISA,
enzyme-linked immunosorbent assay.

Similarly, when the low disease activity group was classified as
the test group and the high/moderate group as the control group, use
of the CBA low-to-moderate cutoff of 320 pg/mL provided a sensitiv-
ity of 72.7% (90% Cl, 43.6%-92.1%) and specificity of 100.0% (90%
Cl, 96.1%-100.0%) (upper part of Table 4). Based on the regression
formula, this CBA cutoff corresponded to 180 pg/mL for CXCL10
ELISA, which resulted in a sensitivity of 81.8% (90% Cl, 53.0%-
96.7%) and specificity of 100.0% (90% Cl, 96.1%-100.0%) (lower part
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TABLE 5 Disease activity classification criteria based on CSF
CXCL10 concentration measured by CXCL10 ELISA.

Disease activity CSF CXCL10 concentration

High 22500 pg/mL
Moderate 180 to <2500 pg/mL
Low <180 pg/mL

Abbreviations: CSF, cerebrospinal fluid; ELISA, enzyme-linked
immunosorbent assay.

of Table 4). The sensitivity of CXCL10 ELISA was within the 90% Cl
of CBA, with an identical specificity of 100%. Based on these findings,
we defined the CSF CXCL10 cutoff values for CXCL10 ELISA as
22500, 180-2500, and <180 pg/mL for high, moderate, and low dis-

ease activity, respectively (Table 5).

3.4 | Changes in disease activity after steroid
treatment (Test 4)

Using the CXCL10 ELISA cutoff values determined in Test 3, we
assessed the disease activity before and during steroid treatment in
36 patients (Table 6). Improvement was observed in 10 of 36 patients
(27.8%), with a two-sided 95% Cl of 14.2%-45.2%. Conversely, no
improvement was noted in 26 of 36 cases (72.2%), with a two-sided
95% Cl of 54.8%-85.8%. An exact test of the binomial proportion
yielded a value of P =.0044, which allowed us to reject the null
hypothesis and conclude that the improvement proportion was signifi-
cantly higher than 10%.

3.5 | Association between disease activity at one
timepoint during steroid treatment and prognosis
(Test 5)

Using the CXCL10 ELISA cutoff values determined in Test 3, disease
activity was assessed in 52 cases at one timepoint during steroid
treatment and was high (n = 5), medium (n = 45), and low (n = 2). A
significant difference was found in the time to worsening by one
Osame Motor Disability Score (OMDS) between the high and moder-
ate disease activity groups (Figure 3; P < .0001). Patients with high
disease activity showed a higher risk of worsening OMDS than those
in the moderate disease activity group (hazard ratio, 15.32; 95% ClI,
0.0832-2821). Meanwhile, the two patients with low disease activity
were followed for 0.9 and 4.6 y, respectively, with no OMDS progres-

sion observed during the observation period.

4 | DISCUSSION

This study demonstrated that the CXCL10 ELISA “Cosmic” kit can
classify disease activity in patients with HAM as effectively as CBA.
First, in this study it was confirmed that CBA, which has been used to

TABLE 6 Disease activity before versus during steroid treatment.

Disease activity during
treatment

High Moderate Low Total

Disease activity High 1 9 0 10
before treatment

Moderate 0 25 1 26
Low 0 0 0 0
Total 1 34 1 36

measure CSF CXCL10 concentrations as a disease activity classifica-
tion, could reliably classify disease activity with high sensitivity and
specificity, as previously established (upper part of Tables 3 and 4).
Additionally, the same samples were tested using CBA and CXCL10
ELISA “Cosmic” kits, each of which was performed by different
blinded operators. Despite this, the two methods exhibited a very
high correlation (r = 0.99), surpassing the primary endpoint threshold
of 0.9. Furthermore, one of the secondary endpoints was that the
sensitivity and specificity of the CXCL10 ELISA should fall within 90%
Cl of the CBA values. Although the 90% Cl was narrower than the
commonly used 95% ClI, the CXCL10 ELISA results met this standard.
Thus, the CXCL10 ELISA “Cosmic” kit can classify HAM disease activ-
ity as well as the CBA kit. This conclusion was further supported by
significant differences in CSF CXCL10 concentrations among the
three disease activity groups (Figure 1). CSF neopterin levels, like CSF
CXCL10 levels, can be used to assess disease activity (Table 1). How-
ever, the measurement of neopterin requires high-performance liquid
chromatography, and if CXCL10 can be measured by ELISA, CSF
CXCL10 measurement would be superior in terms of versatility.

The study findings also suggest that the CSF CXCL10 levels mea-
sured with a CXCL10 ELISA “Cosmic” kit are similar to those
measured by a CBA kit to assess steroid treatment efficacy and pre-
dict patient prognosis. The former is supported by the findings of Test
4, which evaluated changes in disease activity based on CSF CXCL10
levels during steroid treatment. Known to improve disease activity,”
the effect of steroid treatment was confirmed using CXCL10 ELISA
(Table 6). Prognostic predictions after steroid treatment were sup-
ported by Test 5, which examined the association between disease
activity during steroid therapy and outcomes. On CXCL10 ELISA,
patients with high post-treatment CSF CXCL10 levels demonstrated
faster progression of their motor disability, consistent with previous
findings (Figure 3).2° Thus, CXCL10 ELISA demonstrated a clinical util-
ity comparable to that of CBA. CSF CXCL10, measured using a CBA
method, has been shown to have potential as a surrogate marker,’
and in fact, CSF CXCL10 has been used as a marker to infer the thera-
peutic efficacy of a new drug candidate.*® This suggests that the CSF
CXCL10 assay will continue to be useful in drug development, even
after the assay is converted to ELISA.

One limitation of this study is that the absolute CSF CXCL10 con-
centration remains uncertain. The values measured using CXCL10
ELISA were approximately 0.56 times lower than those obtained using

CBA (Figure 2). Because neither method showed issues on the
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FIGURE 3 Association between disease activity classification
based on CSF CXCL10 levels measured by CXCL10 ELISA and
worsening OMDS. The Kaplan-Meier method was used to analyze
the rate of OMDS worsening by one grade from the time of CSF
CXCL10 measurement during steroid treatment. The disease activity
levels were determined based on the classification criteria listed in
Table 5. The high (red) and moderate (blue) disease activity groups
were compared using log-rank tests. CSF, cerebrospinal fluid; OMDS,
Osame Motor Disability Score.

calibration curves, the discrepancy may be attributed to the different
CXCL10 concentrations of their respective standards. However, in
clinical practice, absolute CSF CXCL10 values are less critical and rela-

tive quantification is more significant.

5 | CONCLUSION

This study showed that the CXCL10 ELISA “Cosmic” kit can measure
CSF CXCL10 as effectively as a CBA kit. Moreover, it established cut-
off values for classifying disease activity using CXCL10 ELISA mea-
surements (Table 5). In Japan, if the CXCL10 ELISA kit becomes
insurance-approved and widely available in the future, this classifica-
tion standard could assist in treatment planning, the evaluation of

therapeutic effects, and the prediction of prognosis.

AUTHOR CONTRIBUTIONS

R. Ko, T. Sato, and Y. Yamano contributed to the conception and
design of the study; K. Takahashi and Y. Kunitomo conducted the
analysis; K. Tanabe and T. Sato conducted the statistical analysis;
R. Ko, T. Sato, and Y. Yamano analyzed and interpreted the results;
R. Ko, T. Sato, and Y. Yamano drafted the article; and R. Ko,
N. Yagishita, J. Yamauchi, N. Araya, M. Nakashima, T. Shimizu, and
Y. Yamano critically revised the article. All authors have read

and approved the final version of the article.

ACKNOWLEDGMENTS

We thank the patients who participated in this study, the staff of the
Department of Neurology at St. Marianna University, and the labora-
tory support staff of the Department of Rare Diseases Research, Insti-

tute of Medical Science, St. Marianna University.

FUNDING INFORMATION

This research was supported by grants from the Practical Research
Project for Rare/Intractable Diseases of the Japan Agency for Medi-
cal Research and Development (AMED) (grant nos. JP22fk0108124,
JP23ek0109529, and JP24ek0109735), and a Health and Labour
Sciences Research Grant on Rare and Intractable Diseases from
the Ministry of Health, Labour, and Welfare of Japan (grant
no. 22FC1013).

CONFLICT OF INTEREST STATEMENT
None declared.

DATA AVAILABILITY STATEMENT
The data that support the findings of this study are available on
request from the corresponding author. The data are not publicly

available due to privacy or ethical restrictions.

DISCLOSURE OF ETHICAL STATEMENTS

Approval of the research protocol: This retrospective study was
approved by the Ethics Committee of the St. Marianna University
School of Medicine using the opt-out method. All participants pro-
vided written informed consent for the HAM research prior to the
CSF sampling (approval IDs: 1646, 2560, 4983, or 5472).

Informed Consent: Informed consent was obtained from all subjects.
Registry and the Registration No. of the study/trial: N/A.

Animal Studies: N/A.

ORCID
Tomoo Sato "2 https://orcid.org/0000-0001-8439-3128
REFERENCES

1. Gessain A, Barin F, Vernant JC, Gout O, Maurs L, Calender A, et al.
Antibodies to human T-lymphotropic virus type-l in patients with
tropical spastic paraparesis. Lancet. 1985;2:407-10.

2. Osame M, Usuku K, Izumo S, ljichi N, Amitani H, Igata A, et al. HTLV-I
associated myelopathy, a new clinical entity. Lancet. 1986;1:1031-2.

3. Yamano Y, Sato T. Clinical pathophysiology of human T-lymphotropic
virus-type 1-associated myelopathy/tropical spastic paraparesis.
Front Microbiol. 2012;3:389.

4. Bangham CR, Araujo A, Yamano Y, Taylor GP. HTLV-1-associated
myelopathy/tropical spastic paraparesis. Nat Rev Dis Primers. 2015;1:
15012.

5. Ando H, Sato T, Tomaru U, Yoshida M, Utsunomiya A, Yamauchi J,
et al. Positive feedback loop via astrocytes causes chronic inflamma-
tion in virus-associated myelopathy. Brain. 2013;136:2876-87.

6. Araya N, Sato T, Ando H, Tomaru U, Yoshida M, Coler-Reilly A, et al.
HTLV-1 induces a Th1-like state in CD4+CCR4+ T cells. J Clin Invest.
2014;124:3431-42.

7. Sato T, Coler-Reilly A, Utsunomiya A, Araya N, Yagishita N, Ando H,
et al. CSF CXCL10, CXCL9, and neopterin as candidate prognostic

85UB01 7 SUOWILWIOD dA 181D 3(ceol (dde 8Ly Aq peusenob a2 ool O ‘8sN JO SaInJ 10} AIq1T8UlUO A8]IAA UO (SUOIPUOD-pUe-SWLB)W00 A8 1M Aeq | pul|uo//Sdiy) SUORIPUOD pue SWie | 81 8eS " [120z/ZT/TT] Uo ArliqiTaulluo A8 * AISeAIUN BULRLE N IS - OFeS 00WO | Ad 22821 'SUS/TTTT 0T/I0PAL0D A8 |1 Aleiq iUl |uo// Sy WOl pepeojumod ‘0 ‘T96TESLT


https://orcid.org/0000-0001-8439-3128
https://orcid.org/0000-0001-8439-3128

KO ET AL.

