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30pg. [[ 40pg. [ 60pg & OF 120pg [2OWTCiE, 777 v T 4 U 7 EM 2 LA Lz,
XTI T Tk

EGRER & FRRICRNERFRICB T, xR, S8, Bath A4 X720 LA ZEORBRERIZ SN
Tﬁ@%@&w_owfmhﬂmié TEMERBROFIE,

(TFHE R CRAN O R BB A~DT T 7 v T 4 V ZEKR O~ b %2 0 ZYEOw 20T

PRk 14 4 7 A 31 HEFREFHE 0731004 75) )

<£E>
2317®&ﬁﬂ&10pg1mL 15 pg/1mL, 20 pg/lmL, 30 pg/lmL, 40 pg/lmL 772U > 2D
6 E M

S ER RESEG REFERE fER
ERCY-r A4 S RF s D %%%?ﬁﬁ%®ﬁ?%%%bﬂ%%
(120 % Ix + h) Thole
b et + TIAF LYY
jlﬁztﬂil‘iuftsﬁ i&%%iﬁ%?:/jo /Wiﬁé ﬁ |j;J
(200w - h/m?) TIAF I LY Y s
2~8C V%

gi\bgﬁIEE i’lj( pH Eﬁnuuiﬁ%ﬁ f@;uﬁ%ﬁ {f\‘ ﬁi%%ﬁ’](ﬁ uit%ﬁ izﬁluit%%

* R AT ORSHE 10pg/1lmL 7 >V ¥ [Al 40pg THEE, F A 7®/£§¢M£z 15pg/1mL 77 > U > [A] 20pg
K OVA] 30pg loDWCIET T v T 4 v ik a i H LA LT,

F AT OEESHK 60 pg/0.6mL, 120 pg/0.6mL. 180 pg/0.9mL 75 2 U ¥ DY EM:

Hi REEH B HE
Qe T T FSRF s D IRE% ClEE B TE 27RO BUS I
(120 /5 1x - h) Thotk
“—-—n—-—» + 7O§X%‘/7‘.‘/U:/T‘/
HEEERBR | pwppso > | s ks
(200w - h/m?) TIAF I LYY .
2~8C /88 AR

BRI - VR, pH., MERRRAUBR, MEERRBR, ERIE. AEWARinrERE, RUAIRRBRE

i8i



6. 3MREDREM
RN

74MF EDEAELEIE (WIBEFEMEL)
AR 2B 5T 5580, AL ORFEEZITORWI &,
(TASF3CE 141 SEAFARE O R ) OIESR)

8. L MFERIHERE
PERAR

9. AP DB S DHERHERE
s AR T ay MNE
R KB

10.HH P DEMRST DEEZE
ELISA £

1. 721
RN

12 BAT DATREMED & 5 Y
DARSEEST A Y 7 4+ — L
2) EEIK
3) Lol
4) DNA
5) 18 EMfa bk & o X B

13BN RELES - SMENRHRLGBRCET 5158

BEOGEFIED O D720, "WLOFRR, ARFITEE L, B0 MiEn

SRR YT YL EER
MV.1.(1) APEOXHI, S OWER ) OIEZH

14. D1tk
AR

7
=

SN

B

-—
—

&o



V. JAEICEAT HIER

CEAESIES
P I

h
=

5. REX T RICEET 5FE

5.1 AFNOEH X MIEIZ,E D AHEEEBOXZERRO N BHEICRET 5 &,
ek, BEOMICE T 2RI, MKETBE TIEI~T v B UREE T 10
g/dL (~= ~2Z7 U v MET 30%) Kz HZE L, IHBIMED & LA F O (i
TR, MRS B E & OMR AR MR RS ClE~ e/ r BV RET 11
g/dL. (~~ k27 VU v MET33%) Kiiix BRET D,

5.2 AFNOEHICE L TiX, BHEAMTHD Z & 2R L, oA MmiE (St i,
MERIRAMESS) (2135 LanZ &,

(FAZE%]

5.1 AFOEEZ, AMIEICED HEAGFEB O ENRBDO ML BEIRET 2720
BE LT, F72. 2008 HFERRA A BT A AZHERLL T, B 5-BIAARED Hb R % | HD
BF TIX 10 g/dL &9, PD B L OYND B Cid 11 g/dL K5I E LT,

5.2 BMONIT, BHEEMOATRN LD, BHEEMABFICRET H7-DICHE L,

2HERUVHAE
<Mm&EBEHEE>

- YERAE

BN EE . RASIIEARReF o 77y (BiaF#z) & LT, B 1E 20ng
Z RN 59 5,

AN B NRIZIEENAASNRF o T T 7 (B z) & LT, 1[E 0.33pg/ke
(e 20ng) ZREIRNE G- 5,

IYRARIFY (ZRIFY TILT7 GEGEFHEBR). TRIFY XR—4 (EEF

HRZ) %F) HEHSOUBZVERAE

RN EE . RACIEA AR TF TAT7y (BETHEEEZ) LT, HE1E 15~
60pg & KRR G- %,

- HERE

BN - BMUCEIR PG LN, W, RAIZF AR F o 777 (Bis
#iz) &L LT, #1[E156~60pg RN E G325, 1 BIHEEL TH dED HE
%ﬁénfu\éﬁ'/\a (= %@E#,ﬁTODlIEl@j&@g@Z{ mABEHESE L
T, 2@ 1 EBEHICAET L, 28I 18 30~120pg & FFARNE 595 Z &3 T
x5,

MR BMBEMRDAEONTZL, B, DRI AR TF Y YTy B
#iz) L LT, 1A 5~60pg HRNEE G35, B 1 [EG CEME HERF
énfméﬁAci %@ﬁﬁf@1ﬁa&ﬁimz1 EAHAEHEE LT, 28

Z1EFEICARE L, 23812 1H 10~120pg 28RN S5 4 25 Z LR TE 5,



BB WTFNOLEE bR MARORRE, FlinHIC L0 EEHERT 528, Kkekb58E, 1
[l 180pg & 1%,

<BESMBEERUVREFHELERREE>

- YERAE

N L EE . RACIFENVNNRETF o 77 7 (BinfH#z) & LT, 23 1 30ng
Z R XATFRIRN 5T 5,

INREE . NRICIE ALK F e Ty (BB Z) LT, 23821 [EH
0.5ng/kg (Fm 30ng) % K F XIXFEARNE G35,

IYRARIFY (ZRIFY 7ILT77 GEGEFHEBZR). TRIFY R—4 (GEEF

ﬁ@i)%)%ﬂ#%@@%i@@ﬁ%

N EE . R NN_NR T 7Ty (B FR#z) LT, 2882 1H 30
~120ng % & FUTFIRNEE ST 5,

AN, NRIZIEAARF T T T y (BiEHEz) LT, 282 1F 10
~60pg & K F XUTF RN 595,

- HERE

BN BMBGER /RO, B, RAZIZA AR TF o TAT7y (Bl
fiz) L LT, 21T 1E 30~120pg % [ FXUIFARNZE G545, 28I 1@&
HCREMUEDHERF STV DGEITIE, %@ﬁST@1E®&5§@21
BAMEHEE LT, 4 I 1 A& EICERE L, 41 ujm~mmg%&TXi%
RN S5 2 LT D,

N BIMSENEN G DN S, @E ., DRI ARE=TF e TAT7 7 (Eis
#az) L LT, 20T 18] 5~120pg & & FUIFARNE 5325, 2812 1 [B#&5
THE M EPHERF STV D EEITE, %@ﬁ (CO 1 [EOFSED 2 (%555
RS LT, 4 1 REIBEHICET L, 4812 1 7] 10~180pg % & F XLk
NG ENTED,

BB WTFNOLE bEMAIRORRE, FliFC LV EEHET 528, Zekb 2R
[l 180pg & 1%,

7TRERVRAECEET 53R
7.1 BAMEDRO HIEEITFEOTA RTA4 V% KFOEHESEICTH L,
7.2 INEROHEIRE
7.2.1 MiBRBHTESE
W, NRICIETEEZBEBIC, INVNRTF o TAT7y (Bl Z) & LT,
ﬁ1@5~mpg%%WW&ﬁﬁéu

IRE AH B -
30kg A Sng
30kg UL E 40kg A 10pg
40kg LL I 60kg A 15pg
60kg UL I 20pg




7.22 BESHTEERVREFHEEZ MR ES

. NRICIETREZSBEIC, FAFF o TAL7y (GElaHH#z) &L
T, 202 17 5~30 png 5% T UIEIRN#E 5325 Y,

IR ARFI P 5
20kg A Spg
20kg L E 30kg A 10pg
30kg LL_I 40kg A 15ng
40kg LAk 60kg A 20pg
60kg VLI 30pg

7.3 NBEAYERE

7.4

UTFTOBRFIIIEITREZSEIC, UWEAMOT Y 2 aRzT o 8EIR G &) b ARF O
B EROEGHEZREL, YIVEZXDZ L,

B, NRICK LT 1E 3 pgkg A TR T A5G, EEHIZESTLHZE U
YZ% LT 1[0] 3 pglkg % 2 D HRERIZ /20,

s Y AR F URFINE 2 [lH 5V TE 3 FIEE ST S EBEE

Uz 1 AR O Y 2AnReF o RlFIRGREEZ G L. TRESEZBITRF DA
FHEZRE L, B 1E»6&REZHGT 5,

s Y 2R F URFIAE 1 EH SV 28I 1 EEESA TV S ERE

Uz 2 @O ) AnR=F o BBREEEZGH L, TRESBIIAA O]
EHEZRE L, 2BIC 1 E»SHG 2515,

U 281 1A & 5\ % 2 @O AF B b 5
T Y 2a R F o RFIE G EDGF ] B
N 1B 2 7 2 ) RN MR
3,000IU Aif 10ng
15pg
3,000IU 15pg
4,500 IU 20pg 20pg
6,000 IU 30pg 30ng
9,000 IU 40pg 40pg
12,000 IU 60ng 60pg
BRESHE

BEHEIIC~E /o VBEH DLW EA~Y b2 Uy MEICHEE 2 ER NS0
STHER, MFFRGHIC~E 7 eV RBEH DI WIS~ N7 U v MED 2 HEE
LCHEFGHENOH®EMN L2547, AERERIMLERGEIZIE. TRESZBICHK
HEZHET L, oB, HETAEAICITREAIE LT1LERET ST 2 &,
T/, NRICH LT 1R 3 ngkg 22 THRET 2854, EEICERG T2 L,
BN (T HGRE) o b Btk
B AR 55

15pg

30ug

60pg

90ug

120pg
180ug

O[O |~ QO DO [




AR (ERNER ) KOV (B R SUFERIRN 3 G-0F) O ik

B A H P b
1 Sug
2 10pg
3 15ug
4 20ug
5 30ug
6 40ug
7 50ug
8 60pg
9 80ng
10 100pg
11 120ug
12 140pg
13 160pg
14 180ug

7.5 BERREER

7.5.1 KAlOFTGMBEEER T HEICIE, HEHBELERTO2RIO~NE 7 m B RED
LZWEAY 7 Uy MEOHERBR Z +H3I285 L., R—0oREETNE/m B ViR
E%éwﬁAVEﬂ)yFﬁﬁiﬁbt%@»iﬂﬂwhéik%%%btif\
W 1E2S 2B 1 EISHVIE 2B 15 4 IC 1 RICEEST L L, BF
%ci«%&mt/gﬁﬁémi«vha)/%m@%%%%;L SNEI s
17952 &,

7.5.2 1[EIHTZY 1%pg%%ﬁbfﬁm%7mﬁyﬁf&éwimvkﬁUy%@ﬁﬁ
HEEPHICELR2WEAICE, 5B 12 L, &5HEELZ 2BIC1IENHHE1
E%éwi4n_1ﬁﬁ52n_ FIZEETHZ &,

ARIHDFEHE I FINASNFT T T T7 78BSO X Ca—T +— L EBEBITHH LT,
§ (FNAKZF Y 777 8H] 1 TAVSREFy 7oA77 (BETHRZ) B RATHERHET 7V ) v Y)) k8T

(fRER)

71 BHAMTOERICETIAAOBE~EZ v (Hb) BEIL, HASBHEY
DARINDEHEEMIBFROT A KT A4 5% @Wﬁ%ﬁuﬁogkfﬁbixﬁwk
Hr L, THEEOHRICEET 2R 12, TAndEDRO BEEITXFEEDOTA R
TAVE, BHOERESEZICTHI L, ERE LT, ZOREDRILE 7o o 72 B R
ABREEE 2 UL TICRT,

1) MmE#EHr (HD) B3

ZINVASRKRTF 2 T 7 7 BFS & BGE LB L7z ENERRE (RA) 28\,
HAE Hb J#E % 11.0 g/dL LA E 12.0 g/dL LAF (3% Hb = 10.0 g/dL UL | 13.0 g/dL LA
T) LEELIZEZ A, Hb BEITEHNIC 11 g/dL Atk THERE L. 1&%Li@@§A
ii? ﬁﬁmu éﬂto if\_ 5/1//\'1—3:%/ 7/]/77%:?%”@#1 uft%ﬁ (552)\) 9%?5&5%5
2m4ﬁﬁﬁ4F?4V”fﬁ\H%Hb%&il&qum\%@@@ﬁmmﬁmﬁi
FHTIZ 11~12 g/dL M HELE STV 7o), XA T2 77 7 8AMhCix, HD
BEICE T A M EDN IO HEE Hb AL 11 g/dL itk & %€ L=,

—J. Wi - RFERHE (WMEILL EoMEMAER) 1T oW T, RAFHIEMEEER (ND) &
%%ﬂ%kLtCHMRﬁ%#%@%%ﬁL\mgﬂLk&ELkoL#L\CmnRﬁ

BROIBAMENT ¥ 12T, Hb IRE LT, LAEEZE, 5 OJi[Lfi:IL\T/\ (XD AR iH‘L’l
+¢®b‘ffﬂﬁ‘®$%%®%\éﬁi%' AICBE IR < ZORAFIE b e 520



rHuEPO #ADHETH 7L SN TW5D, T74b5, @ EEE Hb 2 B A2 T
{RIZ B L RIF Sk ,mmﬁ F o,

F7o. 2008 FIRAA KT A 9 Tk, Hb IR 1 g/dL BRE T H #H2ROLEHFPH CTh 5
R EOBHMNG, i RO HENEL LT 12 g/dL B, {FEIMEO SO IR EE 2B W
TiZ 13g/dL ¢£75> BT ICERE ST,