7
_WILEY-_~

10.

11.

biomarkers for HTLV-1-associated myelopathy/tropical spastic para-
paresis. PLoS Negl Trop Dis. 2013;7:€2479.

Sato T, Yagishita N, Tamaki K, Inoue E, Hasegawa D, Nagasaka M,
et al. Proposal of classification criteria for HTLV-1-associated
myelopathy/tropical spastic paraparesis disease activity. Front Micro-
biol. 2018;9:1651.

Tamaki K, Sato T, Tsugawa J, Fujioka S, Yagishita N, Araya N, et al.
Cerebrospinal fluid CXCL10 as a candidate surrogate marker for
HTLV-1-associated myelopathy/tropical spastic paraparesis. Front
Microbiol. 2019;10:2110.

Yamauchi J, Sato T, Yagishita N, Araya N, Hasegawa D, Tsutsumi S,
et al. Use of cerebrospinal fluid CXCL10 and neopterin as bio-
markers in HTLV-1-associated myelopathy/tropical spastic parapar-
esis treated with steroids. J Neurol Neurosurg Psychiatry. 2020;91:
321-3.

HTLV-1 kanren sekizuisyou (HAM) sinryou gaidorain 2019 [clinical
practical guidline for HTLV-1 associated myelopathy 2019]. Tokyo:
Nankodo Co., Ltd.; 2019. p. 45.

12.

13.

HTLV-1 kanren sekizuisyou (HAM) sinryou gaidorain 2019 [clinical
practical guidline for HTLV-1 associated myelopathy 2019]. Tokyo:
Nankodo Co., Ltd.; 2019. p. 36.

Sato T, Coler-Reilly ALG, Yagishita N, Araya N, Inoue E, Furuta R,
et al. Mogamulizumab (anti-CCR4) in HTLV-1-associated myelopathy.
N Engl J Med. 2018;378:529-38.

How to cite this article: Ko R, Takahashi K, Kunitomo Y,
Tanabe K, Yagishita N, Yamauchi J, et al. Performance
evaluation of CXCL10 ELISA “cosmic” kit to measure CXCL10
in cerebrospinal fluid of patients with HTLV-1-associated
myelopathy. Clin Exp Neuroimmunol. 2024. https://doi.org/
10.1111/cen3.12822

85UB01 7 SUOWILWIOD dA 181D 3(ceol (dde 8Ly Aq peusenob a2 ool O ‘8sN JO SaInJ 10} AIq1T8UlUO A8]IAA UO (SUOIPUOD-pUe-SWLB)W00 A8 1M Aeq | pul|uo//Sdiy) SUORIPUOD pue SWie | 81 8eS " [120z/ZT/TT] Uo ArliqiTaulluo A8 * AISeAIUN BULRLE N IS - OFeS 00WO | Ad 22821 'SUS/TTTT 0T/I0PAL0D A8 |1 Aleiq iUl |uo// Sy WOl pepeojumod ‘0 ‘T96TESLT


https://doi.org/10.1111/cen3.12822
https://doi.org/10.1111/cen3.12822

e

sSuNaoJ @

HO® O

i

FiE | —ixitHEZA HEHTLV-1 2=

202421121 0= ) 14:20~15:50'

FRIEISFT | —18RE (i - THED) |
S1TEE (NTUy FF;ﬁ{E e

i’
—HRNF ERTE 'CBWII'C*DI]'C%BE?‘%

%S4 JEE=EREREDAI. $Hulu$‘“'7 I?‘“U"f bk
(http://htlv.umin.jp/) HhS&EA b‘7\3}<7'“*
ﬁﬂm MM 11RA48A)
ERlREANT 11 A5 EILJB%IJEHE URL 7&«.%?%”2_ bia‘:ﬁ

#s :’." ) ;lé“

'r"\‘- w Y
Q {5 HTLV T—G)EII!%H@ERD%EJN)% AR \/ .
T7EAXS T—FUrt @ _|~u bn-:»nbz#nﬂgﬁ) '

® HTLV-1 ma%m%mgﬁaa‘aﬁnumn
Bt IRss (EBREtisimm) .

5) E%E@%MHICBU%@%%BHH%@IE!I)E )
KEBRFxE MDAt Y—)
B BR&E (JRARSEmE)

O HTLV-1 BRSHFEEOFREFRE

NPOEA AV A IVUKRY (2B HTLV-1 BEEEEF U7 OR)

YSEIEEFLEREA HTLV-1 2BhR-o & <t

BEFBTRHE RS REEMEIE THE - BERENO TS ERCRHEE S
HTLV-1 ARt ORRIBRE [T - B - AA3S] @

WE - BEDIHDEBEIELE ZORREDRS (FARAR : EREH)

CEDORERIZMREE MK BRERARESE

HTLV-1 F + U 7 R ER OB DIBEICRI T FA38 (FAZHRE : AL %)f

EEFHBRFMREREE HAMEREBEERIANEZE AR
HAM 55 U CSBBEEEDEEL UZ U (- & 3 BEEskAs]s S UIESISs 0Bt
LEHA RS/ VOMET FRAR | ILFER)

AMED #788 - BEIRZYEICK T 2 BN ERRESMARENR S

HTLV-1 K ERBROER CIRETE - RERHIORER HRAR | =HEE)

—ixtEEA BFRHTLV-12s BER EE B85 ZYU7UrERKE MK - BERRE
Tel : 044-977-8111 (A#R4106) =B Email : htlv.shukai@gmail.com

HEVLEDOEE



xS

paRe

| SF0ERE. 9:00- Wil
S84 - Z CHRREF AMED 2025¢2915E|(i) 14:30 ot

E%E%EE SIEPAKZESH'S : http://htlv.umin.jp/event/2025.html
SHEARED © 28118 (CN)

9:00-9:05 [HaO®E] Bl B ZvurvrERxz

Session | 9051035 @R : ok K. =i AR
e B ZYUFVF HTLV-FE G XRES O BUR R & [ 15 K -85 78 - Hlisknh s |

e ERMAZ 8% - AL D723 DR E IR L Z DIF YR DR

e =X EYU7F HAMZS N O BH LY AR IC K 32 gl ik Rl L O
A ERAY RIRBEREDOBILL BHEH AT 4> DBGT

ISP =R EWZYS  HAHILV- IR RORAL YA TEILL:
BA ERAY TV A%

AR, B mrAz HTLV-13% ) 7 iEpE st S BRI B O RS 381 B 5 B 1F 52

=l Al smxy HTLV- 1K P RE e D W 17 & B A5 35 - g s il oD 46 Dk

s, it - HTLV-1B4iy H o> SRS 7 BT Rl &

LK fG—BA meaxy ATLHIY 7075 32 71 £ BARHIREE OIS

[{AE8---557]

Session Il 10:40-11:55 @& B

PN Iy ERATWH@ﬁEImIﬁ/')‘//\OEKijT5
BE S saERAT T R RS P ASIEMIRREE LB T

K E  IBER Esrmnmmoeer SERAEYL T I RS 3K IR BTHTLY- 1 5t sk 35350 B SE 0 e

n < mopremmamm HTLY- LRS- BRI 7=
M B EERERRR byl ic ADMI-CAR-THIIISE NS 2 1%
{%ﬁ ﬁﬂﬂ E TR iPSHIHIEHICADM1-CAR-THINIIC X2 ATLIGEHEEBATEIC

B B
s s 57 ) P SRR L= HTLY - DRSS O IETE R B 0>
W 5 s ) B OOREHEY) 2.7 P17 0 ) % 2 DS S RS R
[BR-65%]
Session Il 13:00-12:
TB F0& =wxz ATLBBERR BRI RE L . MBIEBEREN DB
"S’L@&wmﬁ"ﬁmﬁﬁw{% TAIAY /) 7 RO W% FHEL2=HTLY- 14 )L X BERBHR
o e i o A gxHL: = ik
e KE BT NI giacyy 5 kot ir: S ki IS BTV 1536
G g BE B PIOAMFR 77V TRNTHIRSE) M L
s S s BT AR A E RSN T,
SR RURBUBRHRESE WE 5 e HTLV-1 B T L ) 57—t TN 4 L7
+ U P HEROZ EBHOREICRIT BHR SEQE WK T —2 94 TV 2
| @EtEA®

‘ B4 SES WA RRRERRES EiE B3 ik 2y BRI ZEC K SHTLY -1 BEYYE D A 2 & 4w B2 A ]

. HAMBSUICEREEDBELI R NI L 2R

}I " BRUBBHEEEDRILES IS RS 1Y DET 14:15-14:30 [@aH® 155

4 ) . (FREFLHER)

AMED $i8: BRSREICH T D EHNERRSMRMEHR B

HTLV- 1K R DB R E & R E A HI DR e prots . . : .
- FRRE =B L R gH (EIUTVIERAY IREBNELE)

g ERsE A GAHTLV-124 Tel:044-977-8111(Ri#R4106) BFEF/EMailketsuekinaika-003@marianna-u.ac.jp



20254F3 A 26 H
EN R bR B

BRI T 7R
FIRMIRMAIRE W 4 7R
K4 doil e

ROWE DTN 6 FEEATH IR E OFEMRITIIT 5, MR A R L ORISR O F B
WTIEBL T D &Y TT,
1. WrgtddEd EHATERBBURIIE R
2. WS4 HAM 72 6 NHERIEBROBEEZ LU 2 b U IC &k 22 00EHE R B L O ks RE 0t & 2
A KT A4 DKET
3. WEEA (PBUEHE - W4) BEE - EEEER
(K4 -7V HF) LB K-~/ ATt
4. fHERFA ORI

ERLTHENH DLHEDHTLA (%)
2% 24 M D A 1
REAE ox
H il AL A U REE :
2
N&EXGEE T D AMBY: - EERMEIZET DM = . - ALK .
BRFRSE (x3) B )7 U ERRE
BRI SR ZEIC B9 2 F 6t O [ | O O
JEA T BB OFTE T 2 ESEN BT 2 B R 0 - 0 0
FEOEMICEET B HEATEE
Zofh, U T HMEREHNHIVUIFTAT L L
(58D LFR - ) O | O 0

(K1) MEHFFEE DS Y 5% SE 2 FEii 9 DI Y 72 0 ST R E MEREHC BT 2 M ZE R OFEENFEA TV DL G, HFEEFR] ITF =y
7 L LIZEFOFEENT T LT ARWEAIR, TREE FzvrT52L,

T O (Rt 9H)

(%2) REBIHEIEL, TOHBREZRETHZ &,
(3%3) BEILRID [ BT 2 MELFREE) . THRRAFZEICBI I D mBEiESE). e N & B TARITIFZEICBE 3 2 MmEBRFR et . T A& %14
LT EERFEICEET D mEREREE) ICHEHLT DG, UHHEAICRAT D Z L,

5. BAGESE ONIEEINIRT 2 RIEAT R/ ~DX I DN T

WFFE MR BLBE OS2 RIR DL ik B CREGE O

6. FIESFAR D B

UIFTEHEBIICR T A CO 1 OFHICEATI2HMEDRE | A B T OUEDEAITZOAE:

MEFEREBEICR T A CO I ZEARBE DA A B OUEOSASITEemM
W% D CO TIZDWT DML « BAEDL AR OB OUEDOEAIEZEOHE:
WHFIEIAR D CO TIZHOWTDIRE - BHOAE A O £ B BORAITEONE

(BEFH) L7220 F=vr7E%ANDIE,
< PR OFTE T B OR IR 5 2 &



SF 7% 5H 9H
FENTRIEEIFRR R B

PEBAA R
FrBrEtkBR W 4 EFHERE
K 4 e &

R OREE OFN 6 4 AT BB AR E OB II1T 5 | B AR UL ORISR O F BT DU
T TFDO LB TT,

1. WHsEsEs BB PR BRI 02 3

HAM 7¢ 5 KB BROBRE L U A N U IC L A s L O
2. WFEEREA THFRESEE DR L E A BT A L DET

3. WhgeEd (PUREE - b)) REPGEE TR - Bz

(B4 - 7V 0F) iy R T Y~ ETF
4. B ORI

TR CTEEDR D DHLEDHFEA (%)
3% M D A 4
REA o
FET - EAL I A LR :
2
NEXGE T HAMBY: - EERMEIZET DM
O [ ] O O
PRFREE Cx3)
AL TR SRR ICIC B3 2 Fadt O [ ] O O
JEA T8 O E 3 5 EREEIC BT 2 B R O -
LEOFERIZRT D EEAFE
ZTOM, FET HMmEREHILIVETEATLI L
(F5EFDOLFR - ) | | O 0

(1) HREMFIeFE A LRI A T D102 72 0 BT T R E MBS BT 2 M EBROFENFE AL TV IHEIE, [FEEKA) LT =y
7 L LIEEMOFENE T LTORWESIE, [REE) TF=v s 7528,

Z Ofty (Rt 9H)

(%2) REEICHAT., TOBAZEHTIZ L.
(3%3) BEILRTO TR 5 MELEet ). THEMICICET 2 MEYES). Tt N7 & - S TR B S B st . TAZ %
LT BEFRRMIRICET A MEYEE) ICHEILT A4, YUEBICEATAZ L,

5. EAEIHE B OBFIEEENC BT 2 R IEAT 2R ~D XD T

W BLECH O 2Rk 3 BE s An

6. FIZSFE D& BE

W BITA2CO I OFBICETAREDKRE | A B T DEDEAITZOMEA:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFE M-
WHFSEICA% D C O 1IZDWT O « Ba D A B E O EOEEET O
UHFFEICERD C O TIZOWTORE - HHOH I A O B EOBAEZONE

(WEFH) -FU9208Fzvr7E2ANDTL,
 STANPSEE OFTE T DB OR bIEK T 5 Z &,



Sf 7T % 5 H 14 H
E SRR R A B R B

PB4 HARZETE
FrBbFEtkBR W 4 ETEE
K 4 _ &K T @ {E

R OREE OFN 6 4 AT BB AR E OB II1T 5 | B AR UL ORISR O F BT DU
T TFDO LB TT,

1. WHoEsEs BB PR BRI 02 3

HAM 72 & ONCBURR B O B L U % 1 ) 12 & 5 Rl il s & O
2. BRAMAS _ BHSREORIL S DR A 1T A L OUGET

3. WhgeEs  (PUREE - s oA - HEEER

(B4 - 7 U HTF) J& @k - T ==ab
4. B ORI

TR CTEEDR D DHLEDHFEA (%)
3% M D A 4
REA o
FET - EAL I A LR :
2
NEXGE T DAMBY: - EERURIZET DM N
[ | O [ ] H AR K 2 [ 25 B B AR A R e O
PRFREE Ox3)
TR T IR SR ICIZ BT 2 a8t O | O O
JEA T8 O E 3 5 EREEIC BT 2 B R O -
LEOFERIZRT D EEAFE
ZTOM, FET HMmEREHILIVETEATLI L
(F5EFDOLFR - ) | | O 0

(1) MEEMTZeE DN M EGT28 & FEM 51220 72 0 WP N X EEEHI BT 2 MEEE S OFENFHA TV EEAIT, HEKA) ITF =y
7 L—##E L IIEMOFEENTZT LTOARWEAIT., [REE) F=vrT52L,

Z Ofty (Rt 9H)

(%2) REEICHAT., TOBAZEHTIZ L.
(3%3) BEILRTO THZAHFZEIC B+ 5 MEEEt . THEMZCICET A2 MEYESt). Tt N7 A - S TR B S MmEfe st . TAZ /%
& T BERRMIRICET A MEES) ICHEILT A, YUEBICREATAZ L,

5. BATE S OMTEEENCE T 2 N EATR DO IEIZ DN T

e BLECE O 52 7RI i B RZGE O

6. FIZSFE DEBE

W BITA2CO I OFBICETAREDKRE | A B T DEDEAITZOMER:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFE M-
WIFSEIC% 5 C O 1IZDWT O - BA D I A B E O EOEEETORE:
UHFIEICER D CO TITOWT DFFH « FELOA I O % B (HOHARIFTONE :

(BEFH) U920 Fzvr7x2ANDT L,
- P HEBEE OFTR T DO R bIEKT 5 Z L,



ST 4H 10
E AR ERER LR

BSRAA  ENTRFIE ATUN KR
FURFIEME W 4 RE
K 4 4t e

ROWEE O 6 4 JEA T B R AT IEE OFHAENTIEIC 31T 5 | M BER AR UL ORGSO BIZ DU
TIFUTDEEBY TY,
1. Wifedeses AV B BORMITE S

2. MRS HAM 722 5 NI BOBE VU A b U I K 2 2RGEEE KT d L Ok RE D ik & 220
A BT A > DYWET

3. WhEE4  (PUREE - &) EZENPTERE - Bd%

(K4 -7V IF) BEE o - AV Y=

4. fERAEORI

ERETHUENH DLEEDHTLA (%)
FALLROLE.
KRR x
B A P A LR :
2
NEXGE T HAMBY: - EERURIZET DM )
[ ] O [ | JtiiNea O
BFEET oxa)
TR T IR SRR ICIZ BT 2Rt O | O O
JEA T8 O E 3 5 EREEIC BT 2 B R 0 - O .
LEOFERIZRT D EEAFE
ZTOM, FZET HMmEEHILIVUTTEATL L
(58D LFR - ) | | O 0

(K1) HREMFIEFE A YR ICA T DI 72 0 T T R E MBS BT 2 M E B R OFENF AL TV IHEIE, [HFEFA KTy
7 L—#E LIFEBOFENET LTORWEEE, [REE] KF=vr 3252 &,

ZOft (Rt )

(%2) REEICHAIT., TOBAZEEHTLIZ L.
(3%3) BEILRT [P BE 5 MERFE S . THRIRBFIRICEI T 2 MEESt). Tt M2 & - @G FRRITIFSEIC B3 D mBRERSE . [ A& x4
& B EERMIIC T B MBS ) (ST A, YUHEAICREAT DS Z b,

5. BATE S OMTEEENCE T 2 N EATR ORI DN T

Wi BB O 52 78R i B ORZEE O

6. FIZSFE DEBE

LSRRI BT D2 CO 1 OFHICHTAHEDOKRE | A B OEoBAITZT0Hh:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFE M-
YHFFEIAR D CO LIZHOWTOHE « FHOFE AH R OE OEORSITEOMH:
UHFIEICER D CO IOV T DOFRE « FHLOA M A O % B HOBRARTONE !

(BEFH) U920 Fzvr7x2ANDT L,
- P HEBEE OFTR T DO R bIEKT 5 Z &,



ENLOREERF R B

IROWEE DFN 6 4B A TR 5e 8

TIEUTDEEBY TY,

1. WRoEEsEs RV REORIT e g3

FrBMFERBIR e 4 K
K 4 _EXK B

SM7TH#E3H13H

BB ENREEAER

5

&

FHAATIEIC I U 5 | B AR M ORI AR P S O BRSSO

2. MFFEERE4 HAM 726 NZEBRERDEBEEZEL VARV IZKD

2 PCEE IR 3 K OHARMERE D iRk &

PIENA R T4 DUGET

3. WrgeE4 (BLEEE - Bkd) KREPERZRTTER - Hd%

(K4 -7V HAF) HR EE-TAX ~Hv

4. fWEREORI

D ERRTEZUNRH DLGEDHTLA (%1

H fii3 SRR - A7 HEE KRR (x%2)
NEXISR LT D 4AEmBNF - BRI T 5 e o ‘

[ ] O [ ] TR O
FEEE ox3)
En IR RS RE RS I B3 D R 6t O [ | O O
JEA AR OFTE 3 2 E R T 2 B R N m N 0
EXOESy Y- % Ni=F 1y
Fofth, 4T HmEEHNONITTHAT DL &
(55t 4 T - y | 2 = -

(%1) HREWFIEE M UREATIC & EMT 510872 0 T T NS MEEEHI T 2 M EEROFEENFATHLIHEE, FEEFA KTF=y
7 L= LIFEBOFENTET LTORWEEE, [REE] KF=vr 3252 &,

Z Ot (Rt )

(%2) RFEEICHEIT, TOBBZERT L,

(3%3) BEILATO TEEAHFIEICEES 2 fMBlfaet . TERRITIEICEE D MBlfadt). Tk b7/ A - @I FRATHIEICBE I D fMmBlfadt . T A& %S
R LT DIEFRUITEICH T 2 MmBEE) (TR 2 581%, UHHICREAT D 2 &,

5. JEATHE) B OMIEEEINZEB T A R ETA~DORIRIZOWNT

WHEfBEEE OS5k Z# M K=z O
6. FISFER DOE B
LWFITARRICRBIT 2 CO 1 OFBUCETAHEORE | A B O (E0HAITZOHE:

WMEFRREBIC R IT 5 CO [ ZESRE DA E

el |

M O (MEDIBAIT LSRR

WHFIEIARD CO TIZHOWTDHRE - FHEOHE

Al

M [ (EDBAITZF DI :