P - AREIEYE (LBEDL EEMAEM) 2oV TiE, VLG BEEAREANEE & ZDORH )
EHEWOZ L,

2) ND &3 Kk OWEEENT (PD) B

ND #B#E KO PD B Zxtg & LB ER (BRN) ZBgh L7224 9), AW &I

WBIRATA BT A4 NIFEEET . rHuEPO A OIRA SCGEICEEE S - BHEE Hb IREEThH

% 10g/dL fiifé & JYECE MIBHENA T Tz, —J, i MBamEm oA K

TAU D PAKRSINTEY, QOL CMEEED U E, BHGEIR ToMHICEET 52 < ®

HWAEAARILE UC, EThAT oA EIZE D b3 —oiak HAE Hb R (2001 4k KDOQI

HA RTA v 11~12 g/dL) BNERESN TV, b2 FE 2 CTHEE Hb BE 25 0¢

L7 MARRRER (BRN) OfER. Hb IREE & AEFROEBIEIS & OMICH & )70 B

1372 < . Hb 2 14.0 g/dL £ TOLRAMEICHO W TR W Z LRI, Fhbl

BB MAHRER (BAN) TIZEME Hb JRE % 11.0 g/dL L 13.0 g/dL LA F EEEL, K

Fl O M SEEHER B R & Wt LTz,

TOLHIREFROL L, ND BELOPD BEEZMLELE LA NANRETF o TL7 7 BA(S
DRERE FHE LT FER. ¥R F o 77 7 8505% 23812 1 BT 4 B2 1ERF
SAXFFIRN 595 Z & ¢, Hb IRE % 12.0 g/dL AIZICHERF T 5 Z & 04R é:hto

Bz, ND a5t & L7z SCA09 il (fkA) T, B Hb IRE % 11.0 g/dL LA

+13.0 g/dL LA i _miwﬂwm%i%/ 77 WASEEE | BEE Hb IR % 9.0 g/dL

PUE11.0g/dL A FICHRE LR F o TIIL7 7 BECEIT 5 QOL K ONUEERE 2 Faks

(2 Hb R EOA H i%*ﬁﬁ L7

QOL IZ oW T, 1R EBLAA (1 RE) KOG EMA% 128 (20H) (CEEL

7= SF-36 (Ver.2.0) KON FACIT Fatigue (Ver.4) % MU\ 7=ablifs Rz IKICHeET L7z, #

/M‘ﬂ%’:%‘/ TV 7 7 BAPSEECIE 2 [ H AR ICTRTO QOL A a7 BN ER Lz, £

TR TO QOL 2 a7 OELRIZT R F Y TA T 7KL CEEZRL,
/ﬁjj IOWTIIHEZ (p=0.025) PO bz, LR TF > TL7 7 BASEEO

2 [A1H FEAMIE D Hb JREE 1 11.75+1.28 g/dL CHEME R ) TH Y . 1 FIH D 9.15+0.79

g/ldL CPHMECHEHERZE) ICHBL THEEICEFLTRBY, =R Fr TI7 7RO 2

[] 5 #EATRE O Hb 2 10.04+0.99 g/dL CEIME EAEHERAE) & DOHERIZB N TH A EIC

EfETH -7,

OFSRRIEL. TR GBRIA R (1 BIH) KO GBALATE 32 B UXHIEERE (2[01H) 125

i L 7= 0w o — A EH G O B S AR O E R (LVMD 228 L. #HE

L7z, AR TF v 77 7 BASEECIE, LVMIIE 2 BB 5 1EE &g L

“cff_ET LTEY, ZLE&ICHEZE (p<0. 001) NRBDO BN, TR F > TIL7 7

KFEAEEB LD oT, T, INANKRZF v 77 7 BIFSEHICE T 2 2 (LRI

%ITI?/ TNT7 7 REE L THEZ (p=0.009) 2B bhiz, ZA~KRTF

TV 7 BKISEED 2 [B] H FHAIEREO Hb 21T 11.98+1.17 g/dL. CEHIfE HE#ERF ) Th



V. 1EH®D9.23+0.79 g/dL. (CE¥E AEHERZE) ICHEBLTAHRIZEA L, =FR=F
v TOT 7 REO 2 (A HEHAIEF O Hb B 10.12+0.97 g/dL. CFHE HEH#ERFZE) & Okt
RICBWTHHAEICAEE TH -T2,

F 7. CHOIR REROBEIMAEHT ¥ 12KV @ BAE Hb IBEE B R1 T HRE(ICEE L RIT
SV EFERRAHT Bz a . 2008 A A KT A 25 Tlk, AIOFTToH ND B
J O PD B I L CHAE Hb IO LR % 12 g/dL IZHIFR 3 2R AMiTdE & L, 13
g/ldL (72721, HEELRL - MEREBORELESCEIOH DHRE, & D VITEFHICHED
HOHBETIT12g/dL) ZHX 2GEITHE - KEEZBETLZ L LInTWAD,

PR - AREEEEYE (WMBELL EoYEMAER) (2o T, [VILG. EE AR AN E & O]
EHBOZ L,

b, BEHbRBEIZOWTIE, 5% LFEEDDARINDITA FTA4 LV EORFIEHRIC
WHOMENRD D EEZ, BMBGENRO BIEEIXFEZOTA RIA4 %, EHOGEHRE
BEZTH L) L LT,

7.2 INROYIEIAE

A E T D HD B#F OPa A &3 1[5 20 ng, ND & OV PD & oy)a &L 2 3
(2 1H 30pg ERESNTND Z LD, ADIEREREZ 60kg L3208, (KEHZY
OEHEIZZNZEE 17 0.33 pngkg . 22 1M1 0.5 pngkg £725, ZOKRESH-
DoOoMEAZHZE LT, NRIZB T2 KREIEZZE L, HRE OKE 10 kg Z & IZH)E
BehfE (HD 85 . 118 5~20 pg, ND X OVPD 5 : 2 12 18] 5~30 pg) #i% /&
L. /NEZXGE UI-BRRBR A I L7z Y, ZOEE, rHuEPO RLAIR B G485 O
Hb #2E b F8#E O FHEIE 0.256g/dL/AE T ¥ . Hb B 53 2% 2008 4R A A
R4 29 THEZRLMERGIERIEDO Y A7 ICEH L TRHEZWEZ X LT
% 0.5g/dL/A Z 8 2 TV 1L 161 (11.1%) . 2004 4EfRH A RT A4 2 TY 27
B L CRIBEZR VW E B Z BN TV D 0.4g/dL/H 8 2 TV - 9RE 13 2 B (22.2%) T
bole, NEGRE LIZENERRER CIX, HD #85# (IV) XU ND+PD #5# (IV
i SC) oA M ER TN T Hb JE FH#HE T Z 20 0.246 1) 0.217 g/dL/HE .,
& 720 @ Hb 2 _EFEED 0.5 g/dL/AE %88 %2 CTW g X2 nein 5 4 (12.8%)
FOT ] (6.3%). 0.4g/dLAA %8 2 7= #BREF OFGITZENEN 7T 6] (17.9%) K11
Bl (9.8%) ToH O, /IR ERANDFERIZKE RZEIT RN T,

PbXv, /NEOEMUGEICK T A HEIH&Z(KE 10kg Z &2 HD BF 138 1 1] 5~
20pg . ND &K OVPD 13 2 12 1 7] 5~30pg & 5%iE L7z,

7.3 UIBZYEAE

1) HD & KO PD BT T 2 E RN 512DV T (A

BRI F o 77 7 BUEISES T/ TLAR oot GAER (A03 : HD fB4) . S IHR
5Bk (A0S : HD [B#) . HIAH— %KM (A09 : PD B3, A10 : HD X PD &
) IR 288E O 5 b rHUEPO A 545 E % 5512, rHuEPO 417~ b AH|
~IDRZ DG OMEINEZIGE L, x5 e Lo X, rtHuEPO #-ANIZ LV %
ELIZEMIRREPMTON TV D HERE CTh Y | U2 VIEHER OB GHEX, ZhE
NOYERF I T D ARBEREHT O rHUEPO RA| D B 5 8 K OB 54 125G CIRE LT
(# 2),



F2. BERARICETIMBEZRY

rHuEPO #$4l ARH

%t - W=y O h& - =
Be HARRE (R B Be 4R BHE (ng)

3000 A 10

3000~3750 Kiifi 15

W 2~3 [H] 3750~5250 Al ¥ 1 [A] 20

5250~7500 K 30

HD 7500~9000 40

750 10

. 1500 N 15

1 1A 2950 2 Wz 1 [A] 20

3000 30

¥ 1 (] 6000 60

3000 N 30

PD 2 12 1 [H] 4500 2= 1A 40

6000 60

>$@Hzﬁ_rbtmm&5£1 AKIEFRRBRICB T 2B ERTHY | KRS NIz HE L B
DRENDD I LICEET DL,
EHRERAE O Hb 1L, #5805 1 A 10.42 g/dL 7~ 5% 3 # H 10.56 g/dL,
5ﬁaum5ymk\ﬁw&fi%/7»77%ﬁ%@ﬁz%%$ﬂHb&fmﬁ%é
NHZ ENfERINTZ, £, WThoO®BRGHEE (OF 1 RSOX2EIC 11E) TRk LE
BAEIZBWTH, R T T 7 MES~GIE 2 %, 73 Hb IRESHERES NS
CENHERR SN, 7ok, Y Hb BT, BERGEZRETS Z L2k oSG
11 g/dL fiitk & fEF L RIS bt@ﬁﬁbt%@%rbto
%5%#%@&5%V@ﬁ1@li2 Z1ENCRBIT S 1RG0 o5 B ILRIX
1R 2 @I 1 [ kwf\k%_\&Q%%$&MUL®%%%T&5%%ﬁ&
H%LIWAMQXHIW%MgﬁEEéMKOkEL\E1EIMQT&5%%Lk
BB OF 544 TR SUT A IER (A0S 1355 28 i A XU Z N LARTOH LK) OB 0
WEBOVEMEIT 14.7 pg, 2 B2 1[0 10 pg THEEBIAE LIZgiBrE O BG4 TR I
1EFF (AO8 135 28 M H XU AVLARTOH LK) D& 72 0 OF 58O FE)EIT 14.0 pg
&L BHBIRREO G BRI S OB G REITEIMOEE N RKE D722 b, 21
ZThEGGEZ 15 pg & LCRHBRWE B X b, 7eds, MR, 4, (K&, JF%E
B BT H IR, BRSO NN L A D TRFT L2, BE R 2RO S m
-7,
UL b, rHuEPO A D525, B MBCED R AMER S 41T 2 BHEE A I W
TiE. rHUEPO &0 58 & O GAERE IS CIRE LT R F o 77 7 filA)
SImI AR, BGHEEICIVUDEZNITRETHY, MERGEZFHETLIZLICLD,
B G H Ho IRE %2 11g/dL A& ICHERF T2 Z LB Ch o7z, Fo, athkic b
HIZFBD b oo,
INOOMREZ I, THIELROHEICEEST 2R © 2 PR Otz
E LT,



2) PD JxOYND B2k 2 B FHG T ERIRNE 51220 T (lA)
ND BEIZEBIT 5 rHUEPO fHIN S X N~ReF v TV 7 7 BAS~G) 0 8 2 5 5RE T
DENRRETF o T7 7 BASOGE: 2 Wl H & O 24 % SCA06 Bk TR L7z,
KRB TlEL, rHUEPO 8A|0 #5457 T\ 5 ND ¥ %412, rHuEPO ##| & # v
NRARZTF v TAT 7 BASOBBE L (200 1) % ILISRBRBIAET O rHuEPO #A| 0 #
HBEMNOHENRZTF L 77 7 BASOUEx P HE (£3) #HIHL, %47 5H
BOARAO 2 W2 1 B NG 2 MG Lz, B5G%,. B Hb B (11.0 g/dL ULk
12.0 g/dL BAF) ZHMEFFT 5 X 0 ICl a5 BL % L, 22~24 lH&E 5 L1,
%3 BERARICETIAFYBINERAER

TEERBRAERT TGRSR
I ERIELRI D NR—A T A I (4 L O-2 1) -
HuEPO RUAIE 5 it o rHuEPO U5 5t A DB Bt
6000 TU/2 3 = 6000 TU/2 = 30 ng/2 #
9000 1U/2 5@ = 9000 TU/2 = 45 pg/2 i
12000 TU/2 34 = 12000 TU/2 = 60 ng/2 #

AABR TR ELK&»«TI%/7»77%ﬁ%@ﬁxmﬁﬁifﬁﬁéﬁﬁﬁé &
2RV, U202 Hb IREEITHNE U722y, QMARZE ClIz <, EHMPIRIZFEEE
Hb%@ﬁf%ﬁ?%é:kﬁ%éﬂkoik\&mgﬂﬂ@%iki9W$1WT@%2
EHICESH 70 O Hb #2AE FREED 0.4g/dLE 288 2 72 N2 VR RIBEIZ 2 0o T2, 72
B, FOMoOERE TITmE L Ho IBEO FRITRD bR o T,

HHTD DX NSKETF o TIV7 7 "HSE G EOMEIX, 5K T (Fik) BRI
AR L L ThOTMNITED Lo b oo, BEREETIER0 o712,

UL EofERNS . rHUEPO ANZ K » TEMGENE SN T\ D ND B LT, 1)
Bz 7> rHUEPO RIA|OF 5825 U T, 200 : 1 OB LR TR L= AAI O 2 4)
BIHETHENANRRZT o TA7 7 "FSOEG 2T 2 L3RS ThHDH EE 2 b,
AR F o 707 7 JFE IR, rHUEPO AR # S ST 5 HD B OV PD
Floxt L, U 20 rHuEPO A O G ENGHH LI VKT 77 7 8|
SO Z VIBIHBEZEFFIRNE S T2 L Lo T0n 5D, Bz EL, UIEXRIO
rHuEPO #A| O 5812 200 : 1 OFELFEZEH L THX KT 707 7 -EHEO
U2 WIEIHRZFH L TW5, Ao SCA06 R OfE E1 5, ND BB\ TH Y]
B Z A1 rHuEPO HA| O 58125 U T, 200 : 1 OH|E LR TR LIz LR T
T 7 7 BFS O IR THENANRTF o T 7 7 WASOR 52+ 5 2 Lo

ZMERHGEETE 22 e, ND BFICHOYRYB A £LEA T2 2 L IChBET RV E
W L7=, F£72. rHUEPO A6 ORI L A TR WA, XNA_KRoTF o 7
N7 7 BRSO R T & RN G N R OENRBD bR o722 & v, ND B
KLOVPD BE YU ENLEH LA NVNReTF o 7v 7 7 RASOYIE 2 4R A
BA B T XUIEIRNE G35 2 L1324 TH D Lk LT,

INOOMEEEIC, THIELOCHEICEET 21ER) © U2 vEAE] Otz
E LT,
3)mﬁ%%:owf

&A THUR G ERESE L LT, U IO rHuEPO #AI#& 5 & = L2/

75@@&5%(NN&M@)%&EL\%ﬁﬁﬁ%imbko%@%%\ﬂmmm

@ﬁ&%ﬁ%%@@%i%2@%&@4@%@Hb%gﬁm%®$ﬁ@@a%8ym%ﬂ



N8 0.146 g/dL/EToH Y | Hb IREORMRZENITRD bivieirole, BAEZXSGE LT
E NG AR R (SCA06 #BR) Tik, ND #85+# (SC) @ rHuEPO #AIH 5 DU % 14
2 KON 4 [ O Hb AL EOEHEEIX 0.20 g/dLAE &N 0.121 g/dL/AETH Y | /)
REMANDRERIZRE R EIT RN oT, LTIeno> T, d\thﬂEO%ﬁ#%@@ﬁz
(BT DHEIH & A2 U 2 /10 rHuEPO 843 5.8 2 L I25E (10~60ng) 752 &
IIZUTH D LMWL,