YRR D CO TIZOWTORE - HHOA4HE

Al

M O (AEOBAIEEONE  HEEMOBRORE SR LT,

(BEFH) -BEA72008F=vr7Z2ANDI L,

< STRNPEE OFTIE T DB OR bIEK T 5 Z &,




ENLAREERF AR B

FTB I FErR B =

SM7TH3H31H

B4 [T R R

W n Tk

K 4 &K% &

WROBEDOFF 6 FREIEATHEB A OMAENTIEICI T 5 | MBI AR ORGSR OB LIS

SWTIHLLFD EBY T,

1. WRoEssEs  EHBMER B BORN e

2. WFoERES HAM 72 & ONHERIRAOBE LU A kU IZ K 2 2R RT] S L OHERE D ik & 2

WA B A > DUET

3. WhEE4 (FUREE - BA) KRZPFEEHEKPRE

BFSCR) - ek

(K& - ZUHTH) JIIE #i- OB T
4. fWEREORI
ERLTHENH DB DHTLA (%)
FALLROLE.
KRR x
I A A L 7oA :
2
NEXGE T HAMBY: - EERURIZET DM i
[ ] O | R R O
BFEET oxa)
BETIRREERVIZEICEE T 28t O [ | O O
JEA T8 OFTE T 2 SR BT 2 B IR 0 - . 0
SO EHIZ BT % ARG
ZTOM, FZET HMmEREHILIVTTEATLI L
(Pt D4 Fr ) O | O 0

(%1) HRENFIEE M UREAIC & FEMT 510872 0 T T N EMEEEHI T 2 M EEROFEENFA TV LIHEIE, FEEFA KTF=y

7 L34 L IEEROFENET LTOARWESIE, REE] ILF=v 7 T2,

Z Ot (Rt )

(%2) RFEEICHEIT, TOBBZEERT L,
(3%3) BRI TEEFZEIc B 2 MBkFE St . TERRIFZECBE 3 2 MBldast) . T b7 & - BUS TR FEIC B3 2 i PR St . T A& %5
LT DIEFRIEIC BT 2 fMBEEH ) ([T 2581, UEHEAICEAT D Z L,

5. JBATIE S OMFEEENCE T D5 RIEATRH DI OV T

e BLCE O 5% R Zi B REE O

6. FILSHES O BR

BRI T 5 CO 1 OFBICHTL2HEDORE | A B DUEOREITTOMmNE:
UHFEHRIC BT 5 CO 1 ZERRE DA MK A B O UROGE I EE -
WHFSEIZAR D C O TIZOWT OB - FhE DA ME A W& OUEOEHAIXE DRH:
WIFZEIAR D C O TIZHOWTOIRY « A DA A 0O & B HOBAEZONE :

(BEFH) U920 Fzvr7x2ANDT L,
- SRR OFTR T 2O R IEKT5 2 &,




afm 7 4 5 H 12 A
ENZOREE AR B

BBAY  ESDREREE K B v 2 —
FrBbrsEtkBR W 4 Bk
K 4 KREF B
R OREE OFN 6 4 AT BB AR E OB RI1T 5 | B AR UL ORISR O F BT DU
T T EEY TT,
1. WHsEsEs BB PR BRI 02 3

HAM 72 & NI O B4 L U2 b Y12k B R S L O
2. BIEHREL _ ANBUIEOMILL DR A KT A 2 DUGT

3. WhgeEd (PUREE - b))  BRATEE - BIEERITZERH R

(B4 - 7V HF) HBR ER-=2PY roy
4. B ORI

TR CTEEDR D DHLEDHFEA (%)
3% M D A 4
REA o
FET - EAL I A LR :
2
NEXGE T HAMBY: - EERMEIZET DM i
@a & 4z <) 7 o ERKRE O
PRFREE Cx3)
AL TR SRR ICIC B3 2 Fadt O vl O O
JEA T8 OFTE 3 5 EREEIC BT 2 B R O z
LEOFERIZRT D EEAFE
ZTOM, FET HMmEREHILIVETEATLI L
(F5EFDOLFR - ) O vl O 0

(1) HREMFIeFE A YR ICA T DI 72 0 BT T R E MBS BT 2 M E B R OFENF AL TV IHEIE, [FEEKA) 1T =y
7 L8 LIEBMOFENE T LTORWESIE, [REE) F=v s 7528,

Z Ofty (Rt 9H)

(%2) REEICHAIT., TOBAZEEHTLIZ L.
(3%3) BEILRTO THEHFZEIC B 5 MEEEt ). THEMICICET A2 MBEYES). Tt N7 & - S TR I B D MmEfe st . TAZ %
& T BEFRRMIRICET A MEYES) ICHEILT A AT, YUEBICEATAZ L,

5. EAEIHE B OBFIEEENC BT D RIEAT 2R~ DX IO T

WFFEfRBLBE ORI i B KRz O

6. FIEEFHR DB P

W BITA2CO I DFBICETAREDKRE | A 4 M OEDEAITZOMER:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE H A I OUEOSESIIETesY:
WHFSEICA% D C O 1IZDWT O « Ba D A2 O EogEEE 0k
WHFSEICA% D C O 1IZDWT O « SH A7 it H O | EHORRFEONE

(WEFH) -FU9208Fzvr72ANDT L,
 STANPSEE OFTE T DB OR bIEK T 5 Z &,



ENLOREERF iR B

S 742 A27TH

HPES SO ACIE R RS
TEATEE W 4 YR

K

O VNI

WROBEE DO 6 4 LEIZA T RN e R O AT IEIT I 5 | B AR OFIFRAR RS O BRIZ DU

TIHEUTFO LB TT,
1. WHEses _ EHBYER BRI RS

W

2. Wrze

g

7N HAM 72 b NG RE O BE L PR b I K 5 R il ds J O IERE D ik & 2RV A T A DEGET

3. WoeEs (PUBRERE - M4) KPPl 2OtIes) - HEEd%

(K4 -7V 0F) 53 @t A Zhv

4. fREBAE ORI

AN LAkEE FEFRTHANR S DHE DI (%)
ZE FRA 1K A HA LTRSS REE (x2)

NZEFG & DA mPHFE - R RMIEIC BT % fin s O . UMK KRR - B2 .
B8 cx3) OEHHRFER EoMBEAS
AR T IR IR R TR B 3 A 156 0O [ | O O
JEAE S8 OFTE 3 5 SR 31T 2 B R 0 - 0 .
FEOFERMITBIT DA
Z oM, FETHMEEHAHIETRATEZ L

GEEF D4 T y | 2 - =

(3%1) YHHIZEE D GG 4 i DI M 72 0 ST N X G BESHC BT A B E B2 OFEE N EA TV A BEIL. THEEA I[TF =y
7 L LIZEBFOFEENT T LT ARWEAIR, TREE) FovrT528,

T Ol (FFRCHHH)

(%2) REEIHEIEL, TOHBREZRLETHZ &,

(%3) BEILRTD TEEAATZEI B 2 B et . TRRDIZEIC BT D fMEfadt) . Te 7 o - BB TIRATOIEIC B9 2 fBladt ). T A& %)
B LT DIEFRIEICEHT 2 MRS (TR 2 581E, UEHEEICEAT D Z L,

5. JEATEE OMEIEENC BT B R EITES DRIV T

WRICAmER S O ki = W *ZE O
6. FILSFAR DE B
LSRRI BT D2 CO 1 OFBICHTA2HMEDOKE | A B OEoBAITZT0Hh:

YHFRHEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFEeHM:
YHFFEIAR D CO LIZHOWTOHE - FHROHFE AH RO OECRAITEDIH:
VIR D CO LIZHOWTOIRE - FHOAE FH O & B BOBAEZEONE :

(

BY
il

) YT 0Ty s EAND T L,

JE

< PR OFTE T B OR IR 5 2 &




ESLORBEER P AR R

ST 4 A30H

FER4 ST AR Bk
TRHEHERE B 4 ¥R

K 4 HFE =i

ROWEE OFFN 6 4 FZJRA T BR AT IEE OFHANTIEIC 31T 2 | i BRER AR UL ORI AAR S 5 DA B IT DU

TIFLUTDEEBY TY,
1. WL HER PR B BORIT e g2

HAM 72 & NSRRI B O BT LU A b VI K 2 R L O

2. WHIEERES FHARBERE DRI &L IR A BT A ~ DUET

3. WtgeE4  (FUREE - BA) PINPTZEER ST B b L R DAV RR - HR

(K4 -7V 0F) AREEEZ-I7HRY Vavd

4. fEFA ORI

FERLTHADD D%a DHFLA 1)

R %

£ IE A R A U7 B }
NESTB LT BAEMEBE - SRR T 2

0 m O O
HFEEE x3)
B TIRIR SRR IR B9 2 e ét O [ ] O O
JEAETHBE OFTE T 5 Rl ks 1T S B SRR O -
52D I (2 BE T B HAfEE
O, %M T RIS HIUTIEATS - b

GEE DT - y | 0o . = =

(%1) YFEHIIER DS YT 4 F M+ 51 Y 72 0 ST N S MR T 2 B EE R OBEBENF A TV EEAIL, FEEFA ICF =y
7 L—HELIZETOHFEENT T LT ARWESIE, TRER] KFzv s 3528,

Z Ot (FrRc5H)

(%2) REEIEGAIL, TOHEMEERHTH L,

(3%3) BELLAGD EAOIFEIC B 2 MERHE ST, TERRATZEIC BT D MEdRE) . Te 7 & - BB FENTATZEIC BT 2 M Bida 8t . TA 234
LT DEARUIZEICE T D B R (SR 2 SeE. UREBICRAT D Z &,

5. BTGB B OWFIEEENI 31T 2 RIEAT 2~ DXHEIZ DN T

B FEM A S O kL Zik @ RZEH O
6. FIIRFH DOEEE
LHFEAEBIC BT 2 CO 1 OF BT 2 MEDORE | A B 8 DWoSAIcomn:

UIFICHEBIIC 1T A CO I ZEARBOL IE H R E O EOSAIIE Y
WD CO [ IOV TOHLE « B DG M A B E OGEOSRAIEZ 0N :
YHFIEIR D CO TIZHOWTOFRE - BHOAE F O & B (BoSSIEF0oNE

(BEFH) #4720 F=vr7E8 AL L,

< PRBITEE OFTE T OO bIEK T 2 &,




Sf7#£5H12H
FE R ERER PR B

R4 ISR A B
FRIFEE W 4 FE
K4

R OREE OFN 6 4 AT BB AR E OB II1T 5 | B AR UL ORISR O F BT DU
T TFDO LB TT,

1. WHoEsEs BB PR BRI 02 3

HAM 72 & ONCBURR B O B L U % 1 ) 12 & 5 Rl il s & O
2. BRAMAS _ BHSREORIL S DR A 1T A L OUGET

3. WhgeEd (PUREE - b))  “PIHTIERCEE A E AR - KBS

il

S

s

(K& -7V 0F) Wil #E-~YVvT AP
4. B ORI

TR CTEEDR D DHLEDHFEA (%)
3% M D A 4
REA o
FET - EAL I A LR :
2
NEXGE T DAMBY: - EERURIZET DM .
[ | O [ ] JE IR B R O
PRFREE Ox3)
TR T IR SR ICIZ BT 2 a8t O | O O
JEA T8 O E 3 5 EREEIC BT 2 B R O -
LEOFERIZRT D EEAFE
ZTOM, FET HMmEREHILIVETEATLI L
(F5EFDOLFR - ) | | O 0