B, BAERSRE L ENEERBRTO 1 G0 OxEmFEGE) 180pg THY . =
AL EDOHEDOBGRRN 2N LN b, WA@ﬁﬁ%§%6m@kLt AOREET
&% 18] 3 pgkg (180 pg/60 kg) Z/NEICH T KR BROK & FREFE L, L
7Moo T, /NRIZEBWT 118 3 nglkg 2 2 HEOR GBI W2 b, ZOf&E
A TCEEGT 50, HEICRGEZRET 254 [HIEKOHEICEET2EE] I
FLEl L7z,

7.4 B5ERE

1) HD #BH& LK PD BTk 2 F RN G122V T (BRA)

I AT EE BN ARE %535 (A05 : HD % . A08 : HD H#) & OV AH— ks
PREtBR (A09 : PD B3, A10 : HD XX PD %) D4 RS, ¥NL_NKRF L T
V7 7 BESOMERF R A E Uiz, #5E O % Hb B, BAE Hb IREICRER, &
NARRZF o TT 7 RASOR G EZ2EEFHET 52 L1k 0, 11g/dL i 2 #ikr L&
Wbz ZE Lic#iB a2~ Lic, £70. BEHb IRE (11.0 g/dL PA | 12.0 g/dL LLF)
HMERFRIT, B G5BMA L &I B L, BRIt 40%R1# 2 Hef L7, 169 Hb 2 (10.0
g/dL DL E 13.0 g/dL i) MERFsRCIX, & 5-HIRT 90%ni# & @mEa R Lz, Hdi
D O EET, H 5T 25 pngllllRih & RE LB AR LT, £i2, ST
EHEIT 180 pg ThoTo, THHDOHHER B R H VKT o 77 7 WHISF;
e R I BRYE R R - 3A T D 2 & A, BIEIRORRE, FI%ic X £ 5 RE
EAEBREPTICHRGEREARETIEOSE L LT, THELOCHBICEET ZEE] o [#
HEEE ) (RN G RO G &HER) OFLEEHRE LT,

2) PD K ONND BF#FIxtd 5 K F &G UTFRIRNEE 51220 T ()

ND #B#E & O PD BH OHMFFHE GBI 2 X V~_R T 77 7 BESO HE R OH
BT, ND & Z x5 L L E# 535 (SCA08, SCA09 : f¢ F#h.. IVA14 : kN
&5%PD$%%ﬂ%&Ltﬁ@&5ﬁ%(ﬂmm-&?&% nmn-%%ﬁ&%)
DFERPOFRE LTc, T b ORBROBAEZ OF6 L7f R, Hb I35 mEIC
LT, %@IﬁﬁisL FHZ Hb #2E (11.0 g/dL LA L 13.0 g/dL LAF) @ib 14
WLAEIT R & A @I A LT, R AZE U T 12.0 g/dL i CcHB L= (K1), B
= Hb JREHERFEIA X, 10 B2 50%., 123812 60% %8 2. 18 #LLFEIE 70%H# THER
Lz, F7z, BHERER] (B TR ROFIRNES) ICRRORE 4 I L%, &5
REIZ R DX NANKRTF o TV T7 7 WHSOA MSGEHER 2RI BE B IR D b
Mol

BB ERE OB G EFIHEIZ OV T, ND B LN PD B & 5 G0 Fh U 7= B iR 1
BWT, ARz F o 707 7 8ENT 2 I 1 B#EE Tl 60pg b2 < &5 S,
30~120 ng 2349 90% DWER A IG5 S TR Y, 42 1 [ 5 Tl 120pg Mk H %<
Pl &4, 60~180 pg 25K 90% DYBRE ITH G ST\ e, WG HEE O AR T 30,



60, 90, 120 K 180 pug DIE~F G- BN EIROK 95% % 5D Tz, ZH 6 OkE
WIZH NIRRT v TV 7 7 BIFSH R AR L BR 7 i R /A Th 5 = & 2,
AR ORRE, FEICL YV RGHBELETETICERGERELTETIEOSE L LT,
HER O EICBEET 21EE] © R5ERE] (K THREROREERER) Oft#zx
BE LTz, 723, ND BFICxHd 2 HARNE 51O 5 ERFEIC >\ HD 2% KO
PDEF LRI UREL LT,

B1 PDRUNDEE (BRA) [CETEHNEJOEVREHR

3) /NEBHIZONT
FANIZR T o HGEMREELELSE L LT, NRIZBIT DHFik G &4 5~180 pg IZRE
L. BEREER A Eh L7z, ORISR, Hb REIZHAE Hb IRERERZ I BEE Hb IRE O
PHCIRIE—EICHERE L, B Hb IREHERFEIG b K& AT 72 IRE—EOHIEG THR
L7z (B2), £7c, XAFTF v 77 7 BFSOBE S -0 Ofeh & B 2 2811530
D HT, ARIEEITHER LT,

B2 NREBIZETANEIODEVREHER



L7 o T, /NNEOEMSGEMERFICER T DHEFFR G &% 5~180 ng ICRET H Z & 13*
WTHD LYW Uiz, HELEHERR G (HD % 8 1 [ 5~60 ng . ND (X PD H## :
21 5~120 pg) O _ERITRAZRGE LZEWNERKRRER EFEEE L, TIRIZF
MO ELZEEL T, HKIEAETHDL5pg & L,
B RAERSRE L ENEERBR O 1570 OkmESE) 180pg THH . =
WL EDOHEDOBRG RN N L, ﬁk@ﬁﬁ%é%6mgkbt HAORHET
&% 108 3p gkg (180 pg/60 kg) Z/NEICH T KRB OK G& FREFE L, L
kﬁof\¢EK%%T1Ewp%g%%25%%®%5ﬁ@ﬁ&@%:kﬁ%\1@%
EEAHTREGT 256, HEICRST 5% THIELXOHEICEET 27EE ] IZFEHE L
77
<JHFC : 2019 4 8 AKGETHRE (A F&E) >
ENNRETF o T 7 BASORGERFEZ A IV T/NEOBPER Ik 5 R
BRNERE SN2 0D, 2019 4F 4 HIZ/NROBEARERIC OV TGERE S - NE % it
L7z,
7.5 BEREREER
1) HD E#F* (hA)
FATEER BN E S 5305 (A05, A08) K UV IIAH—f%ERIRHER (A09, A10)
Dt 4 RBRORAE % HlZ . AR OEGHEROMEFRFHAEIZ DWW TIX, LLFD 4 7 v—T12
SR LURRE LT,
@® &5%%%®ﬁl@ﬂgﬁﬁéﬂﬁ#otﬁﬁﬁ(%4%@D
@ HEHFEMGEREOE 1 EINS T OREETHE 1A 5 2 8I2 1 [BICEE ISz
(B 134 #i)
© HEHBMERED 2 T 1 [BID O GAHRE 228 8 L 72 o 7o RS UV I O R
TﬁlELZELt%%%(#&ﬁ)
@ HEBRMEEO 2 I 1 ENS WTIOR ST 4 BIC 1 EICEE Sk GE
53 f51])
WTNORGHEEIZB N TH Y Hb BEIX, & 5H%EE Ho REICREL, 0Dk,
11g/dL mits 2 #eFE L. EHIFICHOZ D ZE LIE#EREZ R LEZ (K 3),
MR AT HIEH OB FHEEENC BT 5 PD & 2RI H VAR EF v 7 A7 7 WK & SR 5 L= 55T
BB (A09), HD BE K O PD BE LA VAR F 2 77 7 BES & BRI 5 L7 35
(A10 #BR) DOEEA Lo,



M3 ZEMEE (BN TET2REEEIDANEI OEVRED#YS

P GAREATR N Z 0 & LT, ‘P Hb BELVESH -0 O REIZ OV TRET L
Too ZORER. S Hb IREIX, WTNOERGHEIZB O THER# TRE RLH®HITR
<. TRBRHIREI 11 g/dL itk 2 R LT, BGHE A LT T 55513 E AT ERTOR 5
EOMGERAYIEIHESE L, 20%, HEFESTLHZLICLY, HEEHERIOBEHIZ Y O
HEZHERF LoD, Hb BE % 11 g/dL Az ICHERE SE 2 Z M a[feTh o 7o, £, 1
mld7-0 OFKG5EIT, REHEENE 1B TiX 10~40 pg. 22 1 [B]TiX 20~80 pg. 4
T 1[I TlE 40~160 pg O & Tl e« 5 Z L2k v, Hb #EE 11 g/dL mi
ICHEFFT D Z EMNARECTH » 72, B, HbH7- 0 OGRS, EHAEZ TRE 22T
RO LT, TR 20~30 ng #H#ER LT,
TS ORERE N R GHEE 2T A8, Hb A EEICBRT 5 2 AN
ExohdZEnn, THIEKOHEICEET HEE] © [HEHBETERE] OFtHx &
E LT,

2) PD }xO'ND &% (i A)
ND BEH LU PD B OMFFE G I T 5 X N_ARTF v 77 7 ESO LR OH
X, ND BEF 25 L L& 55 (SCA08, SCA09 . IVA14), PD & % %15
E LT ERGHER (SCA10, IVA1l) DOFERMNLERE LT, WTHORBRIZB N TS,
P GHERE A S 2 T2 U 7B T 4 IS 1 B GICRATRIREE L TR0, £ G HR
HIUZHI T0% DHERE 23 4 I 1 [BIEEE~BAT Lo, BAT L7o#diE ik Hb REEICBASE
REENIR O 5T, BITHO Hb 2K % 12.0 g/dL Ri#% CTHEFF CE 2 Z LR &Nz
(X 4), BATHEOIE Y 7= 0 OAF|O# 5 &% 30.66+10.37 pg/id CEHE EREfFZE) T
Hote, BIThR LBV DX NKRETF v 77 7 BESO# G BEOFHMEICEAE e
BRSO LT, 30 ng/lRFI% THERS LT,
TS ORRET N R GHEE 2T A8, Hb A EEICBERT 5 Z L AN
ExohdZEnn, THEKOHEICEET HEE] © [HRGHBETERE] OFtHx
E LT,



X4 458(1EEBEEAEITLE-PDEUND EE (KN 281+
AESTOEVEERVCEHLEYDTILARIFY PILD 7HEMEEEDHTRE

3) /NEERSE
HD B#H 22V T 80 pg LA F DA — D 5-£C Hb JE 0 BIZ Hb 2 O#PHN CLE
L7-HEB 2R L7238 1 [E# 5005 23812 1 [l#5~, PD XiZ ND HE 2o\ T
1% 120 pg LA FO[Rl— O 58T Hb RN HEE Hb IREOHPHANCLE LI HBEZ R L
THAEITIE 2 BIZ 1 EEEN G 4 I 1 RIS~ LR TF o 777 "R RS
BEAZERTH L arl L, BRRBRZ R LT, YLK TF o 7Tv7 7 WA &
HE72 31610 55 PD Xix ND #BF# 11 6 (35.5%) 73 Z DFRMFITAZEL, XKz
Fo TNT 7 MASOE SN 2 12 1 EHR 5,5 4 8IC 1 BElERGICERE IRz, HD
BETIIINNR T TU7 7 WASOF G 42 288 LT BRE 13580 b Lo 7,
PG ZS D Hb S X 12.140.3 g/dL TH 0 | Pofll, S/ Mk O KMEIZ#h 2
122, 11.7 L0127 g/dL Th o7, ZHi%, Hb JREOFEMEIZRKE 2 EBITFRD 5
T, 12g/dL FifE: (11.4~12.9 g/dL) THRE L7, £/, BEHELEREOBEHTZY O
ENARRTF o T T7 7 AR EOYEEIL 11.8+8.1 pg/lATH Y | ZOHHRKER
EENIFED LT, 10.0~12.0 ng/ill OFFHE TIIIFE—EICHERE Lz, BHHEEL TR
11 B4R TOPERE T HEE Hb I EORPHNT > 7228, ZH#% 2 BT 4 6] (36.4%) T
Hb #2EE2NHEE Hb i D IR T 5 13.0 g/dL Z LE| > 772, HE Hb I DO HERFE]
Al 63.6%E 720, Z DT 50.0~100.0%DHIPH THER L7-, Z 8% 4 BLIKE, HAZE Hb
BED EREZ L - - F8BREET, 2% 10812 1HloLRBD N, £7-, Hb EBE
DNEE Hb IBE DO TR Toh 5 11.0g/dL % Flal > 7= & N2 % 8 WIZ 2 i (20.0%)
RO, TOHBETH 16 £ THAE Hb RE O FRZ Nl 72 8RE NEnTih
DR RIZIBNT 1 T 2 Bl Tz,
Ubomy, 5HEZZE LTS, Hb REHER, BE Hb REMHEREIS, BH-0 D
FNVRRTTF v TO7 7 WA G &ICHEREHITROONT, RE—EICHEB L2
END, BMSGENHERF SN TV O GITITR GHELZ LR T 5 Z LI3Z Y TH D &l
Lo, EGHERERFOHEIEHER IR G- RIL, SEHELTATOMGE LS L2, JALZ XS
& L7 ENER R ER & [FREIC ERRIZ 180 pg L R E L7,



3. ERERALIE
INASREF o TAT77EVY Y TKKF) (357 A 7GR O AGREF A 2 52 17 7o R 3L
IEARFEATRHFEE R 2 W CRGERREE 217V, BLERTEAR IS LT,
UUTFOREBHE L, FNVSKRF o TAT7 7 B-EBSDA LV F Ea—T 3 — A ESZITFHH LT,
§ (FNARFZF Y 777 8H] 1 TAVSREF Y TA7 7 (BETHRZ) B RATHERHET 7V ) v Y)) 28T,

M EEERT—2/1\vr—2

NEERT—2/1N\vr—3

ﬁ phase | #HZ | RBRES | Awik | men m =
| w1/ | HD AO1 - O | #m@mER 0LZeEoR
fii [t | HD A02 0 O |HoE GHERIGH) ROZEMEORH
S/ | HD A03 O O | B (RS ROZEEORH
1A HD A04 — @) SRMENRE K V22 M DR
SR | HD A05 0 O | #oMROREROBRE
H1R | HD A06 - O | EmER R erofkat
Sk | HD AO07 0 O | BHMROCLEEOR
EAIEE HD A08 O O B R L 2O RMFT
SR | HD A09 O O | HIMROCLEMEORE
B | HD/PD | A10 0 O | BoMEROLEEOR
%14 PD SCA01 — O SR ENRE o V22 VDT
% 1A ND SCA02 — O SRENTE K OV O
SER K[ 22ty At Ny 72 N
s | Y | SCA03 B 5 %i@ﬁﬁmﬁ%@ma@&oﬁim
Sk | HV | SCAO4 - O | EMEmRESE R O A O
P IR, BT/ O E R )
g | NP | SCA0 | O O | RR oz ettoma
P PSR ICLEE L S
gum | ND | SCA06 | O S
gﬁa ND | scaor | O O | om0 A OB
EHE GO BB~ 7 0 © o e
B | ND | SCA08 0 O | s orsattomn
FHIE 510 B~ 7 0 b
HAH ND SCA09 O O R, BIEANE 0B REOA AL
VL2 OB
e IR, BIE~E 7 0 C R )
EAIILE PD SCA10 @) O | g e bbb
e rHUEPO ] & 2 e sh 3o [ Sk
A | ND | SCAlL | O O | toir, R RR 0K 2HEORR
HA | HV | SCA101 O | AWl stk OV % 2 O it
HAH HV SCA102 - @) EW IR S R V22 R VE D Rt
DA, BN 5RO BT S o e
Al PD | VAL | O O | Vs B OR SO R
IR, BT o v R )
A HD IVA12 O @) B O e O
WA | ND | IVAI3 - O | EwBEROREEDORE
e IR, BT 0 R RS
S5MAR | ND IVA14 @) ORI il NN
Hmmk | HV 201 = O | AWl st i 0% 2 O it
S gK']”) 301 - CERE S A