(1) MEEMTZeE DN M EGT28 & FEM 51220 72 0 WP N X EEEHI BT 2 MEEE S OFENFHA TV EEAIT, HEKA) ITF =y
7 L—## L IZEMOFEENT T LTWARWESIE, TREE) Fzvrd52 L,

Z Ofty (Rt 9H)

(%2) REEICHAT., TOBAZEHTIZ L.
(3%3) BEILRTO THZAHFZEIC B+ 5 MEEEt . THEMZCICET A2 MEYESt). Tt N7 A - S TR B S MmEfe st . TAZ /%
& T BERRMIRICET A MEES) ICHEILT A, YUEBICREATAZ L,

5. BATE S OMTEEENCE T 2 N EATR DO IEIZ DN T

e BLECE O 52 7RI i B RZGE O

6. FIZSFE DEBE

W BITA2CO I OFBICETAREDKRE | A B T DEDEAITZOMER:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFE M-
WIFSEIC% 5 C O 1IZDWT O - BA D I A B E O EOEEETORE:
UHFIEICER D CO TITOWT DFFH « FELOA I O % B (HOHARIFTONE :

(BEFH) U920 Fzvr7x2ANDT L,
- P HEBEE OFTR T DO R bIEKT 5 Z L,



SMTHEA4HTH
ENRIEERB R B

HRIA  [EIST R B A
FEHIEREE T & PR
K4 kE R

ROWEE OFN 6 4 IEA TR AITTEE OFENTIEIZ 31T 5 | MELR AR DL OFIZRAH SCE D& BIZ DU
TFEUTDEEBY TY,
1. Wiy R PP BRI e

HAM 72 & ONZHERRRE B O BT LU A b VI X 2@ s L Ot
2. WroEiRE4 FRFRMERE DRI L 2 A BT A ~ DWET

3. WHgeE4  (PUEEE - Wkd) R - GEAT

(K& -7V H4F) w2 jfi-~r4 FEren
4. fEEA ORI

5% 24 M oD A 4 ERLTHYENRH DA DHFEA (%)
Bl AT A AT LR REE %2

NERG L T D AMEHE - [EE R R BT 5 M B

O [ | O O
Bt cx3)
TSI EERARSCIC B3 2 E O [ ] O O
JEAEGHEE OFTE 5 Ehiidg BT B B ER . - 0 0
L0 IR D EARFEE
Zofth, U THMBYEH A HNTTEAT L L
(88t DLW - ) O | O 0

(1) MFEWFZeE I S5 & EM T 51220 72 0 AT XX EIEEHI BT 2 B R E S OFENFHATHEHAIE, THEKA ITF =y
7 L—EE L IZBEOBEENTZT LTWRWEAIE, [RER] KF=v T35 L,

Z Ot (FrRc9HH)

(%2) REEHEIF, TORMEZTHTD L,
(%3) FEILHID TEEERFZEIC B 2 fMmEEEr) . TRRDIZEIC T o mEkfaet) . Te 7 o« BB FIRTIIZEIC B9 D fElfadt . TAZ %)
L LT HEFRUIEICHET 2 MEEE) ([T 2 581%, MEHEBICEAT S Z L,

5. JEATHE Y OWFEREN 1T D AR IEAT 2~ DX SO T

TR IR D AR S IE——

6. FIZSFAS D& EE

YWFFEERAICRS T 2 CO T OFBICHTIBEDORE | A B 1 O (EOHEITZOMEA:

WIFFEEEIICBIT A CO 1 ZESHREOHE A W W OO ITRFEEM
BIFRIZR D CO TIZODWWTOHE - FhEOAH K A R OECEAITEDHRH:
WHFZRIZA% D C O 1T IZ DWW T DI5E « DA I A O % B (BRI ZTONE

(BEFH) AT 200F=v275ANDT L,
- RN OFTE T 2B OR bIER T 2 2 &




202543 A 26 H
ENL IR bR B

BRI T~ 7R
FRMIRMAIR W 4 7R
K4 doil e

ROFRE DT 6 R A THEF P E OB 1T 2 Bk AR DL ORI R O E LI D
WTIHML T LB TF,
1. WigtdEd  EHATERBBURIIE R
2. WS4 HAM 72 6 NEBIEBROBEEZ LU 2 b U IC &k 22 00EHE R B L Ok RE 0t & 2
A KT A4 DKET
3. WEEA (PBUEHE - W4) BEE - B
(K4 -7V H0F) BH f(LF-F 0% F7¥ao
4. fREEA ORI

ERLTHENH DLHEDHTLA (%)
2% 24 M D A 1
REAE ox
H il AL A U REE :
2
N&EXGEE T D AMBY: - EERMEIZET DM = . - ALK .
BRFRSE (x3) B )7 U ERRE
BRI SR ZEIC B9 2 F 6t O [ | O O
JEA T BB OFTE T 2 ESEN BT 2 B R 0 - 0 0
FEOEMICEET B HEATEE
Zofh, U T HMEREHNHIVUIFTAT L L
(58D LFR - ) O | O 0

(K1) MEEHFFEE DS Y5EASE 2 FEhi 9 D12 Y 72 0 ST R E BRI 2 M ZE R OFEENFEA TV ILHEEIE, HFEEFER] TF =y
7 L LIZEFOFEENT T LT ARWEAIR, TREE FzvrT52L,

T O (Rt HH)

(%2) REBIHEIEL, TOHBREZRETHZ &,
(3%3) BEILFID [ BIT 2 MELFREE) . THRRAFZEICBI T D mBEiESt). e N7 & B TERITIFZEICBE 3 2 mEBRFR St . T A& %14
LT EERFEICEET D mEREREE) ICHEHLT DG, UHHEAICRAT D Z L,

5. BAGESE ONIEEINII T 2 RIEATRH~DX I DN T

WFFE MR BLBE OS2 RIR DL ik B CREGE O

6. FIESFAR D B

UIFTEHEBIICR T A CO 1 OFHICEATI2HMEDRE | A B T OUEDEAITZOAE:

MEFEREBEICR T A CO I ZEARBE DA A B E OUEOSEASITEmM
W% D CO TIZDWT DML « BAEDL AR OB OUEDOEAIEZEOHE:
WHFIEIAR D CO TIZHOWTDIRE - BHOAE A O £ B BORAITEONE

(BEFH) L7220 F=vr7E%ANDIE,
< PR OFTE T B OR IR 5 2 &



20254F3 A 26 H
EN R bR B

BRI T 7R
FIRMIRMAIRE W 4 7R
K4 doil e

ROWE DTN 6 FEEATH IR E OFEMRITIIT 5, MR A R L ORISR O F B
WTIEBL T D &Y TT,
1. WrgtddEd EHATERBBURIIE R
2. WS4 HAM 72 6 NHERIEBROBEEZ LU 2 b U IC &k 22 00EHE R B L O ks RE 0t & 2
A KT A4 DKET
3. WEE4A (PFBEHE - W4) EPOER - R
(K4 -7V FHF) Wil @#—H-2F~ FroA4Fay
4. fHERFA ORI

ERLTHENH DLHEDHTLA (%)
2% 24 M D A 1
REAE ox
H il AL A U REE :
2
N&EXGEE T D AMBY: - EERMEIZET DM = . - ALK .
BRFRSE (x3) B )7 U ERRE
BRI SR ZEIC B9 2 F 6t O [ | O O
JEA T BB OFTE T 2 ESEN BT 2 B R 0 - 0 0
FEOEMICEET B HEATEE
Zofh, U T HMEREHNHIVUIFTAT L L
(58D LFR - ) O | O 0

(K1) MEHFFEE DS Y 5% SE 2 FEii 9 DI Y 72 0 ST R E MEREHC BT 2 M ZE R OFEENFEA TV DL G, HFEEFR] ITF =y
7 L LIZEFOFEENT T LT ARWEAIR, TREE FzvrT52L,

T O (Rt 9H)

(%2) REBIHEIEL, TOHBREZRETHZ &,
(3%3) BEILRID [ BT 2 MELFREE) . THRRAFZEICBI I D mBEiESE). e N & B TARITIFZEICBE 3 2 MmEBRFR et . T A& %14
LT EERFEICEET D mEREREE) ICHEHLT DG, UHHEAICRAT D Z L,

5. BAGESE ONIEEINIRT 2 RIEAT R/ ~DX I DN T

WFFE MR BLBE OS2 RIR DL ik B CREGE O

6. FIESFAR D B

UIFTEHEBIICR T A CO 1 OFHICEATI2HMEDRE | A B T OUEDEAITZOAE:

MEFEREBEICR T A CO I ZEARBE DA A B E OUEOSEASITEmM
W% D CO TIZDWT DML « BAEDL AR OB OUEDOEAIEZEOHE:
WHFIEIAR D CO TIZHOWTDIRE - BHOAE A O £ B BORAITEONE

(BEFH) L7220 F=vr7E%ANDIE,
< PR OFTE T B OR IR 5 2 &



AR R R e R

SMT7THE1H24H

AEE2 ENZRFIENF IR R T
PR E T 4 HERE
K 4 KT R
W OREE DS FN 6 4 JE A 5B B 22 B O AR 81T 5. PR AT RIS ORI A8 HFH [ ZE DB BRIZ DU T
AT ERBY T,
1. WFEFZEA HEBYER BBORMF St 2E
2. Wt 4 HAM 7226 NZEREROBEE LU X MU K A2 EE AT L OSER e okl & 2
HA RI7A L DkET
3. MES  (PUEREE - 4 KREREwRFER AR - GEAh
(K& -7V 0)) WBE - hEAd4 avva
4. fREBEORN
ERLTHY DD DA DHFEA (%)
3% MDA
R Ox
R FTEE I AT U7 H e :
2
NzExtge b3 5 EMaEF « EFREICBET 5
O [ ] O O
PRIREE (x3)
R T IRFERARIZCIC BT 2 it O [ | O O
GBS OFTE 3 2 EMAEERIC 31T 2 B KR 0 - 0 0
%@%ﬁ’%#é%ﬁ%ﬁ
oM, LT HMEEHALERAT L L
(55t 47 - y | 2 ® - -
(K1) YR A Y350 & FEHE9 512 5 72 0 30T R X HEHEEHC BT 2 HBEE B R OBEANEA TV A HAE, [HEKR) CF =y 7 L—
WL ITEMOBENTZET LTWARWEAIL, TRER] ICFzv s T52 8,
Z O (Rt FIR)
(%2) REEICHEAIT, ToORMEIHT L L,
(3%3) %EWWTF%Mn CEAT B fERESt) . TEEIRBFZEICEET A MEIREE. (& N2 A - BB TRNTIIZCIC B3 2 msifast) . TAZ gL+
B EFRHIZC T D MBS (CHELT 2 5AE. URERAICEAT D I &,
5. Eéﬁﬁﬁﬁ@ﬁﬁﬁﬁmﬁﬁéﬁEﬁ%«®ﬁm_wa
FEMMEEEE O Z ki =i i K= O
6. FISFHR D& B
YHFIEARICRBIT 2 CO 1 OFBICET LM EORE | A B B OE0RAITF0HN: )
MEFEREBIICR 1T A CO [ ZEARBE DA H RO OEoBRAIIEELER: )
WHFFEICAR D CO TIZOWTDHRE - FhOHHE A B E JWEORGITFOHN: )
WIFFRIZARD CO 112N T O « B4 H O W B HOREAZEONE )

(BEFH) AT 200F=v 275 ANDT L,

- HANIEE OFTE T 2B OR bIER T 5 2

&




SF0 T 3H 31H
E SRR R A B R B

BBAY  ESCR BT
FrBbrsEtkBR W 4 Bk
K 4 HE ZF

R OREE OFN 6 4 AT BB AR E OB II1T 5 | B AR UL ORISR O F BT DU
T TFDO LB TT,

1. WHoEsEs BB PR BRI 02 3

HAM 72 & ONCBURR B O B L U % 1 ) 12 & 5 Rl il s & O
2. BRAMAS _ BHSREORIL S DR A 1T A L OUGET

3. WhgeEs (PUREE - d) RN - Bek

(B4 -7V 0F) Ws F--FHhT~ Zhv
4. fWEEAORN

TR CTEEDR D DHLEDHFEA (%)
3% M D A 4
REA o
FET - EAL I A LR :
2
NEXGE T DAMBY: - EERURIZET DM . . - E IR BERE BT R T - mURR -
HFEEE xa) o,
TR T IR SR ICIZ BT 2 a8t O | O O
JEA T8 O E 3 5 EREEIC BT 2 B R O -
LEOFERIZRT D EEAFE
ZTOM, FET HMmEREHILIVETEATLI L
(F5EFDOLFR - ) | | O 0

(1) MEEMTZeE DN M EGT28 & FEM 51220 72 0 WP N X EEEHI BT 2 MEEE S OFENFHA TV EEAIT, HEKA) ITF =y
7 L—## L IZEMOFEENT T LTWARWESIE, TREE) Fzvrd52 L,

Z Ofty (Rt 9H)

(%2) REEICHAT., TOBAZEHTIZ L.
(3%3) BEILRTO THZAHFZEIC B+ 5 MEEEt . THEMZCICET A2 MEYESt). Tt N7 A - S TR B S MmEfe st . TAZ /%
& T BERRMIRICET A MEES) ICHEILT A, YUEBICREATAZ L,

5. BATE S OMTEEENCE T 2 N EATR DO IEIZ DN T

e BLECE O 52 7RI i B RZGE O

6. FIZSFE DEBE

W BITA2CO I OFBICETAREDKRE | A B T DEDEAITZOMER:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFE M-
WIFSEIC% 5 C O 1IZDWT O - BA D I A B E O EOEEETORE:
UHFIEICER D CO TITOWT DFFH « FELOA I O % B (HOHARIFTONE :

(BEFH) U920 Fzvr7x2ANDT L,
- P HEBEE OFTR T DO R bIEKT 5 Z L,



S 7TH#E 4H25H
FE R ERER PR B

WP R
TETIEHREE W 4 ¥R
K4 K B

R OREE OFN 6 4 AT BB AR E OB II1T 5 | B AR UL ORISR O F BT DU
T TFDO LB TT,

1. WHoEsEs BB PR BRI 02 3

HAM 72 & ONCBURR B O B L U % 1 ) 12 & 5 Rl il s & O
2. BRAMAS _ BHSREORIL S DR A 1T A L OUGET

3. WigeE4  (PUBEE - id)  ETER - #dv (&)

(B4 - Z7UHF)  AIE 8Lz - 2954 rtumax
4. FEEEORR

TR CTEEDR D DHLEDHFEA (%)

MDA
REA o
& T I A L7 A :
2
Nextg 35 EmB5 « IEFRIEICBET S B .
[ | O [ ] [ 5% = R A A K O

PRFREE Ox3)

BURFIRPRE IR 722 B4 % Fa dt O =m O O

JEAE GBS OFTE S % FERAEBIC IS T D B FEER

s DRI [T D HASEE 0=

Z Ol %S B RIS DAUTEAT B = &
(GEEHO 4 F - | o o= O O

(1) MEEMTZeE DN M EGT28 & FEM 51220 72 0 WP N X EEEHI BT 2 MEEE S OFENFHA TV EEAIT, HEKA) ITF =y
7 L—## L IZEMOFEENT T LTWARWESIE, TREE) Fzvrd52 L,

Z Ofty (Rt 9H)

(%2) REEICHAT., TOBAZEHTIZ L.
(3%3) BEILRTO THZAHFZEIC B+ 5 MEEEt . THEMZCICET A2 MEYESt). Tt N7 A - S TR B S MmEfe st . TAZ /%
& T BERRMIRICET A MEES) ICHEILT A, YUEBICREATAZ L,

5. BATE S OMTEEENCE T 2 N EATR DO IEIZ DN T

e BLECE O 52 7RI i B RZGE O

6. FIZSFE DEBE

W BITA2CO I OFBICETAREDKRE | A B T DEDEAITZOMER:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE H W OUEOSESIIETEY: )
WIFSEIC% 5 C O 1IZDWT O - BA D I A B E OUEOEAITZOME: )

WHFZEIZA% 5 C O 1IZHDOWT D5 « EELD 4 I

H B OE O EORAEIEONE . TFREEROH 5 EEEOH - Hiies:
DIIBERFEAT D12 ODIMFEEITHI Z WD D, | 1Tk LT e R &2 AEY
AT EORYME - AR EEDN D RMONRIZ BT o b &IXAT
STLEEW] Lo TS Lo, )




S7H3H28H
FE N REEER LR

BERE4 ENLRFE NFIR S
FrigitsetkBic M 4 FR
K 4 [ Sia N

WROWEE DOFN 6 AT R AR E OFENTTEI 1T 5 | i B AR DL OFRE AR O BT DU
TIHLTOEEBY T,
1. WrEss _ EHRMER BRI IR

HAM 72 5 DN B4 L V2 | U 12 & 5 BRI & O
2. DIIES _MBHAEORILL PR KT A 2 OBGT

3. WEE4  (PUEME - W4 ) KFBeHsusAlR At sest - %

(K4 -7V HF) AL #E - oF~<)L AN
4. fRELEA ORI

EFTHUYND DHGEOHRTLA %)
MO
REE o
ZE TR I FA LR :
2
NEXG LT DAMANT: - EERRIZET DM
O [ | | O
PRFREE Ox3)
Bio IRESERIIITIC T 2 Fedt O [ | O O
JEAE A OFTE T 5 ERtif B 381 DR . m 0 0
HOFEMIZB T D AT
ZTOM, FZET D MmERHNLIVETEATSE L
(FE#t DL TR - ) 0 | O 0

(1) HFHIZEE DN M BEIIIE & T 5120 72 0 NPT N X RPHERHC BT S MBER B RO AN HA TV L EAIL, THFAEA] ITF =y
7 L8 L IIEMOBEENTT LTORWEAIE, TRES) XF=v 7352 L,

Z Ol (FrRc9HH)

(%2) REEIHAIT, TOHBEZREHTDH L,
(3%3) BEILATD TEZEFIRICEET 2 mBdast) . THRRDIZEICEE I 2 mEREREH . Tk 7/ & BBFMITITZEIC B3 2 mBEEE) . TAZ 64
LD EESRAMZEIC S 2 mEERRE ) (TS 2GR, YEBICRATL 2 L,

5. BEAZESEOMIIEENC BT 5 R EITEA~DORHIZ OV T

WHE BT O R = g 2 O

6. FIZSFAR D& HE

YBHTERBIC BT 2 CO T ORBICHTOMEDOHRE | A B 1 O (EOHAITZOMEA:

WHFEREEIICRIT A CO 1 ZESRBEOH K H WM O EoSaZ e
WIFFRIZARD CO [ IOV TOHE « BEDOL £ B OEOEAITEOBMh:

WIFFEITAR D C O TIZOWT OFRE - FRLO A4 4 O B (HOBAEFTONE :




S 7T 48 1H
ENT AR IR ERR R B

PB4 NERAE R
PrBHFERBIR e 4 PR
K 4 R#H #Ez

ROWEE OFFN 6 4 IEA TR AITTEE OFENIEIZ 1T 5 | MBI ORIZRA CE OB BLIZ DU
TIFUTDEEBY TY,

1. WrEss  _ HHAMERBBORIMT TS #

2. WHIERVES  _HAM RO CEREBORE L Y2 b Y IT L 2 2IEE ki L OB ORIk L 2RI A B 7 A v OYGET

3. WhgeEd  (PUREE - Wd) KRZPFEETPOIER - FEEdR

(K& -7V HF) B |R - YARA FUF

4. fEEEORN

ERETHUENH DLEEDHFLA (%)
3% 24 M D A 1
KRR ox
EE I AL A U REE :
2
N&EXGEE T D AMBY: - EERMEIZET DM
O [ | O O
BRFRSE (x3)
BRI SR ZEIZ B9 2 Faét O [ | O O
JEA T 8B OFTE T 2 ESENC BT 2 B R 0 - 0 0
SO FEHIZ BT 5 ARG
ZTOM, FZET HMmEEHILIVETEATL L
(58D LFR - ) O | O 0

(3%1) YHHIZEH D Y RGAFTE & FEfi D I M 72 ) ST X G BESHC BT A B E B2 OFEENE A TV A BAIT, THEES] ICF =y
7 L8 L ITEEMOEBENET LT WAL, [REE| F=v s THL,

T O (Rt 9H)

(%2) REBIHEIEL, TOHBAEZRETHZ &,
(3%3) BEILRID [ BT 2 MELFREE) . THRRAFZEICBI I D mBEiESE). e N & B TARITIFZEICBE 3 2 MmEBRFR et . T A& %14
LT D EERAFEICEET D mEREREE) ICHEHLT D551, UHHEAICRAT D Z L,

5. JBAGESE ONFEEINI RS 5 RIEATRH~DX I DN T

e BLECE O 527k i B RZGE O

6. FIESFARC D B

LWFITARRICRBIT A2 CO 1T OFBUCETAHEORE | A B O (E0RAITZOHS:

MEFEREBIICR T A CO I ZEASRBE DA A B E OUEOSEASITEHN
W% D CO [IZDWTOMHRE « BAEDE AR OB OUEDOEAIEZEOHE:
WHFIEIAR D CO TIZHOWTDIRE - BHOAE A O E B BORAITEONE

(BEFH) U920 F=vr7E%ANDIE,
< PRI OFTE T RO bR D 2 &



SRITHESH 12H
FENTRIEEIFRR R B

P4 [T TR A
FRAFCEEE W 4 R
K4

Mt

i M= RAR

R OREE OFN 6 4 AT BB AR E OB II1T 5 | B AR UL ORISR O F BT DU
T TFDO LB TT,

1. WHoEsEs BB PR BRI 02 3

HAM 72 & ONCBURR B O B L U % 1 ) 12 & 5 Rl il s & O
2. BRAMAS _ BHSREORIL S DR A 1T A L OUGET

3. WhgeEs  (PUREE - s o —NF - Bh#

(K4 - 7V ) A B AT B RY)
4. fmEEAEORI

TR CTEEDR D DHLEDHFEA (%)