ﬁ phase | HZ | RBES | A | men B =
T . N EB 5050 I ~E 7 0 € o R
i | P ) ogp | %2 ] O | 9 |wmrowerom

HD : fig#hr, PD : MESENT, ND : (RAEH1ISMES IS, HY @ fEEk A, CKD : B
O : fRpiRt R L+ 57 —4
(2) BRERZHE -
AHERUVREMICET 555
1.BRNEI MHERE (MESEHTESE)
MEENTRE 121 i (XK F o 77 7 JAES61 fl, =R=F > 777 60
B) ZXRIC, FNANFTF o 77 7 BAS (OF 1 [E 10~60pg) IRz T
777 (H2~3 8] 750~4,5001U) Z @ EmE L7220 5 28 HWEEHIRNE G- L, [F
EVERRGE LTz, ZORE. AERHMIERICIB VT, FA_FKF o 77 7 3l
KO 1 [ GIZRoF o 777 O 2~3 E#EE L RSO ELHT L2 &
DRI,
RIERRBIBE I I N_R T o TV 7 7 RASEERET 21.3% (13/61 ), ==
Fr TNT 7 EERET11.9% (1/69 6) Thote, XNNHKF o TL7 7 BKES
B GRECRBL U E2RWEMIL, S e 8.2% (5/61 f1), Mt 5. BifkkE
AL A DHIE M TR BE R 4 3.3% (2/61 i) Th o7,

8) LRFIAIZ A « B & BT, 2007; 621 679-691

2ENRHTRSHER (MERSEhES)
MIRENT R 513 Bl 26810, XK= F o 7L 7 7 fHFI 2 1 E~2 812 1 [
10~120png O M EHLFH T E L EMFIRNE G Lc, Z20/%E,. WTho#s
BEIZBWTHREGEHB T O~T /1 B EL 11.0g/dL Rk 2 HE L2 9,
BIVERIFBISERE X 32.4% (166/513 f5]) Th - 7=, ERFEIWERIE, Mt 10.3% (53/513
B) . IME A 5.5% (28/513 f41]) , EFRIREELAL & OFE 4.7% (24/513 #1)) | BhF#IR
JEPHZE 2.7% (14/513 #) . HEJA 1.8% (9/513 #Il) K OMFHZE 1.2% (6/513 ) TdH
7z,
UER S 7 ER O &)
ﬁA:MW@W%%Ti B EN RN SN b, B RATIEAH % 1 [ 15~60pg
HRA IR 592, 1@&5T§m&$#ﬁﬁéﬂ1wéﬁA 1. ZORETO 1 A
BehEO 2MEEEZEHREE LT, 2BWIC 1 R EICETE L, 2812 1[5 30~120png %
BRI 532 Z LR TE B,
9) Akizawa T, et al. : Ther Apher Dial. 2007; 11: 220-226 (PMID:17498005)

S ENFOHEAR (REHEMERRES)

PRAT R M B g 0 B R 100 B (X LR T v 7oL 7 A KON AR =

Fo TIT 74 B0 B BRI, XK TF L TAT 7 8AS (2812 1 [E30%

4 12 1\ 15~180pg) XiF=ARx=F > 777 (G 1EXE 282 1[5 3,000~

12,000IU) Z 3@ R L7225 5 26~28 WM M5 L, [FIEMEEMEE LTz, D

?fté'ﬁ HNEFHBIE B BN T, ZNA_KRF o 77 7%ﬁ'§@2L 1[E 0T 4
C1EE PR F L 77 7Ol 1 EIXE 28I 1 [EE FiEE L RSO

@%%ﬁ#é;k#ménkwo



BIE S BAE BE | A K 5.8 T 16.0% (8/50 f3l) T -7-, AFIEGHE TR L
FAREWERIL, E EFHEROEME %4 6.0% (3/50 f5]) TH-o7-.
10) AR IEIE A B & FHT. 20105 68: 931-945

4AENFEOHEEHESEHR REHEHERRES)
%ﬁ%ﬁémﬁrmmﬁﬁm$%unm%ﬂ%’ HVA_REF v TV 7 7 SIS %
T1MIE 43I 1 F] 46~48 MK TG L7z, #&5-&i%, 60, 90, 120 X%
BQ@T@H%@LKO%@ﬁ%\“%7ﬂt/%gi&5%%%iﬁb\M%H
Ml EIE 12.0g/dL THER L 7= W,
BIVE S B 1S 20.5% (33/161 ) ToHh-7=, EARENWEMIX, mIE 6.8% (11/161
) KOMLE EF 5.0% (8/161 6#]) TH-7-,
[RGR S 7= FlvE R OV 6]
RN CRAF B PR R R IR, B EAEE b B, Gl BRCIIARHIE 2 i
1[0 30~120pg & F 3UTEARNZR 595, 2 BIZ 1 [EREG T MEN RSN TV 5
BAICIE, ZORETO 1 EGED 2 fFE2BGHEL LT, 480 1 m#EEICAT
L. 412 1[5 60~180pg # & N XIZFAIRNE G35 2 LR TX 5,
11) Akizawa T, et al. : Ther Apher Dial. 2011; 15: 431-440 (PMID:21974695)

5 ENEMMEHER RIEEHRESE)
JEREBHT B 146 Bl 2 %21, ZNA~ReF o 707 7 8lESE 253812 1 [ 3E 48
_1E2&48@%&T%52@%%W&5Lt0&ﬁim\%\m\%\mox
1% 180pg THEHA L7-, FORER, ~EV o B U BT R GE% FH L, 14
DIBIZIEIE 12.0g/dL THER L7212,
KRB OBIERARBBBEEIILL FO LB ThoTz,
- EWNEIAERER (&S5 ORIERREBBEEIL 24.0% (23/96 ) Th o7,
FEARRIERIE, BIiE 11.5% (11/96 1) | i+ _E 255K OUFBREREUEIN 4 2.1% (2/96
f5)) THoTm,
- EWNE AR (FIRNEE) ORIWERFEBUBEEIL 20.0% (10/50 ffil) Th -
7oo EARBIWERNIL, MELF- 6.0% (3/50 #) M OEILE 4.0% (2/50 ) TH
>77,
&R S - kR O )
szﬁﬁéﬁﬁﬁfm\Em&%@%ﬁﬁEht%\L% T IEAH 2 2 1812 1 [ 30
~120pg & N XUIFRIRNEE ST 5, 2 812 1 @&Efgmlakﬁwﬁﬁénﬂ\éiﬂ/\
M\%@%ﬁf@lﬁ&§%@21 %%wmikbr 4 ¥ 1 EE
L. 43812 118 60~180pg % Bz F XITFHIRNE G T2 Z &N TE 5,

12) AL - IEEENT RS 2 kB & LI ARKI DS (G IIAH)
(FATEFHET TV ¥ 12010 4F 4 A 16 H&KGE, CTD2.7.3.3.3.3)

6. ENFEMAEHRER (NREHEBRRBESE)
mﬂﬁémﬁfﬁﬁmﬁ%ﬂ%’\ﬁw&fify7w77@ﬁ%5~wwg@
lmfﬁaﬁ%L PrRAF IV B g B K OMEROE T B Tl 2 1812 1 R0

BT 1 [\ 24 BTG AIFARNE G-, IRENT RS I3 1 BXE 28I
Mj24@%%%W&5Lko%@#%\m%fmfyﬁﬁm&ﬁﬁ%%£%L\
8 W LAFEITIZIE 12.0g/dL THERE L 7=V,



7B, BWEHORBUIRD o T,
1) Hattori M, et al. : Clin Exp Nephrol. 2014; 18: 634-641 (PMID:24013765)

(3) ERPRZEEEEAER
DR
[M&RBHFEE] (A01 - A04 5KER) 1819
MARFHTBFIE 40 FlaXIRIZ, B b= ) A R=F o fE 7 HELL AR L 72%
Wy ANA_RETF v T 7 8ARE 1A 10pg 75 HEFRIRNEE S L, 2% iR
% 20, 40, 60pg L& L, EYBERE LK OLZEMEZRE LT,
BIEAIE 40pg T 161 (2.6%) &, MM EF R OGN NOS 235380 L2y, Wit
BEThHoT, L, TOMOEERAEFRIIZRO bR ol
MAEEHT 25T T D L EMEMET AREE 14 Bl RIT, ~EZ7 B REN 9.0
~12.0g/dL 7>2>_X—R2 T A T O ~E 7 v B RN D £1.0g/dL IZHERF S
HE9, ANNEKRZF v T 7 BARS10~60pg & 1[0, 28~31 # & AR £ 5-
L. ZOIRYENE & 225 Rt Lz,
HEBEBAEE TCERWAERFRIIBOON RN -T2, L, TOMOEERAGES
% BRERRAE L O, Z LA ACBWTCIRE L 2 5 TR S o7z, 12
FHELERKIZE O TL 16 (7.1%) ISOEMBEINGED bivizn, XL~RTF o 7 v
77 WAL ORFEBRIIGE SN, £2, 2BV TH LR F o Tv7 75l
ASICRT 2 HURITFE D B 5T,
[RGB &7 vk R O &)
BN AT B Tlx, MIEHE S LT, @, kAR % 1 [ 20pg #IRME 5T 5.
TV RuREFy (ZR=F L TAT77 (EaTifz), =RxFr =% (@BisT
M Z) 55 BFIHNS QU B R S LC, @, A CIZAR & 1 [ 15~60ng
BIRNEES 5, 12, AMGEDRESBONZ S, BH, RAICIEAH ZHE 1E 15~
60pg FRIRNTEE G- L, il 1 B 5 T/ MEEN R S TV AEAICIE, ZORATO 1 [
BB 2EBEZFBHAREE LT, 28I 1 EHRGICET L, @HE. AT 28I 11
30~120pg ZFHIRAFE LS+ Z LN TE 5,
13) FENED © & L EHT. 2007; 638 625-631

14) FENE R - MBI R 2 5t & Uiz R 5l R S AR
(RATERET TV > 2007 4 4 A 18 HAGE, CTD2.7.6.2.4)

(REHIEHEHREE BIESHTER] (SCA02 - IVA13./SCA01 HER) 519
TRAFHNSVE R g BB A 32 Bl 2 x5, & b= 2AaR=F U 8EI%Z 7 B LLEAREE
L7efRlc, ZN_ARFr 7v7 7 8ESE 18] 20png L 0 HERZ TG 20 L, %
EMERHEER SN2, 110140, 90, 180pg SHgE L. MRMpEhiE K OV et 2 s Lz,
BIVER X 40pg T 8 HilH 1 61 (12.5%) ZAFRREREIE I & OVRFERE NOS 23589 &4,
90pg T8 HIF 14 (12.5%) (AT Hh ViR AT 74— NOS HEIMNED vz
D, WTNOFEGHALEZ L CEIE - AT L, £70, BEERAEFSIT 20pg
T8I 1 (12.5%) ([CEFERIREEMARIEN RO By, RERERIITE Sz, 72
B, ACICEST-AFFRITBDOONR D ST,

TRAT- 8 ME R s FB - 26 il & )t 5eic, AR 77 7 #8KS% 1[5 10, 30,
90 X% 180ng HEIFHIRN G- L, EppEhfe k eVt L7c, ek, B h=U X



AR F BB O G EZIT TOHBETIE, & b 2 R=F U ®KIZ 7 B E
RELUIZBICH NIRRT 77 7 WA # G Lz,

FIVEAIIE 180ug T 7 B 14 (14.3%) (il REEEAIN A ZRD ST 3, BETHY |
JLE 7R U CRIE Lz, 7B, LR RZOMOEELAERFRITRD Loz,

JERGEAT B IE N 32 Bl 2%z, B b=V 2R F o 8F %2 7 HELEIRFE L=
(2. ANVNEREF o T 7 8EISE 1A 20pg L0 HEE NG A2 L. ZerkEn
R S 7=, 118140, 90, 180pug &HIE L., FEWEIHE K OV 22 Mt LTz,
BIERIX 40ng T 8 Bl 161 (12.5%) (ZTESEBALIENR 237D H i, 90ng T 8 filf 2
Bl (25.0%) (CHWE, MEMRKT., BEKLOME EFHNZED 5B, WTFoFEL G
ETHY, WERLTEIE L, B, EMREOMOEELRAFEER IO LA
Nz,

[ERR & vl ik R O ]

FRN - AR AF VR R s R K OUME RS AT B s i, wIRIHEE LC, @i, MRAIZIEARZ 2
W2 117 30pg K FUTERMRNEE G35, =) 2nRzFy (R F > 7A7 7 (B
%ﬁ@i):rfi%VNw§(ﬁ%%ﬁ@i)“)iﬂ#%@@ﬂimﬁm%kbf\@

L RNIZIEEAANZ 2 I 1[4 30~120pg e T XATEARNEE S35, F7=, AimikEe R
#%%nﬁ% W, BRCIEAA A 23812 1 1] 30~120pg 2 FSUTEIRPBES- L. 2 8
’1@&5T€m&%#¢%énfwéﬁA . %@ﬁ51@1@&5;®21§%%
EHEE LT, 42 1 EEGICAT L, @5, AL C 118 60~180pg % f F X
ITFARNE 535 Z L3 Cx 5,

15) fEFE 21 E 0 - B L&, 20105 68: 111-120

16) fREFEEZI1E )« B LB, 2010; 68: 121-126

®QT/QTc
DR L

(4) RFREHER
(& E 4T EE])
MEAE
1.E DAEERREER (BEALA—T U RAERICHMFLERER - A02 &HER) 71
MRENTBE BT DX N_ARTF o 77y Ao mdGERE FIRH&E) ©
MESOETEZ R 2720, ST TH OBEEEMEE 265 & L5 TR
IRBR % FE ki L 72,

(1) &
bt h U RaRoTF CRBIOR G %251 T2 BT el TH O B e i B
T, 1AM ESHEHMUTOE b= U 2R F o fAKRER IC~TE /B
FEEEDS 9g/dL Rfi (KT L= B4,

2)kE5EAH*
E AR T 77 7 fHFIS10, 20, 40 HHVNE 60pg & 1A, ST
FETIRFIC 6 T REEIRNE G- L=,



(3)

<FHHEE (F@iE) >
C ENRRTTF o TT 7 REISEE S BRAGRI )T 2 B G T IRE S A I RE
DNEZ 0B RER LR
5'»/\1“1%/ TN 7 BEISE G BRAARTIZ kT D B EAE TIRE SUE  IRIRE
B2 H-0O~NES 0B U EES R
[% éﬂt%&&@%;]
RN MRS B T, MR E LT, #E, RAICIEARAIZE 1[5 20ng §#IRN
wHET 5,

HERBIE
TIERIERIX 103 ] (10pg B 26 1], 20ng A 26 5, 40pg #F 25 B, 60ng #¥ 26
Bl THY ., ARIEREE RS 94 1 (10pg BF 22 5], 20pg £ 23 1], 40pg & 24
B, 60ng #f 25 B]) , MRkt S 103 fl THh -7,
NSRRI TF o TV 7 BFE G-BERI T 2 B 58 TR XU T IERFO ~F
Ju e R R (P ERERZE) 1310, 20, 40 K1Y 60pg HETENE
1-0.28+0.60, +0.15+0.84, +1.18+1.13, K U+2.24+0.73g/dL TH Y, &5 &
AT LT L BN L, B 072 HESERTRD bl
WIH7= 0 O~ v v RERE CEAECEERZ) 1321 2h-0.08+0.15,
+0.00+0.20, +0.23+0.21. M ('+0.43+0.14g/dL/HTH Y . 10, 20pg BEIZH A~
40 O 60pg BEICB W TAHE (p<0.001 : Tukey DL ELLER) 722k (Eifdk
ERR) BRDO LN,

FINRRIFY TILT 7 RESKSEERTIC T 2B ER TR IEH LD

BHEzYUDANETOEVREELILE W
(g/dL/3E)

1
Mean*S.D.

-

0.8 |
06 1
0.4

0 0@IOO0O®D O

0.00
-0.08

DOOO DOO O

B RS R \© (T O N eH D>
o o 00 @CaxD QO 0O

10 pgts 58 20 pgk5r¥ 40 ugtk 58 60 ugt 58

ENRRTT > T 7 7 BIEISE GBRAEE 2 8 B Ik 28 58 TREUT T 1R
DANE T 0 v EEE I, EHETENEN-0.05. +0.03, +0.29, KT
+0.47g/dL/HTH - 7=,

KFEBIRN TG E TEARWAEFSL, 103 Fild 40 #] (38.8%) 258D HiLT,
FHLLRTIE, BEEE 1261 (11.7%) . 1M+ =55 6] (4.9%). 587 NOS3 #i
(2.9%) . M EHEEE 3 5] (2.9%) DNEICHBLEN &N - T, BERER]TIX
10ng B : 26 B 9 5] (34.6%). 20ug & : 26 I+ 6 61 (23.1%). 40ng Bf :
25 {5l 10 1] (40.0%) K Of 60ug #E : 26 il 15 6] (57.7%) Th o7, FEH



RIZEAL T, 4 B THERZEZITRD b h -7 (p=0.081 : Fisher’ s Exact
Test, p=0.043 : Cochran-Armitage & 1E)
ABR Tl ECICE ST AEFEFROBIUIRO bR oTo, 72, KEE
AR CHEERAEFZIL, 60pg #ED 26 F1F 141 (3.8%) ICHMHEZENTRD
bivlc, MEZERBUEGNZ DWW T, MIE 1 EREGTHRBLL T, BEE R
(o TR, JRRE. BOHE] 7 & OINMBEZERIE OfERIA 2 Ff-> Tk 0 | B3
JEEBZOLNDN, ERICEET HMMWN NG E SN o7, £l
B ABRd B2 L lpolototh, XNANRTF o 77 7 8HSOEETH Ik X
., T, FBIRFICERD LA A RRBIXTEER LT,

17) JIITEFSRHE A - B & 3T, 2007; 62: 349-361

18) (LN - BN ERE 2 %5 & L7z BUSRER
(RATERET T Y2007 4F 4 H 18 A%:E, CTD2.7.6.2.2)

(REHEEBREREE]

HERE

1. REE THERAR (REHNELERRBEENRE L-YERAERELEHER
SCAOQ7 FBx) 12

TRAFHNS M R BB T D X NANKReF o 77 7 WH o dcE N & (FE
ME) ORBERIGIEZRETT D700, RAFHHBIEE R EE 2RI, =R F
TV 7 B IR U T AR R TR B AR AR & S L7,

(1) &
4 MU Ee b ) 2 ReF U 8FOFRE 2% 1T TV RWANE S o v R
10.0g/dL A5 D FBAT ARG T O LRATHH IS B drs Fe

(2) mEAE

MEIHEE L TH AR TF o 7v7 7 8ARS30, 60, 90pg OWT g 2 H
2 1A TG IR T 7 v 7 7 &K 6,000 TU O 1 [81f F# 5 % B
e LT, B GRMEHR, FV_NRF L 77 7 MBS CII AT o
JE (12.0g/dL LA E 13.0g/dL LA F), =R =F > 77 7 RETIEI~NEZ B E VR
J£12.0g/dL ICEET D E T, TNEIWIRIHEZEE LenwZ L& L, #v
NRTF o TN T AT, BEEASE S v B URERRERIT, AENES
0B RE AR T D K DT 15~90ng ORI TR GHE A AT TR RE S
FEE LT, TARZF L TAT FEETIR, ~EZ 0 U EE 12.0g/dL RE% I
RIE L, 11.0g/dL UL FICEIEZICESGZH/HL, BE~NT 7 r B RBE
(10.0g/dL LA | 12.0g/dL LLF) Z#fEFF9 % X 9 12 6,000~12,000 TU O#ifH T
BehEAHREL, 28T 1 ER TG Lz, E5HMIZ 16 B E L,
< FERHmEE >

cNET B ERE RREE (g/dL/E)
<EIREHmE B >

- B~ 0 v R ERERS

- BT 1 v R R



[7GE 7= IR KR OV )

R - BRAT IR PR B T, WIEARE S L, ., RAZIEAR Z 2 i 1 [
30pg KT XITFIRNEE 532, =) AnfRzF o (mR=F o TAL7 7 (JJE%
MLz ), TAHRTTF L X=X (BiaHEiEz) %) WALLOUEZYRAZE L
T, OlE ., RAICIEAAZ 2 #IC 1 [[] 30~120pg 2 F XITFIRN&ZEST5, £
7o, BMEGERENG OGN 6, BE ., RAZIEAR A 2 HIZ 1[0 30~120pg
TUTEARNE G- L, 23812 1[5 CRNGEDPHER STV A HEAITIE, 20
Ml coo 1[G EO 2 FRA2FEAREE LT, 43I 1[5 ICER L, @5
BRI 43812 1151 60~180pg % 2 F XUTFHIRNE G52 Z BT 5,

(3) SABRRLAE

WREPES TR S 72 171 %1 (30pg B 43 1l 60ug &F 42 5], 90ng £E 43 1]}z ¥
TIRTF 2 TAT 7 EE 43 6]) ITIRBRIER G- S, £ D 5 b AR5
1% 168 Bl (30pg B 42 i, 60ng A 41 5, 90pg Bf 42 fl}f XK= F > 7L
7 7 HE 43 1§J) LV R S0 3 1T Bl T -~ 7=,
FEG Z LT, R G ERIN D BTV 1 B RE TSR, 5 &
AL TSN 17!@%-%5%%1 P IERFOR S RV E To~E S n B U BEE VT,
NEOEURE EFEHEZRH L, TOMBE, ~Eu U RE EREE
(%)l + £ %6 | 72 ) 1% 30pg #F T 0.116+0.102g/dL/ # . 60pg Bf T
0.192+0.160g/dL/i . 90ng FET 0.324+0.200g/dL/#H T v . FESSTEN R D
bz, £z, ZARTF U TV 7 HETIE 0.253+0.151g/dL/E TH > 7=, 30pg
R 90pg BER VR F o 77 7 B (H:12 p<0.001 : Tukey D H kL
%) . 60ng BEICHE~ 90pg #F (p=0.001 : Tukey DL EILEE) DO~F 7 1B LR
B ESHENFRICKRE D 5T,

HIE~EZm B RED TR (12.0g/dL) ~2E L7 EFIE 30pg #C 42 i

6 5, 60ng # T 41 Bl 21 5], 90ng #ET 42 fif 27 5], =AR=F > TN T 7
HT43 i 24 I CTh o7z, BENEZ v REDO TR (12.0g/dL) ~D 5%
FEEERIS KO 95%5 FH X[ 1% 30pg # T 16.5% (4.4~28.6%)., 60pg #fC
57.2% (40.9~73.5%). 90ng #£ T 69.1% (54.3~83.9%). THR=F > T /L7
7 HET 59.1% (43.8~74.5%) To 7=, Kaplan-Meier {EIZ L5 BE~E T 1
EUREO TR (12.0g/dL) ~0 RFERERIA 1L, 90pg # TrI & H-BME% 8
W, 60pg FEXNTARE=F o TAT 7 #ET ;t?ﬁfff‘aﬁﬁ % 10T 2% L 20,
60pg BEK N 90pg BE T G-BAMA% 12, = R=F > 77 7 BETIIH 56
A% 14 T 50% & 72> 7=, 30pg BE T 5814 16 HIZHB W T 25%I2E
ELhoto, Fio, BELZEFOREHR OHPHIL 30pg #E T 2~16 i,
60pg #E T 6~16 1, 90pg FET2~16 M, =HR=F > T/ 7 7 FET 4~16
Th-oT=,
K BRI E T & A WA E ST 30pg BERET 43 5l 11 %1 (25.6%) . 60pg
BET 42 B 20 5] (47.6%) . 90ng £ T 43 il 20 fil (46.5%), =HRT=F o T
V7 7 BET 43 il 13 1] (30.2%) IZFRD HiLTe, 5%LL EDOHERFTIZFRD Bl
72 H50E 30pg BETIE Tl e B 235 61 (11.6%) . i) 23 361 (7.0%)
60pg FECIE TfE EH) 25 10 61 (23.8%), M7 A VAR A7 7 Z—EHY
oy 23 341 (7.1%) . 90ug FETIE M@fE ) 235 6 (11.6%) . [ i FLERmL K



SRR KO TiE R e 361 (7.0%), =h=F v 77y
BTk Ty 235 61 (11.6%) Th-oTz,
ARBR CIRFE T L7ERNIERD biviginote, 7o, RRBBRAEE TE R0
HERAFEHFRIL, 30pg #T MEMEE A2 25161 (2.3%). 90ng BT 13§
B TAFRERESR S ), TE L5, MR U o AfAE ) ROY THREZE ) (T3
& TIPRERERE ) (IR —AEF]) 2345 161 (2.83%), =HR=F > TA7 7 HTIE
[—E PR s 25 161 (2.3%) Th o7z,

19) Hirakata H, et al. : Clinical & Experimental Nephrology. 2010; 14: 28-35 (PMID:19763743)

20) FEPVEORE  (RAFHIMS MR IR A0 2o R & LTl s el (BI85 AE) (R A 7SR 77+ )
v¥ 1201045 4 H 16 A7KGE, CTD2.7.6.8)

2IYRARIFY (TRIFY 7ILI77 GEBEFHEBRR). TRIFY X—4 G&
EFERZ) F) HEALSOUBZVERHE

VMEE THAR (REHETERREEZNRELEZATIOEVEEMEOIRD
&5t . SCAO06 HER) 2122

t b 2 ReF U BFINS ZNNReF o 77 7 WA~ 2 5+ 2546
DEIMER NZE&M 2R 5720, B bl 2oRoF U fF2 85 ShTW5
BB AR ERE 255 & LI AR & 3206 L 7=,

(1) HR
t b U 2R F U BEIO G 2 52T T D BT ARBEAT OO PrAT- 0112 B gt
B,

(2) &E5H*

N—2 T4 UHHIEE b= U 2 aRmF L HE] 6,000, 9,000 X 12,000 TU &
WA 2081 1A TG LTe, BREFI OFRBRBIGHET R O — 2 T A 1]
MHoe b= 2R VMAIOREEND, XVBRTTF o 77 7 AN
ORI G4 30, 45 XX 60pg EWRE L, 2 BT 1[I F#5 %2 LT,
BeE B, HEA~T /o e EBE (11.0g/dL LI E 12.0g/dL LA TF) (8L 7-
BAEIBRICEE L TWESEAIE, ~E7 e BV BEOHBRIOS D THRG &%
15~180pg DO HiPH Ciiil B 21T o 72, #5884k 4 WUBEIZ B W T, BEE~E
Ja e U RERZEOLEAIT., HITO 4 EHZ0 O~NETa B URED BRI
IS U THEMREZITo72 (R Ty 1), 6T, ~EZa bV RENMERF T
TWAHHEAICIE, 30~180pg # 4 BIZ 1 B FHREG L7 (AT v 7 2), #54
MIAT 71, AT v 7 28bET22~24 Ml & L=,
<FHmEE (FtE) >

- BIEEAE 7 1 B R R

- BEEASE 0 v U REM R IO E i 5 R

- NET B EURERE



[7GE 7= IR KR OV )

RN RFHIRIERER RS T, ) AR Fy (2R Fr 7Ty Gl
Hiz), =TT RN—% (GEETHERZ) %) WAL 2 EHEE L
T, A, BRACIEAA 2 2 I 1 [0 30~120pg 2 T XILEIRNE G595, £
7o, BMEEN RGOS BE, ATIEAAZ 23012 1[5 30~120pg K
TUEFIRNEE S L. 23812 1 &G CR M ENHERF SN TV 5512, 20
FEi T 1 EEGEO 2 FRA20EHAEE LT, 4 I 1 ERGICEHE L, @
FAZIE 4 3812 1 [7] 60~180pg & B2 T XUTEIRNE 5925 Z L RN TE 5,

(3) SABRRAE
WHEE DR STz 28 BN Z VR =T Tu7 7 BASHRE G5 S, 33T
DREB % RGN A i Je OVZE A % T L 7=,
AT w71 OFRMPERFC BIE~E 7 1 U R 2 iR C X 72 B3 1T 28 il
17T, HEANEZ v B U REMREIX60.7% Thol, A7 v 7 1 OiH&H
ERFO~EZ 1 B BEE T 11.27+0.87g/dL CEE +HEHER{E) ThoT-, £
7o, HEEA~NEZ 0 B R MR I LB 3 5 Bl T 42.4433.6pg/2 7 (CFEIfE 4%
HERZE) . A 30.0pg/2 I (W/J Vil 15ng/2 ¥, o AME 150pg/2 ) ToH -
776
t h= U 2aRT AN X VSRR T T LTy BEIAEIR 2 T B O~
B u v UREA R (GG BE5M 2 BRICBIT I~ e R
FEOZAbE) 1 0.2040.40g/dL (CEHE L EHERZE) ThHY, B bl 2R
TF VBRI X NARRET v T T 7 BAS~OUE 22 L0 A ~E S 1
E R OZLITERD b o T,
W e D~E T m B RERER Tl BEBIAR O~ 7 1 BRI FAE
T10.76g/dL & BIEA~NEZ 0 B U RE L VIKh o720, Bhk, ~EZ vy
PR IIR & I EH L, 85 4 8% I3 ENE T 11.26g/dL & BiE~E /e
REIZEIEL, ZORITIEENEZ v C U RE LR LT,
AT w72 ~NX 18 FINAT L, BATHREIX 8.145.4 1 (CERMME AR MR 22) |
i 5.0 55 (B/ME 4, & KE 18 ) ThoTo,
ATy 7218 D HESNE S 1 B UREMER IR OF ST 17 T, 2T
v 72 @m@wﬁl /:EH%EODJ\%ﬁ 0B MR 10.82+0.86g/dL (CEEIME + HE HEAR
) Tholm, BKERIERICHEANE 7 0 B 2R T - BF 1T 9 4T,