UMD
REE %
ER FHES A LR :
2
NEXGE T DAMBY: - EERURIZET DM
O [ ] O O

PRFREE Ox3)

BURFIRPRE IR 722 B4 % Fa dt O =m O O

JEAE GBS OFTE S % FERAEBIC IS T D B FEER

s DRI [T D HASEE 0=
F oM. ST B IR DIV EAT B - &
O | | [ J

(Fast o4 )

(1) MEEMTZeE DN M EGT28 & FEM 51220 72 0 WP N X EEEHI BT 2 MEEE S OFENFHA TV EEAIT, HEKA) ITF =y
7 L—## L IZEMOFEENT T LTWARWESIE, TREE) Fzvrd52 L,

Z Ofty (Rt 9H)

(%2) REEICHAT., TOBAZEHTIZ L.
(3%3) BEILRTO THZAHFZEIC B+ 5 MEEEt . THEMZCICET A2 MEYESt). Tt N7 A - S TR B S MmEfe st . TAZ /%
& T BERRMIRICET A MEES) ICHEILT A, YUEBICREATAZ L,

5. BATE S OMTEEENCE T 2 N EATR DO IEIZ DN T

e BLECE O 52 7RI i B RZGE O

6. FIZSFE DEBE

W BITA2CO I OFBICETAREDKRE | A B T DEDEAITZOMER:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFE M-
WIFSEIC% 5 C O 1IZDWT O - BA D I A B E O EOEEETORE:
UHFIEICER D CO TITOWT DFFH « FELOA I O % B (HOHARIFTONE :

(BEFH) U920 Fzvr7x2ANDT L,
- P HEBEE OFTR T DO R bIEKT 5 Z L,



SF 7% 5H 1H
FENTRIEEIFRR R B

PB4 ENDIRBeHss AL E i o 2 —
FrBbrsEtkBR W 4 Bk
K 4 s %

R OREE OFN 6 4 AT BB AR E OB II1T 5 | B AR UL ORISR O F BT DU
T T EEY TT,
1. WHEFEA HEIB VR BRI TR 2

HAM 72 & ONCBURR B O B L U % 1 ) 12 & 5 Rl il s & O
2. BRAMAS _ BHSREORIL S DR A 1T A L OUGET

3. WhgeEs  (PUREE - s AR IERD - E
(B4 - 7 U HTF) B EH-=A) ~HPTx

4. B ORI

TR CTEEDR D DHLEDHFEA (%)
3% M D A 4
REA o
FET - EAL I A LR :
2
NEXGE T DAMBY: - EERURIZET DM o .
[ | O [ ] THBR T O
PRFREE Ox3)
TR T IR SR ICIZ BT 2 a8t O | O O
JEA T8 O E 3 5 EREEIC BT 2 B R O -
LEOFERIZRT D EEAFE
ZTOM, FET HMmEREHILIVETEATLI L
(F5EFDOLFR - ) | | O 0

(1) MEEMTZeE DN M EGT28 & FEM 51220 72 0 WP N X EEEHI BT 2 MEEE S OFENFHA TV EEAIT, HEKA) ITF =y
7 L—## L IZEMOFEENT T LTWARWESIE, TREE) Fzvrd52 L,

Z Ofty (Rt 9H)

(%2) REEICHAT., TOBAZEHTIZ L.
(3%3) BEILRTO THZAHFZEIC B+ 5 MEEEt . THEMZCICET A2 MEYESt). Tt N7 A - S TR B S MmEfe st . TAZ /%
& T BERRMIRICET A MEES) ICHEILT A, YUEBICREATAZ L,

5. BATE S OMTEEENCE T 2 N EATR DO IEIZ DN T

e BLECE O 52 7RI i B RZGE O

6. FIZSFE DEBE

MAFZCHERIIC BT A CO I OFRICEHTAHEDKE | A B 1 JEoAITZ0HA:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFE M-
WHFSEICA% 5 C O 1IZDWT O « BA DA A B E O EOEEETORE:
UHFIEICER D CO IOV T DOFRE « FHLOA M A O & B HOBRARTONE !

(BEFH) U920 Fzvr7x2ANDT L,
- P HEBEE OFTR T DO R bIEKT 5 Z L,



Sf 7T % 4 H 23 H
E SRR R A B R B

A SRR BIERE
FURBFHEEE B 4 KOEBHERBIRE
K4 P EA

R OREE OFN 6 4 AT BB AR E OB II1T 5 | B AR UL ORISR O F BT DU
T TFDO LB TT,

1. WHoEsEs BB PR BRI 02 3

HAM 72 & ONCBURR B O B L U % 1 ) 12 & 5 Rl il s & O
2. BRAMAS _ BHSREORIL S DR A 1T A L OUGET

3. WhgeEs  (PUREE - b))  BRNIE SR v 2 — - B EHER

(B4 -7V H0F) kIt goh-FHA4 ~<Heno
4. A ORI

TR CTEEDR D DHLEDHFEA (%)
3% M D A 4
REA o
FET - EAL I A LR :
2
NEXGE T DAMBY: - EERURIZET DM
O | O O
PRFREE Ox3)
TR T IR SR ICIZ BT 2 a8t O | O O
JEA T8 O E 3 5 EREEIC BT 2 B R O -
LEOFERIZRT D EEAFE
ZTOM, FET HMmEREHILIVETEATLI L
(F5EFDOLFR - ) | | O 0

(1) MEEMTZeE DN M EGT28 & FEM 51220 72 0 WP N X EEEHI BT 2 MEEE S OFENFHA TV EEAIT, HEKA) ITF =y
7 L—## L IZEMOFEENT T LTWARWESIE, TREE) Fzvrd52 L,

Z Ofty (Rt 9H)

(%2) REEICHAT., TOBAZEHTIZ L.
(3%3) BEILRTO THZAHFZEIC B+ 5 MEEEt . THEMZCICET A2 MEYESt). Tt N7 A - S TR B S MmEfe st . TAZ /%
& T BERRMIRICET A MEES) ICHEILT A, YUEBICREATAZ L,

5. BATE S OMTEEENCE T 2 N EATR DO IEIZ DN T

e BLECE O 52 7RI i B RZGE O

6. FIZSFE DEBE

W BITA2CO I OFBICETAREDKRE | A B T DEDEAITZOMER:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFE M-
WIFSEIC% 5 C O 1IZDWT O - BA D I A B E O EOEEETORE:
UHFIEICER D CO TITOWT DFFH « FELOA I O % B (HOHARIFTONE :

(BEFH) U920 Fzvr7x2ANDT L,
- P HEBEE OFTR T DO R bIEKT 5 Z L,



S 7 # 4 A 24 H

FESLAREERA AR B

PB4 EIRR
FrgbrsEtkBR W 4 PR
K 4 ks

WORRE DA 6 4FFEEAE @RV IEE OFRENZEIC 1T 5 BRI K OSFISAE  %E o0 & B
WZOWTIELLTO LY TT,

1. WHoEsEs BB PR FRBOR T 702 3

HAM 72 & ONCEURIRIBO B L U 2 b )12 X 5 ol 5 & O
2. DRCHRES  _ MBUSIEOMIL L RN A KT A L DUGT

3. Wt s (PLRERE - W4)  PEZEED - MR

(B4 -7V 0F) MpdbHZ - v Ax 27 =k =

4. fEEAE ORI

R CTEEDR D DL EDHFEA (%)
3% M D A 4
KRR x
B AL A U HEE )
N&XGe e T 48T - EFERUFRICET D im .
[ | O [ ] PN O
PRFREE Ox3)
TR T IR SR ICIZ BT 2 a8t O | O O
JEA T BB OFTE T 2 SR BT 2 B R - -
SO EhI BT 5 ARG
ZTOM, FET HMmEREHILIVETEATLI L
(58D LFR - ) | | O 0

(K1) HREMFIeFE A LRI A T D102 72 0 BT T R E MBS BT 2 M E B R OFENF AL TV IHEIE, [FEEKA) T =y
7 L—#E LIFEBOFENTET LTHRWEEE, TREA] F=v 7322 L,

ZOftt (Rt )

(%2) RFEEICHEIT, TOBBZEERT DL,
(%3) BEILRTOD TEEFZEIc B 2 MERFE St ). THRRIFZEICBE 3 2 fMBldast). T b7 & < BUR TRETRFZEIC B3~ 2 i BdR S . T A&
& D EASRAIZEIC BT S M ER R (LT 2 551, YERICRAT D 2 L,

5. JBATI B ONFEEENC R T 5 RIEATRA DI DN T

Wi BB O 52 78R i B ORZEE O

6. FIZSFE DEBE

LSRRI BT D2 CO 1 OFBICHTA2HMEDOKE | A B OEoBAITZT0Hh:

YHFRHEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFEeHM:
WIFSEIC% 5 C O 1IZDWT O - |Ba D A B E O @EOEEETORE:
WHFZEIZER D C O TIZ DWW T OE - FELO A 1 O B (FOREETONE :

(BEFH) U920 Fzvr7x2ANDT L,
- P HEBEE OFTR T DO R bIEKT 5 Z L,



Sf 7T 5H 13H
FE R ERER PR B

PB4 PP R R
FrgbrsEtkBR o 4 P
K 4 AL EffE

R OREE OFN 6 4 AT BB AR E OB II1T 5 | B AR UL ORISR O F BT DU
T TFDO LB TT,

1. WHoEsEs BB PR BRI 02 3

HAM 72 & ONCBURR B O B L U % 1 ) 12 & 5 Rl il s & O
2. BRAMAS _ BHSREORIL S DR A 1T A L OUGET

3. WhseEs  (PUREE - Wd) ETHE - MR

K& -7V HF) MzWN - %7 /uF Jkn
4. fHEIEEORN

TR CTEEDR D DHLEDHFEA (%)
3% M D A 4
REA o
FET - EAL I A LR :
2
NEXGE T DAMBY: - EERURIZET DM
O | O O
PRFREE Ox3)
TR T IR SR ICIZ BT 2 a8t O | O O
JEA T8 O E 3 5 EREEIC BT 2 B R O -
LEOFERIZRT D EEAFE
ZTOM, FET HMmEREHILIVETEATLI L
(F5EFDOLFR - ) | | O 0

(1) MEEMTZeE DN M EGT28 & FEM 51220 72 0 WP N X EEEHI BT 2 MEEE S OFENFHA TV EEAIT, HEKA) ITF =y
7 L—##E L IIEMOFEENTZT LTOARWEAIT., [REE) F=vrT52L,

Z Ofty (Rt 9H)