Hii~t 7 ov /()i%f”f’%%a’a £ 529% ThH V., EREEGRKOERE &IX

93.3+35.0pg/4 1 CEEIE EAEAERZE) | T Rfi 120.0pg/4 8 (Fe/)MiE 30ng/4 .,
KAE 120pg/4 1) Tholo, AT v 7 2BATRRO~NE 7 1 R EITFEAE
T11.24g/dL & HEANE R EVRETHY | ZORIIIFTEE~NEI R E Y
BEZHER L, BEEIT. 27 v 7 2 BITHHI T T 80.0pg THY . D
B2 ICHEIN L, A7 v 7 2 B17# 16 #1213 102.5ug £ 7eo7-, £/, 1741
IZBWT, BITRI (AT v 7 2 BATIRE) O~EJ 1 B U REITEE T 11.21g/dL
ThHO, BIT4HEZEDO~EZ v B UREITEIHE T 11.19g/dL Tho7-, AT
v 72 ~ORBATRIRICEBIT 2 ~F 7 1 v R EEITESE T-0.02g/dL &%
{BITERO N o Tz,



BIERIE 28 filH 8 f5i] (28.6%) IZ#BD AL, EOWHRIE, [+ L5 25 4 4
(Mﬁ%)F%:vx%n%wmﬁjbﬂﬁF77+@%JWMHﬁ%mEF@
P RO T AP sLEE ik EBEER N 3454 141 (3.6%) Th -7z,

T R OHEEZREWERIERILRO b T,

PLEDOREFR LV tFi)Xn?i%yﬁﬁ%&ﬁbfwé*ﬁgﬂmﬁ¢m
ARFETIE, 15~180ng OFEFHT 2 WIZ 1 FIUL 48 1 EEZ FEEGT5 2
LIk, BT 0B REICERIE L ﬁ%fﬁ\ﬁifuﬁbf%%%
RN EDRIE S LT,

21) P 1F 2> B L 3BHT. 2010; 68: 284-294

22) #ENE B  (RAF IR B G R A B & Lo~ 0 B R ER S S ORET (IS T FRER)
(RATEFE T2V 2 12010 4F 4 A 16 AR, CTD2.7.6.7)

(5) R FEROEHER -
1) SR AE B L TR B RISHER -
(B HT B ]
1 IBERAR (MABHEEEHRE L ANKERSRIHR : AV B
®) »

MBI EF BT D2 ENKETF o 77 7 BASOE MSENRE R 5
72\, MR ENTHAT R OB MR MLEE 25t 5 & U755 AR BRIR AR 4 5206 L 7=,

1) =&
t b 2R F BB OB G 2505 72 2 & N WIS T fad T o B
M MR,

2) &EAH*

ZNVA_KREF v 77 7 BESO 40pg # 1 BIEFRNE S 2 BitG L. B~
E/ 0 EE (11.0g/dL UL E 12.0g/dL LA F) O FRRICRET 5 £ T, &R
HlE UCHE - ABIZEFE L) o7, HEANEZ 0 B U BE FIREIEE
I, ~E/ o VBENEE~NT o VBEICHEBEIND )RS ES
10~120pg DOFLPH TR EFHE L=, &RE5HMIX, 16 B & L=,

< FEFHMmEE (R >

IRBRIR G BRIARE O 5% 4 B E TONE T v B U RE R

s HEEANEZm B REO TR (11.0g/dL) ~O (R

<REIWKFHmEE (BRF) >

S /A =R Vg iy

KRR S 7= v R OV ]

BN IEENTERE Tk, FIRHE & LT, @HE. MRAIIEAR 28 1 [ 20pg ##
RG-S %, B ENRSELN S, BH, RAICIIAHZE 1 H 15
~60pg FIRNIR 532, i 1 E# 5 T/ MEESHER STV BAITE,
ZFOWETO 1RGO 2 FREZBGAEL LT, 22 1 EHRGICER
L. 28218 30~120pg ZFRAK G525 2 LR TX 5,



(3) SABRRAE
BEARPEAHERS STz 47 B0 5 BIRERER SR IR L7z 2 Bl Z2BR 7z 45
BNARBREDN TG-S, D 5 AT RI G 34 i, 2R 5
1% 35 TH o7,
FEG Z LT, TRBREE G- BRGNS HIEA~E 7 v B RE TR (11.0g/dL)
BERE, 5% 4 BT IR, KOG EETREOR S RORHETO
NEZSuEVRBEERANWT, NES e UBRE EFEEARE L, 20
FER. NES B URE ST 0.321g/dL/E (95%(5HEX ] : 0.236~
0.406g/dL/i#) TH -7,
HIEEA~E 7 1 B REDO FIRA~BE L2 AEFIX 34 #i 27 T, 2z
m4%(%%hﬁtﬁ.m1~m3%)f&otoit\E%A%ﬁmt/
R TR~ RBEEER 2 Kaplan-Meier £ TR L7- S, & 5B1A%
10 TH0%E720, 14T 87.6% & 72 o7,
NES O EUEERHBE T, BT ONE S B B RO SEE T 55
BB X 0 B GRS E AT BRI ER L, RS BHEA 11
ICEEANTE S n UV REIZEEL, T0%k, BIE~TZ 0 B RENTHE
Bl
KRB NG E TE WA EEGIL, 14 61 (40.0%) IZE8® bz, Fip
Lo TaimE] 28561 (14.83%) ThHhoTo,
KEBEATETERVEY (DLEME ) 2N 1HIcRD bR, £,
KRB NEE T R2WEEREER TEhERIERZE] 2 16RO b
Te3Elig Lz,
VU EOFERNE , AR F o 707 7 8HFSO 40pg # 1 BIFARHN &5
L, B bV RaReF ARAORG 25T 7 2 &R 72V BT el T+
OBFMEMABRE BT DMHHREL LTRETHDL Z ERMHRENT,

23) HEEORE  MIRBEHT I 2R L LIoARKI Oz R (FEIHH)
(RATVESK T 7>V 22 12007 4 4 H 18 HK#, CTD2.7.6.2.7)

FMAARRKEER (MREMEEFEZRREL-BEORERE (PEAE) R
Eﬁ - IVA12 5AER) 202
MEENTBFIZRBT DX NNRF o 77y fESoE s & (WA
) 2T 5700, MBEHTRET OB YRR M 2SR & L7 HE AR R
IR & S0 L 72,

(1) "R
MEBEABZICE b ) AR F U R/A OG22 2 LA 700
BT AT o OB M i R

2)/BEAHE
EN_RRTF > T7 7 BESO 20pg i 1 [BEIRNE 5 2 B86 L, 5B
A%, ~E R EUVRENEE~EZ o B URE (10.0g/dL LA E 12.0g/dL
IF) OTFRICEET HE T, JRAIE LTHIE - HEIIEE Lier o,
BEE~E 7 m B RETREEZ L, ~E/rEVRENBE~E R E



VIBEICHERF SN D L O REEE 10~180png O T L2, 72
B, BEHEEOETITHE Loz, £, BRI 28 B & L7,
< FEFHmEE >

- NET B EURE A

<EIFHEEE GRF) >

- BEEAE 7 0 v U RERRERS K OEEE TOHIM

- B0 B UREHERE
HERRIE

WM DNHER ST 39 BlICZ NV~NReF o 77 7 WASREE S,
T OREB % R M K OV A & fifdT L7,
FEFZ N2, ZNASKREF o 77 7 MEASE G EFIN O E% 4 HE £ T
D~NET BV REZHNT, ~En U BE EHEELFEH L, %
DFER, ~E7 v g EFEE T 0.246+0.185g/dL/H  (CFH4ME + fE= v
fiz) THH., 39BIH 74 (17.9%) T~EZ v E R FHEER 0.4g/
d/EZB 27, 728, 26 (5.1%) Tk, ~E7 o B RE EFHEN
Og/dL/AARG T - 72,
REBRAZTET L2 35 Bl R COJER T~EZ m B RENHEDO TR
(10.0g/dL) (2% L, Kaplan-Meier 35 CH H L 7= BREEIEEIA 1T 100%
Tholz, Fio, @m%&mtxﬁﬁ?@«ﬂ%#éif@@ﬁ(ﬁ)
% Kaplan-Meier 75 CH H L7255, 50% 82120 134 5-546% 8 lH CTH
277,
~NET O B URERER T, BEBREONE 7 o B URE CERE
HEfRAE) 1% 7.85£1.08g/dL TH V| #HHMAE O BICHE~SEZ rE VR
FENT®5 10.06+£1.49g/dL L 720 | 2Dk, 28 ME THIE~NEZ B E Y
RENTHBE Lz, 28, K TH (TIER) O~NES o b U RE
1% 10.82+1.16g/dL TH 7=,
RIEIZ 10 61 (25.6%) IZHBLL, wbZhooFR%, [EiLE] T 84l
(ﬂw%)f%oto%@m®$%m\@ﬁmFE%%“Wmﬁmeﬂ:
) ER NI NHEIN T AT =T =B NEREh 16 (2.6%)
Thol=,
ENRRTF o T 7 HSE RRBRNEE S NRN -T2 T RO ERE
7R BIVERERNIFRD Hhie o7,
LRI FARF o 707 7 8HEEO 20pg # 1 BIFHARHN 5
X, MEETERE BT DEN_RF o 77 7 [FIS O ik H &
FIEIHE) & LTHEHUTHD I LRI,

24) BB 1T 1 B & FEH. 2010; 68: 423-435

25) tENE R} BN R 2 x5 & Lo B mdcE i Bl GEIHRER) (R AT E5RT 7 vV
vV 12010 4F 4 A 16 H&GE, CTD2.7.6.16)
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(REHEEBRERESE]

1.EMAARRKAR (REHEMBRREEZAREL-ENRERAE (PEAE)]
RETEAER - IVA14 FER) 27

TRAFHNPER BR BE 1B 2 X NANRZTF o TV 7 7 RASOENRN 512 &
LEMBEME WREME) 285 27201, (RAFHHEIEE BN BHE 2 x5
& U7 BB IIRR R R Rl & S0 L 7

(1) ®&

3y AU LEE b= A R=F U BAOREG 2% 1T TN~ Er e

TR EE 10.0g/d L ATl O FAT AHEA T D PRAF IS M B iy FR 3
(2) &5 AH*
VRG] (~E 7 e B BE 11.0g/dL R2E £ T) 1%, #lRESEE L
T, AR F o 77 7 WAI30ng % 23812 1 [0 CTEIRN S % Bl b
L. BfE~E/7 o BE TR (11.0g/dL) 2iEE <, KAl LTEo&
HEN OB GHE MR LT, ~E/ 0V BENEENE S 0t U RE
‘WEUMW@)QE%H\E@A%ﬁnayﬁf(ummLuL
13.0g/dL LA F) Z#EFFd 5 X 912 10~180pg % 2 #1Z 1 [0 1% 4 iz 1 [A]
ﬁ%ﬁ&%bto&ﬁﬁﬁm;zwﬁsﬁ%kbto
< FEFHHEE >

s NET B ERE B
<EIRFHTE E >

- BEAE V1 B R ERIERIS K ORE E TOHIM

- NET B EURERHERS

- BT 1 B R ERERRRIS
HERBIE
TR MED AR S AT 40 BITIRBRIE B G- S v, TR TERGUTHIMEL D
LA A fRAT L T2,
NET B E PR BRI CEE SRR ) 13 0.241+0.182g/dL/3E T
HO, ~NET O RE EREEN 0.4g/dLAE & 2 72 BT 40 BT 6 )
(15.0%) TH-o7=,
NEZREUVRENHESNSEZ B EURE TR (11.0g/dL) ICRE L2
1% 40 #ih 36 51, Kaplan-Meier 75 CHH L 7= BREEGEE S 1%5%@&6
fEHEIX M : 90.0~100.0%) Toh -7z, F£7-. Kaplan-Meier {£THE~E
Ja U RETNRA~ZIET L E TOMM () Z2EH LR, 50%m3
EHEIZ10ETH -7,
~NETu B URERHERE TIX, & 554K 9.20+0.72g/dL (CEEIE = HER
) Thy, BHEHHBZ IOBICHE~E /0 Vv BETHD
11.09+0.84g/dL L 720 | 2Dtk 28 M E THEE~NEZ v B U RE THER L
Too 7%, MTRSUIHIERFO~E 7 1 B UREET 11.57+1.13g/dL Th -
77
HIEA~E 7 v U REMERFRIG 1T, G-I 10 121X 56.4% & 72> 7=
X, TO%RIE ZHERE L, & THREXUI T IEREO BAE~E 7 1 B U R RS
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AL 60.0% TH o 7o, HEBAMGE 14 B, HE~NEZ 0B U BE FIRAR
ORI 20%H1%. HIE~NTEZ 0 U FIRAZE 2 7= BE L 10%R11%
EHERS U, & TEEIF IRRHEZ NI 32.6% % N 7.5% Th - 7=,

T 1 EEEGA~BAT L2 24 BIORBATREO ~E 7 1 B R (R 4%
YR 72) 13 12.20+0.33g/dL TH V) | @ﬁ%%ﬁgﬂﬁ%f%@b T
S P IERE 11.59+0.95g/dL THh - 72, F7-. 4 BT 1 [EFG5~BITH
@ﬁ%t@@&ﬁ%(ﬁﬁﬁi%@ﬁ%)mmﬁ&m7®gﬁﬁhb\%
171213 25pg AR ZMeRr L, K& TR SO IR RFIE 28.65+11.01pg/1 T &
-7,

RIWERIL S B (12.6%) IZRO LN, HHEIFE L-FGT T+ k-
1 B3 (7.5%) Tholo, TOftE IRFERE) KO TEAR] KL
NEN 1A (2.5%) Thoi-,
FET K OVEEZRRIERERNIIERD b ho 7z,
PUEDFER LY, AR F o 707 7 8AS30pg @ 2 @I 1 FFARN
Behix, #U e Em R AR U, RIS B i B 1ok 2 41E
HELLTHYTHLZ EnfR Nz, £, Eﬁf\%ﬁ o e R
ERIT, BEEAZEEET LT, 28I 1 BT 4 B2 1 [mEET
HIENEZ o BV RELZHERT 52 LN AlRETH -7,

26) FAIEFE T« B & 3BT, 20105 68: 436-448

27) FEPNER) - LRI B R R A et 5 & LT B i O R AR (5 IAHGAER)
(FATESHET TV Y2010 4F 4 A 16 H&FE, CTD2.7.6.18)

2) HEEEAER -
(M&RFEHEE]
1.5 I/IMEERRARER (BEAL_ETHRIEERMEHE . A03 FHHER) 52
HNARRETF o 77 7 RASE 1 ERE &Rz TF > 7Tv7 7 H8EE 2~3 [A]
B 5 OEMSGENRORIEEZRGET 2720, H2~3[FDE h= ) ZArKRF
VBN OB G5 52 T D MRS T OB MR MABEF 2 x5 L L8 T/
H B R SR 2 S50 L 7,