(%2) REEICHAT., TOBAZEHTIZ L.
(3%3) BEILRTO THZAHFZEIC B+ 5 MEEEt . THEMZCICET A2 MEYESt). Tt N7 A - S TR B S MmEfe st . TAZ /%
& T BERRMIRICET A MEES) ICHEILT A, YUEBICREATAZ L,

5. BATE S OMTEEENCE T 2 N EATR DO IEIZ DN T

e BLECE O 52 7RI i B RZGE O

6. FIZSFE DEBE

W BITA2CO I OFBICETAREDKRE | A B T DEDEAITZOMER:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFE M-
WIFSEIC% 5 C O 1IZDWT O - BA D I A B E O EOEEETORE:
UHFIEICER D CO TITOWT DFFH « FELOA I O % B (HOHARIFTONE :

(BEFH) U920 Fzvr7x2ANDT L,
- P HEBEE OFTR T DO R bIEKT 5 Z L,



20254F3 A 26 H
EN R bR B

BRI T 7R
FIRMIRMAIRE W 4 7R
K4 doil e

ROWE DTN 6 FEEATH IR E OFEMRITIIT 5, MR A R L ORISR O F B
WTIEBL T D &Y TT,
1. WrgtddEd EHATERBBURIIE R
2. WS4 HAM 72 6 NHERIEBROBEEZ LU 2 b U IC &k 22 00EHE R B L O ks RE 0t & 2
A KT A4 DKET
3. WEEA (PBUEHE - W4) BEE - EEEER
(K4 -7V HF) exr R fE5 - FHh% /7%
4. fHERFA ORI

ERLTHENH DLHEDHTLA (%)
2% 24 M D A 1
REAE ox
H il AL A U REE :
2
N&EXGEE T D AMBY: - EERMEIZET DM = . - ALK .
BRFRSE (x3) B )7 U ERRE
BRI SR ZEIC B9 2 F 6t O [ | O O
JEA T BB OFTE T 2 ESEN BT 2 B R 0 - 0 0
FEOEMICEET B HEATEE
Zofh, U T HMEREHNHIVUIFTAT L L
(58D LFR - ) O | O 0

(K1) MEHFFEE DS Y 5% SE 2 FEii 9 DI Y 72 0 ST R E MEREHC BT 2 M ZE R OFEENFEA TV DL G, HFEEFR] ITF =y
7 L LIZEFOFEENT T LT ARWEAIR, TREE FzvrT52L,

T O (Rt 9H)

(%2) REBIHEIEL, TOHBREZRETHZ &,
(3%3) BEILRID [ BT 2 MELFREE) . THRRAFZEICBI I D mBEiESE). e N & B TARITIFZEICBE 3 2 MmEBRFR et . T A& %14
LT EERFEICEET D mEREREE) ICHEHLT DG, UHHEAICRAT D Z L,

5. BAGESE ONIEEINIRT 2 RIEAT R/ ~DX I DN T

WFFE MR BLBE OS2 RIR DL ik B CREGE O

6. FIESFAR D B

UIFTEHEBIICR T A CO 1 OFHICEATI2HMEDRE | A B T OUEDEAITZOAE:

MEFEREBEICR T A CO I ZEARBE DA A B E OUEOSEASITEmM
W% D CO TIZDWT DML « BAEDL AR OB OUEDOEAIEZEOHE:
WHFIEIAR D CO TIZHOWTDIRE - BHOAE A O £ B BORAITEONE

(BEFH) L7220 F=vr7E%ANDIE,
< PR OFTE T B OR IR 5 2 &



20254F3 A 26 H
EN R bR B

BRI T 7R
FIRMIRMAIRE W 4 7R
K4 doil e

ROWE DTN 6 FEEATH IR E OFEMRITIIT 5, MR A R L ORISR O F B
WTIEBL T D &Y TT,
1. WrgtddEd EHATERBBURIIE R
2. WS4 HAM 72 6 NHERIEBROBEEZ LU 2 b U IC &k 22 00EHE R B L O ks RE 0t & 2
A KT A4 DKET
3. WEEA (PBUEHE - W4) BEE - EEEER
(K4 -7V HF) EIR ERs- VxR ~HHY
4. fHERFA ORI

ERLTHENH DLHEDHTLA (%)
2% 24 M D A 1
REAE ox
H il AL A U REE :
2
N&EXGEE T D AMBY: - EERMEIZET DM = . - ALK .
BRFRSE (x3) B )7 U ERRE
BRI SR ZEIC B9 2 F 6t O [ | O O
JEA T BB OFTE T 2 ESEN BT 2 B R 0 - 0 0
FEOEMICEET B HEATEE
Zofh, U T HMEREHNHIVUIFTAT L L
(58D LFR - ) O | O 0

(K1) MEHFFEE DS Y 5% SE 2 FEii 9 DI Y 72 0 ST R E MEREHC BT 2 M ZE R OFEENFEA TV DL G, HFEEFR] ITF =y
7 L LIZEFOFEENT T LT ARWEAIR, TREE FzvrT52L,

T O (Rt 9H)

(%2) REBIHEIEL, TOHBREZRETHZ &,
(3%3) BEILRID [ BT 2 MELFREE) . THRRAFZEICBI I D mBEiESE). e N & B TARITIFZEICBE 3 2 MmEBRFR et . T A& %14
LT EERFEICEET D mEREREE) ICHEHLT DG, UHHEAICRAT D Z L,

5. BAGESE ONIEEINIRT 2 RIEAT R/ ~DX I DN T

WFFE MR BLBE OS2 RIR DL il REGE O

6. FIESFAR D B

UIFTEHEBIICR T A CO 1 OFHICEATI2HMEDRE | A B T OUEDEAITZOAE:

MEFEREBEICR T A CO I ZEARBE DA A B OUEOSASITEemM
W% D CO TIZDWT DML « BAEDL AR OB OUEDOEAIEZEOHE:
WHFIEIAR D CO TIZHOWTDIRE - BHOAE A O £ B BORAITEONE

(BEFH) L7220 F=vr7E%ANDIE,
< PR OFTE T B OR IR 5 2 &



S 7% 5H 7H
FENTRIEEIFRR R B

1 R E NN ST YN E VNS )
TR R W 4 A B RERFABEARITER R
K 4 5% R

R OREE OFN 6 4 AT BB AR E OB II1T 5 | B AR UL ORISR O F BT DU
T TFDO LB TT,

1. WHoEsEs BB PR BRI 02 3

HAM 72 & ONCBURR B O B L U % 1 ) 12 & 5 Rl il s & O
2. BRAMAS _ BHSREORIL S DR A 1T A L OUGET

3. WhseEa  (PUREE - d) KREPFAE T RITER - Bd%

(K4 -7V HF) B MR- Y/, <¥ed
4. fEERA ORI

TR CTEEDR D DHLEDHFEA (%)
3% M D A 4
REA o
FET - EAL I A LR :
2
NEXGE T DAMBY: - EERURIZET DM .
[ | O [ | 4 RRE O
PRFREE Ox3)
TR T IR SR ICIZ BT 2 a8t O | O O
JEA T8 O E 3 5 EREEIC BT 2 B R O -
LEOFERIZRT D EEAFE
ZTOM, FET HMmEREHILIVETEATLI L
(F5EFDOLFR - ) | | O 0

(1) MEEMTZeE DN M EGT28 & FEM 51220 72 0 WP N X EEEHI BT 2 MEEE S OFENFHA TV EEAIT, HEKA) ITF =y
7 L—## L IZEMOFEENT T LTWARWESIE, TREE) Fzvrd52 L,

Z Ofty (Rt 9H)

(%2) REEICHAT., TOBAZEHTIZ L.
(3%3) BEILRTO THZAHFZEIC B+ 5 MEEEt . THEMZCICET A2 MEYESt). Tt N7 A - S TR B S MmEfe st . TAZ /%
& T BERRMIRICET A MEES) ICHEILT A, YUEBICREATAZ L,

5. BATE S OMTEEENCE T 2 N EATR DO IEIZ DN T

e BLECE O 52 7RI i B RZGE O

6. FIZSFE DEBE

W BITA2CO I OFBICETAREDKRE | A B T DEDEAITZOMER:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE AH B E O EORAIIFE M-
WIFSEIC% 5 C O 1IZDWT O - BA D I A B E O EOEEETORE:
UHFIEICER D CO TITOWT DFFH « FELOA I O % B (HOHARIFTONE :

(BEFH) U920 Fzvr7x2ANDT L,
- P HEBEE OFTR T DO R bIEKT 5 Z L,



ENLAREERF AR B

FTB I FErR B =

SM7TH3H31H

B4 [T R R

W n Tk
K 4

K# 3

WROBEDOFF 6 FREIEATHEB A OMAENTIEICI T 5 | MBI AR ORGSR OB LIS

SWTIHLLFD EBY T,

1. WRoEssEs  EHBMER B BORN e

2. WFIERRE4

Z

HAM 72 b ONCHERRZEBOBHF L P X b V2 L 2 2HEE AT 6 X OHREERE D ik & 2

BEHA RTA L DkE]

3. WEEL

(DB - Wedn) KRBl o KPR SO TERE - 2%

(K4 -7V HF) eiE wth - % hY HYy

4. fWEREORI

5% oo A

ERLTHENH DB DHTLA (%)

REAE ox
I A A LR :
2
NEXGE T HAMBY: - EERURIZET DM
O [ | O O
BFEET oxa)
BETIRREERVIZEICEE T 28t O [ | O O
JEA T8 OFTE T 2 SR BT 2 B IR - - . 0
SO EHIZ BT % ARG
ZTOM, FZET HMmEREHILIVTTEATLI L
(58D LFR - ) | | O 0

(%1) HRENFIEE M UREAIC & FEMT 510872 0 T T N EMEEEHI T 2 M EEROFEENFA TV LIHEIE, FEEFA KTF=y

7 L34 L IEEROFENET LTOARWESIE, REE] ILF=v 7 T2,

Z Ot (Rt )

(%2) RFEEICHEIT, TOBBZEERT L,
(3%3) BRI TEEFZEIc B 2 MBkFE St . TERRIFZECBE 3 2 MBldast) . T b7 & - BUS TR FEIC B3 2 i PR St . T A& %5
LT DIEFRIEIC BT 2 fMBEEH ) ([T 2581, UEHEAICEAT D Z L,

5. EAEITHE B ONFEEENC BT D A IEAT R ~O XDV T

FFEmER S O #k i ZH B REE D
6. FIZSFH DB ER
LB BT D2 CO 1 OFHICHTAHEDOKRE | A B OEoBAITZT0Hh:

YHFRMEBEICRIT 5 CO 1 ZEESRBEOAHIE H W OUEOSESIIETTEY:
WHFSEICA% 5 C O 1IZDWT O « BA DA A B E OUEOEAITEOME:
WIFZEITAR D CO LIZHOWT O - S 4 iE A O % B BOSRAI3Z0ONE

YT LHIOCTF = 72 AND T &,

- SRR OFTR T 2O R IEKT5 2 &,