(1) &
MAEFENTHEAT H DL E IS A 2BE T, M 2~3FOE h=Y ArAR=
F U BIR| O 5 % 51T TV D B R,

2)/EHE
NR—2F A M (-4 8~-1 0 : BEAEERE) KT, %xf%$%%5/v
f\TI%/ TNT7 7 WA D WTZ R TF o T 7 FEICEEA E
VRSV BEBRT (X714 ~&>12&L%ﬁwm&5%ﬁotom
E)ﬂii%\$%@2ﬁ%ﬁﬁ%“5 Birse b 2aRcF o #lH 0¥ &
e O 5AEFE (2t URRE L T2,
GBI IT, ~E m B REN BEGME (~NE2 e B UREDN 9.0~
12.0g/dL 73> _X—Z 7 A IR O ~F 7 v B RN B £1.0g/dL)
ICHERF SN KOG EZ 2HEMIE (FHE) ICHRELEZ, BE581T
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AR F v TV 7 BAIEECIERMA 1 [E 10~60pg, “RTF 2 T
7 HETITEBH 20 2,250~13,500 IU O#ifH TENEINHE LT,
< FEFHIEE >

- R—2 T A UHIR EFHMEHIIC BT D~ r B REOZE LR ([F

Mepf<—3 0 1 -1.0~1.0g/dL)

< EIREFHIE H >

- P RIS I T D IRERIE O 5 &

Uk & R O &

RN MR BT BE ik, W& E LT, . ARACIEAHZ# 1 [[] 20pg #
RN 2, =Y 2 RzFr (mRxFr TAL77 (Eia Rz,
TRIF L RN—F GEETHBEZ) 5 JEIDOOUEZ EREE LT,
BH L ARCIEAH 2 1| 15~60pg #IRNIR ST 5, £7-, AMKED)
ERBLN S, EH, AL :U!K%U%ﬂ 1 [H] 15~60pg #RME S L,

1 B TR MESHERF STV 5 ix. %@ﬁﬁfwl@&ﬁim
2 fERAEMAR L LT, 2#IC 1@&5 AT L, @E, RAICE 28I
1 [\l 30~120ng # RN 595 2 L N TE 5,

(3) ERERALIR

MIEFIET 121 BITH O . ARMERHE S 90 il (X AR F o TILT
7 BUFISEE 39 ], =AHR=F > TA7 7 BESLB), ZeaPERTMx 5 120 4
(X N_RBFET v 77 7 ESEE 61 ], =AR=F 2 77 7#E59 %) T
HoT,

~NEZ b UREOEE CEEE) X, XA_EF o 77y BARS
BETIE-0.04g/dL (95%(E#EIX [ : —0.26~+0.18g/dL), —=HR=F > T/ 7
7 BETIX-0.11g/dL (95%1E#E XM : —0.834~+0.12g/dL) Toh-o7-, F/=.
MR ONE 7 1 B U REZA(LED 7L 0.07g/dL (95%FHHX M : -0.25~
+0.39g/dL) TH V., S~ —T O (-1.0~+1.0g/dL) IZHDHZ
END, AR F L TUT7 7 BFSE 1 BRI RTF e LTy
I 2~3 [ b L AFEDOREFT D LRSI,

P R O b CERE S EERE) X, FAXKReF o 77 7 f)
FISEE 20.20+11.13pg/il, =R=F > T 7 7 & 5,668+2,632 IU/#H TH
V. lBH7m0 ORGEOEENBRELLSR (mR=F v TIIL7 75X VR
TF 2 T 7 WEIEE) 13 282.75 (95%[EHHIXH : 234.97~340.24) T
HoT-,

HN_XRETF o TN7 7 BESFEOR—2 T 4 VHIPICB T A =R F
TT7 7 WG R, ROGHIEIE RO X SR T o 7Ty fRSER S
BEOBENBE LR (mRoFr TAT7 7 8K X VK F e TALT 7
BUHIS) 1% 254.28 (95%[SHEIX ] : 221.04~287.52) TH -7,
RRBIRNEETE WA EREGIL, XK T o 7V 7 7 BFIISEE 13 4
(21.83%), =ART=F > TA77HETH (11.9%) TR O LIy, WEEH
ICHBERZTIRD o7 (p = 0.221 : Fisher’ s Exact test), 72
HDIX, FNNRETF o TVT7 7 BFSEECIIE MmEREE 5 61 (8.2%) . I
J£ E5-2 61 (3.3%) . EhFRAIRELALA OHE &K OTHERE S NOS v 2 €



26 (8.3%), =AR=F > TN7 7 EETIEEMEEE, fE A& OEE
ARERAL A DHEN Z TN 2 61 (3.4%) ThH-oTo,
RRBARPBETERWEERAEFERIT, FNAVNKRTF o TA7 7 R-FHS
BET3H (4.9%), =AHhRTF > 77 7EHTE1IH (1.7%) 288D 5T
M, WEREICHEBRZITRD b/ - 7= (p = 0.618 : Fisher’ s Exact
test), TOWNFRIT., X NNRTF o 707 7 BFISEECIXEERIREL AL A
BHEMN 2 6] (3.83%). BMELAEN 14 (1.6%), =HR=F > T)L7 7k

TIEEAGESA A OHEN 1 6] (1.7%) Thotlz, TD I HLHNLNKZTF
vV TVT P BRAPEEC B W TR LA LA EDERIIRE T Th o 72, K
FEFNIHE PRI BE 2 JFR R L L, DI RORBZEILTEY, A%
U A PHEICATRE L CTIHEBL L 72 ATREMEDS RIR S U723, X A_RTTF v 7
V7 7 WA E OREBRIZ TBIENH 5000 LivZewn ] EHE SN,
uLO)#%ﬁ% ENSREF o 77 7 fERSE 1 B ReF
TIVT 7 BEIOHE 2~3 A5 L RSO MR ER L wettea a5 &
MR ST,

ANESOEVEEDHT 2

8 :
7 .
6 L
i Esas ol : Wil ki u] i —
-4 0 4 8 12 16 20 24 28 %TE#
BRI S BN dpikRg
[0 SANRIF> PAT 7 HAR B TRIF> 7I7 78R |
8) RAIEIE 2+ B L iBHT. 2007; 621 679-691
28) FEPNE R} L BT RS & kG & LT A L T S R i i SR
(RATESHET 7>V ¥ 12007 4F 4 A 18 B&GE, CTD2.7.6.2.3)
[ﬁ':ﬁﬁﬂ EHEEEREE]

FMARKRR (REHERETRREZFEGNRELEZIRIFY 7ILT 7 & Al
tODEJ%1 FHBR - SCA11 &tER) 1029
ANA_RETF o TA7 pBIASE AR T 77 7 BRI OE FRE5ICBIT 58
MSGEMERF R DOERIRAY R M2 RETT 2 721, PRAEHMENE B g B3 2 <t
Gr b LB IARRER 2 30 L 7=,

(1) W&
rHUEPO A D 5-% 5215 T 72 WERAF S B g
(2) w575

FNNREF o 77 7 BHSEE . PlEHE L L TH AR TF o T T

7 WHB0pg & 2 WIZ 1 EE THRETHBEL, ~EZ 12 B UREMN

10.5g/dL IZR#ET 5 £ TIIB G &L OB GHEIIET L2 & & L,

NEZ B EUREN 10.6g/dL UL E 11.5g/dL LA F 24 e A 1R H VR
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TF L T 7 BAPEETIX 15~180pg O THREGRELAZFHE L-, £
120ng UL F OG- & TAE 7 1 B RAEN 10.5g/dL LA E 11.5g/dL LLF ®
Laix, 2158 (LR 180pg) # 4 MIC 1 &G ~DEFEZ [ & Lz, #&
HHAREL 26~28 3 & L7=,
TAHRZF Y TT 7R HIEAEE L ToAR=Fr 77 7 85 6,000 TU
Z 1A THRE TRk L, ~E7 o B BEN 10.5g/dL IZ8)ET HE T
TR EELROREHETIERE LR2WZ L Lz, ~E7 U BEMN
10.5g/dL (252 L 7=#41%, 3,000~12,000 IU % 2 #(Z 1 [A]fz F#5 L7, #
HHIEIZ 28 & L7z,
< FEFHMEE >

< I BT D ~E 7 1 B RO SEIE D 72O A 95%1F #H X
<EIWFHEEE (R >

s NET BB URE B EE

- NET B EURERR

HERBIE

WREME A FERR S 72 100 ] (X AR F o 77 7 BEISEE, =Rz F
v TIVT 7 B B0 ) ITIRBREE G S, E D D B A MR R 51T
60 Bl (X N_KRZF v 77 7 8ESE 31 Fl, =AR=F 2 7177 #29
B) . LARVEREHTRIGHE 100 Bl Th o 72,

FHmEIRIC 31T 2 B ~E 7 v B R OEE (WAl 95% X M) 1%,
ZNASRRTTF v TV 7 7 BAFISEEC 10.86g/dL (10.69~11.02g/dL), =K
TF L T 7 RET 10.76g/dL (10.57~10.95g/dL) T 7=, MREDFE
N 31T D)~ 7 v v R EDONEIED 21X 0.09g/dL, i 95%
EEIXMIZ-0.156~0.34g/dL TH Y . FRNZEDZFEE~— 2 (-0.75
~+0.75g/dL) OFPANICH S Z L b, AR F o 77 7 JARD
BIMEGEREE I RITo AT P77 BB L RETHD LR RINT,
BEHMNOEEER (08) »o&RG%4BEHETONEI B RE L
SR CESE S EERZE) X, PAXKRFr 77 7 WESEET
0.198+0.152g/dL/M, —R=T=F > 7L 7 7 E T 0.265+0.200g/dL/3#H T & -
Too Fio, ~NEZ O EURE BRI 0.4g/d LA KON 0.5g/dL/E % %
7D, ZN_EFZF o TO7 7 BEISEET 31 #4341 (9.7%) K1
B (8.2%) . TAHRZF > TIL7 7 EET 29 il 7 1 (24.1%) J OV 1 1 (3.4%)
Thoi=,

EEI~NE T B B URE CEYESFEERZE) 1L AR F o T L7y
BUKISBE TIL B 5 B AA B 9.35+0.65g/dL TH 0 . W HBAME% 4 B I
10.1440.66g/dL & HIE~E 7 v B RE (10.0g/dL LA E 12.0g/dL BLT)
D FRIZENE LTz, ZOHROFEGHM T ONE 7 v v R B IEGHN
AR L, & TRONEZ 1 B URET 10.71£0.52g/dL Th o7z, =A==
Fo TNT 7 RETIE, BEBIMAR 9.47+0.68g/dL TH V) . HK5-BHMAT 2
12 10.00+0.63g/dL & HEE~EZ m B ARED FIRIZEIE L 72, £DH%OE



Bt oO~E v C O REITIHEGHEANEZHRE L, K TRO~NEZDE
VPRI 10.93+0.67g/dL TH - 7=,

BERIZZ VAR F o 707 7 BAIISEEC 50 5l 8 5] (16.0%), ==
Fr TNT FEET 50 BT 8 B (16.0%) (CHILL., MEETETRD SN
Molz, HELSRBELEFRIL, AR F o 77 7 8BASEECT T
JEES ) RO IEmE] BEn2h 361 (6.0%), =hRzF > 777
< I@mE] 235 6] (10.0%) Thoiz,

WEEE LA ICE S A FRERIIRD LN o T2, KEERAEGE T
RNE DD EERERERIIZ NIRRT T 7 7 BESEECITREL L
R o T, ZAREF L TAT 7T 206 (4.0%) (ZEHEL, WThb
MEHEBEREOENl] Tholz,

REVAEBMEERREEENRELE
REMRRICETHINEI OE VREDHR

Mean=+S.D.
o #
H 101
c 9

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 BT
R (GB)
—e— SUNKIFL NI AR —A— TKIF> 707 7 JHE |

10) ARSEIEIEA © 8 L FHT. 2010; 68: 931-945

29) HENEE  (RAEB IR R R E 2kt R & Lo R F o 77 7 8H L ORISR G 2 7 E
730 Y 12010 4F 4 H 16 A&, CTD2.7.3.3.2.3.1)

3) REMHE -
(w4 )
| ESR5RE (BIARERE : 47— 7 L EENEEIEEENE5HE A8
HE) o
YNASTKEF L T AT 7 WSO I IS0 AN B A % R 55 7=
. BT Y AR T B R SR TN D MBI R 2 b LT
R 04 53080 2 2 L7,

1) &
bt hx= U AT o8lRE S STV D IMEEENT RS T O B3,
2) ’&EAH*

t b=V 2anRT BRI LEEZ T, X AR T T v 7 7 8ER10
~120pg Z ¥ 1 [0 2 812 1 BT, 51~52 B FIRNIE G- L7, #IFEH
BIKEEOL h= ) ARz F B OG-8 K OGS U Tk
E L., &EBMG%G, BR~T 7 0 v EE % 10.0g/dL LI 13.0g/dL i



E L, NEZ B ERENATREZRR Y AR (11.0g/dL LA 1 12.0g/dL LA
T) ICHERE SN D L 9. 10~120pg OFPH CHEZFE L-, HAEOHK
WZOWTIE, HEHENE 1BOBRE I 1IEIE, BEEEN 2HIC1
BIORETIL2E T LITiTo 72,
< FHEFHmEE >
- BEEAE S 0 v R R R
IREANE T B B R R
<ENWREHmE H >
CANET OB R
[ 7= iR OV £]
A MEENTEE Tld, =) A ReF > (R F 2 777 (6
Z). TARTF U RX—4 (BE B Z) %) WA SO YIE &L
LC, %, BRAICIEAAIZH 1[0 15~60pg §RMNZ 545, 7=, Al
UEEDREDE LN BH . RAIZIEARAZE 1 [H 15~60pg *%HW\?&EL
L. 38 1 [\ 5 CE I B HERF STV D AT, %@ﬁ51@1@&
HEO2MEEXBMHAEL LT, 2B 1 FEGIZET L, @5, "AIZ
21812 1 [8] 30~120pg Z #RNEE G425 2 LR TE 5,

WIEBEIT 514 BITH Y . D H B 513 Bl TH R O 2V & ffhr L
T2o RRBRICBIT DL NAREF o T 7 7 fFSE 5B ERTO~T 7 0 v
VIREEITEE T 10.43g/dL ThH o Tz,

A~/ 0 o EEMER R (11.0g/dL 2L 1 12.0g/dL LT 0 BEEI1E)
%, BGBRMAE . BEFRIIC B L. 7T I 40%LA . 11 #1213 50% 8L E
E7e 0| 22 FE T H50%HI% THERS Lz, TO%RMRFRIIATEKTFLEZLO
D, 28 WLUEIZE W T HK 40% T > 72, 1BHE~TE 7 10 B U TlIMeRs
# (10.0g/dL LA _E 13.0g/dL A3 0 BEEIE) 1, HEGBMAK. BRI
R U. 3HITIE 80%LL L, 9BITIFRI 90% & 72 v | 24 ¥ F T 90%HI#% T
HERE Lo, 2%, MERFRIIETRTLEZELOD 28 HLUBEIZE W THLER
1042 80~90% CTHERS L7-, E¥I~ES 1 B LR ITER 5-Bi0A% . R
EH U, 15 @Ik KD 11.53g/dL & 72 - 7=, Wil L. 20 # LU X
11.0g/dL Aiifs THERS L 7=,

513 BIOBED H H, 449 FI23H 1 [T, 64 723 2 #IZ 1 A TH ARA T
Fo TNT 7 MRS L, 81 EREG THE LR T T
7 BUFISE 52 BlAG L7z 449 B 116 5] (25.8%) 2% 2 12 1 A1 512485
S, 28I 1 ARG TE NIRRT 7v7 7 JIFNME G2 Bl tG L 7= 64 4
1] (17.2%) 23308 1 [ENCZA T U, BeGMEZE 1 A6 2 3 1 [F
BeHAER LT-REICBW T, HEHEEATRZ 11.31g/dL Th - 7z~F
7a v U REIIREMICE TR T L, TR (PR BRAETIE
10.96g/dL ThH o7z, M7= 0 PG &L, BERIZHEM L, 9IZ1% 20ng
PLE, 24 121X 80pg YA B &7 o7e, #& TR (P IEERR) o/l 29.05ng
TohoT,
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Fo. REBEBRPEE TERWAFEGITL MM RERM 513 i+
166 5l (32.4%) IZB®H BT, @i 2353 #] (10.3%). (& E5F
23 28 B (5.5%) . [EEAREAAL G OMHE) 23 24 1] (4.7%) . [EhFRIRE A
FE] N4 (2.7%) . FEIEA 9 Bl (1.8%) M OMMFEZED 6 ] (1.2%) 1T
FE LT,

ZoH b, TEgE ] DLEMSE) 2348 % 161 (0.2%) IZHILL, £ Ok
L ThoTo, FECLSNOEE R AEFRIL. 2841 (5.6%) IZHH L,
% LU= HG0L TEFRIOERAZE) 235 61 (1.0%) . [EhEFAREE A& OF
SE | KON THNAEZE ] NEn2i 341 (0.6%), TR &OY THERE
PEEEH ) NENE 26 (0.4%) Thol-, 7P, 28 LIRS THKH i |
J OV ) 234 141 (0.2%) 2B L 7=,

INHORREEABRPEE TERWVWEERERIZONTL, T, EERAE
FHRLEOEEFIECE>TAEERPHA SN, ZOLL TEME,
Mmie - % (FA%E) OB UIAIHEZ BT HRBEICRIAL-ZLDOTH -
7o B b U RBARZF A L RIS ORI AIHEEZFT
LIREA~DE NIRRT TT7 7 /FSEEITEENLETH D L&
b, ARBRCRIALEAERELZOIF L AL ITMEEN i TH O BRE T
—EAZHRE SN TND HDOTH Y | HNTITOILIZ X VNRETF o T
7 7 MABOEERRBICB DN TR 5TV D S O K OVMESN T TIZHE S
NTWDEEONIZEAETHS T,

U EO#ERNS, B b= U AR F U B/RORE %521 T 5 MRS
WEATHR D7 EHEEEARAEREICBNT, B b 2aRzF U HEIN S
BRI F o 77 7 /BN Z T, b b 2aRoF o lE LY
HLIKMEE CRETDHZLICL - T, "B/ B VBESHEA~AE /o
IREDO TR TH 5 11.0g/dL itk THEFF CTE 5 Z L NITR -T2, £
Too BNVNRTF o TOT7 7 [ G200 1 [T L7 B, 2 /I
1 G ~EEHEZET T2 ENARET, EHEE LTI 0 BE
% 10.0g/dL LA EICHERFCE D Z E RS LT,
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9) Akizawa T, et al. : Ther Apher Dial. 2007; 11: 220-226 (PMID:17498005)

30) tENEEL BT B Akl L RIS o%h 5 (B IIAH)
(RATHEHHG T TV 2 12007 4E 4 A 18 HKGR, CTD2.7.6.2.8)

(REHIEEEREREE]

1.

FMAEERAR (REHEMEBTLEEENRE LE-#EGERIIRSRER . SCA08
E—t%ﬁ) 19, 31)

EN_KRZF o 77 7 BBSOEME FERGICE T 5 ~E 7 v B REHERZD
BR O RETT 272010, BHE TR L REREEE R4
BEA G L LT, FEIFHE IR ER A2 £ L7,

(1) &
B TR MK, BTREIT CH Y . ARBRIZBW TG HIA%
32 BRI, BATEANMBELZRN &2 2 500D IR A7 IS M B s R
(2) B5AHE
BHBEBONHRBR TCORKEGFELOCELREDO TS 1 B REMN
5, ZNARRTF o 77 AR5, 30, 60, 90 XX 120png OV
Z2QEIC1IEE THREL (A7 v 7 1), xRz F o 77 7 WAL
6,000 TU %3 1 [81 /% 6,000, 9,000 % L < iF 12,000 TU OWFhuhz 2
1B FHEEG Lz, WTho®GHE S, BERBZRIZEE~NE/ nE
VIR (XA TF L T 7 BAISE 0 12.0g/dL BLE 13.0g/dL BLT
TARZF > TO7 7B 10.0g/dL L E 12.0g/dL L F) ZHERFT D X O
& (EFR180pg) MUMRGHBEZFRE LIz, B, ¥R F o T
77 AW TR GHEE TSR LTEBETIEAT Y7 2 4
B 1 L) BT Lc, 58I 30~32 HfH & L7z,
< FEFHHIEE >
c AT w71 ORMEUERHZBIT 5 BIE~E 7 1 B U REHERRS
- HEEAE 7 1 B UIREHERFRIG OHER



<BIREHIER (k) >
- NEZ O EVIRERE

[RGB S 72 B OV )

BN CRTF S B I B Tl AMGER B GO b, @i, RAICIEAR
7z 23812 1 8] 30~120ng K T XUTFFIRNEE L, 2812 1 Bl TR ik
BERHEEF ST A EAITIE, %@ﬁﬁfwlﬁﬁﬁgmz%iéﬁ%mg
ELT, 4WIC 1 MHEEICZEE L, 4 Wi 11 60~180pg % & T ITEHIRMN
BHETHZEMTED,

(3) SABRRAE
BRMEAHER ST 116 il (FA~RF 2 707 7 SFISEE 83 f51], — K
TF 2 TT 7 RE33 B ITIRBREEN S S, TR TOIER E M RICH
I R OVEE A % AT L 72,
2T v 7 1 DEKIERICI T 5 Z VR TF o 707 7 JFKISEE 83 il D
HEEA~E 7 10 B BT EIA 1T 73.5% (95% EHEX ] : 62.7~82.6%) T
bote, AT v 7 2T LT 52 Bl BEA~T 7 1 U REMEREES (OF
PIE) 13 100.0% (95%IEHEIXHE : 93.2~100.0%) . AT v 7 2 ~BIT L7
2o 72 31 il TIE 29.0% (95% XM @ 14.2~48.0%) Th o7, Fiz,
AT v 71 ORAERERICBIT D ~E 7 v B BE CE¥E) 1%, 83 4T
1% 12.03g/dL (95%(FHHIX [ : 11.78~12.27g/dL) TH Y Ax%>cf2~
BAT L7252 5l Cik 12.42g/dL (95% 548X : 12.33~12.50g/dL) .
y72m%ﬁbﬁﬁot31MTi1uwym(%%mﬁiﬁ.mﬂwv
11.95g/dL) Tdh - 7=,
HIEA~E 7 0 B REHERFEIS OHRBIL, A N_ERTF 2 77 7 JEIEE
TiE 16 8 F TREFIIC EH L, 16 5 22 3 & Tld 50%LL ETHFEA
T/ O REAMERI L, 0% 24 BLEIX 20.0~41.5% CHE~E /1
CUBELRHER L, — 5, R F L 77 BT, ARABREIMAE L
TEBTR 40~70% D THE LT,
NET O UERE CEAE) OHBIL. AR F Ly TV BESEET
%, #&5-BAMARE (10.88g/dL (95% 5 #H XM : 10.61~11.15g/dL)) 76 #
GBI 16 1 (12.31g/dL (95%(E4E XM : 12.08~12.55g/dL)) F THES
WkiﬂbxHNMﬁiTE@“%7DE/&§ﬁ.(H&MLME
13.0g/dL LAF) WTHER L. 24 B DIRRIZ BEEA~E 27 0 B R EEHIPH FRRAS
ETHER LT, —FH., ZRF o TAT7 7T, 4 L6 HT~ES
0B R 10.0g/dL & Flal-> 7223, Z OO AR ER S L O TR COU
HIERE) O~EZm B REITHESTEZ 0 B RERANTHR LT,
Fo. RRABBEPGETERWEERERIL, VKT 77 7 AN
BETIE 83 il 49 51 (59.0%), TARTF > TI)L7 7 BETIL 33 #ilH 13 4
(39.4%) IO BNTZ, ERbDiX, ZINKREF v 77 7 BIFSEET
&L M A28 20 61 (24.1%) | mifEAS 11 41 (18.3%) | 8L 5 1] (6.0%)
Tholz, TARTF L TI7 7 RETIX, &MEN 561 (15.2%) ., i+ E&F
23 341 (9.1%) . i HRFLERI K SERESR NS 2 5] (6.1%) Th o7z,



ML S, FETICE ST AEFEFRITBD N0 o7, KREBRPEE T
TRNWEDOMOEERAEERELL, VKT 77 7 BEETIL6
5 (7.2%) . ifi%/7w77ﬁfi2ﬁ(6mﬁ_Nw%ntOWﬁ
X, AP T o TAT  BFSEE T TEBEREREE ) 23 261 (2.4%) .
TIMEZE ), TERERE R4, [RIAARB O EM&MKJF%%@EJﬁ%
NEN LA (1.2%) THY., TRZF L TA7 7EETIE RS, [ER
B T—mMERE MR IE) 2322 141 (3.0%) Th-o7- (1 FIEMK).
PLEDFEE NS, AR F o 707 7 8E80 2 /i 1 [IXi% 481

1 BIEMIRE TG, R ERICRIBEE 722 X5 et Lo Ba I3
TN, WH7ZY OFEEGEEEZECT I L7 BIENTE S B B URE ORI
HETCH D Z ERRIBE I NI,

19) Hirakata H, et al. : Clinical & Experimental Nephrology. 2010; 14: 28-35 (PMID:19763743)

31) KENEDR} 1 CRAFHHBIE IR B 2 )G & LIc ke R G- O R GEIAR) (R A 7SR T 7 >
Y3 12010 42 4 A 16 H&KFE, CTD2.7.6.9)

2FMBENBESHR RENEHBRBREEERRELETIRIFY 7T
7 WEINBS 4 LleA — T 5Bk - SCA09 HER) 12
FNARREF 2 T 07 7 WHIEEO B MSEHERI R K O R BT 1 b
DEMAMETREF L 77 7 B L HBRET 572010 A7 M B s 8
TR e U IR W& G35 2 320 L7z,

(1) SE
~NE 7B B R 10.0g/dL AT ORMERFZ T AT O PR AT HI I 4 B e i
2)/EAHE
WEARLE L TH AR F o 77 7 flAleong XidohRoF o 77
7 B #l 6,000, 9,000 X % 12,000IU O W hE F )L NRzF o
TV 7 BANE 2 I 1A ITI%/7w77%ﬁ Tl H7- v 6,000 IU
ZERRELUTHE1RIXIX 2 EIC 1 B R 206 Lz, &ERBE, H
%«%7Dt/%g(&wmm:%/7w77%ﬁ%5UﬂymuL
13.0g/dL LAF, =ARx=F o 77 7 #f : 9.0g/dL LA | 11.0g/dL LLF) (ZF]
ETDHETENETNWWIEHEZET LN L, BE~NEZRE Y
BRIERERIT, BENEm BV REAHRFT LXK F o T
L7 7 BARD 60~180pg & 2 WIZ 1[I XX 4@IC 1\, =R=F> 7
»77%@@6mm 12,000 IU ## & 7- Y 6,000 IU % LR & LCif 1[5
X 2 BEIC 1 EE TG L, ¥ANETF o 7Iu7 7 BIFSEE O £ 511/
m\%~%@%kb\iﬁi?/7w77ﬁfi%%ﬁkbh
< FEFHMEEE (R >
- NES T B URERES
s NET B EURE ERBE (XN T TV 7 BAEE)
- BEA~E S 0 v U REHERRES



<BIREHmE R (L) >
- QOL
- DEgRE (EEER)
[74G8 7= IR K OV £
BN ¢ ARTFHIB M R R R Tk, PR S LT, . BRI AK 2 2 3
1 IEI 30pg T XTIk S+ 5, /2. BickERREN/E LT E
L RRANICIEAR E 2 812 uj%~mmg&TXi#WW&5b 2 38
@&ﬁfﬁm&%#ﬁﬁénfméﬁA %@ﬁ51®1E§ﬁ§®2
EEZMMAEL LT, 421 BFEIC WEL SR YNt iz 1
[0 60~180pg & B T 3UTHIRNIE 5325 2 LN TE D,

(3) SHABRRAE
WEREME DS FERE S AT 321 ] (X ANRRZF v T LT 7 BUAISEE 161 1,
*i%/7w77ﬁlmﬁDLﬁﬁﬁﬁﬁﬁéﬂ\ﬁAf®fm%ﬁ%;
B R OVZ2 2 & R diT L 7=,
BRI F v T 7 BEIBEOR GBI O~T 7 0 & R (CEHE
HREEMRZZ) 1 9.15+0.79g/dL TH V| BHBMH%E B L 10 81 BEA~E
Ju e BEERHNTH D 11.41+1.41g/dL 12720 . F D% 48 % T~E
7 a v REOEEMEIZBENE 7 v © U REOHPBNTHR Lz, £72.
TR UL IEREO~E 7 7 B U RE 1T 11.26+1.35g/dL Th o7z, —J,
THREZF Y TNAT 7 HOEGBREONE 7 0 U RE CEE = R
7%) 13 9.18+0.86g/dL TH V) . ~F 7 1 & L O IE &% 5-BRhA R )
S GBI % A8 ME CTHEAE /o B U BEDOHFANTHRE L=, £7-.
%Tﬁﬁi¢tﬁ®“%fmByﬁfi9Mﬂ2&MLfboko
JEG Z L2, 1B G ERIN S BAEANE 7 1 R TR R R, $
ﬁé%ﬁﬁ\%iﬁﬂi¢¢ﬁ@m%$wﬁ%if®m%amt/ﬁgé
ANWT, ~E/ b BE ERFEELZRH Lz, TO/RR, ~E7ory
TR FEGEEL, AR T 7L T 7 BUEISEET 0.294+0.202g/d LA T
BV, 0.4g/dLELL ETh o2 BF 1L, 158 #ilH 37 f5] (23.4%) Th o7,
ENRRETF 2 TO7 7 AR » HUANICE b= ) 2Rz F 8l
OG5 %% T o T2 f] (REGIER]) KO TR (55 H6)
D~EFE7mEREEFEE CEYMEEERZ) X, 2020
0.309+0.218g/d L/ }z T¥ 0.245+0.182g/dL/iH TH V) | KX HIEF D~F 7
0 e R R O ERME IR GIER & L CRECh o7, T,
ANEST T PR FREED 0.4g/dLAELL ETH o T DlE, KR ESEG] &
O HSEFITEAZEFL 70 il 23 B (32.9%) K OY 90 i+ 16 1] (17.8%)
THoT,
EN_RETF T N7 7 BESEEO BT 7 1 B R EHERFEIS 1 35% 5B
LEIRED 1.2% 7026, F5-5AME% O A L5566 10 #1213 57.3% & 72
DB EOSERICHEEANE 7 u B U RE CESME EEYERZ) ICREEL,
ZO®%RIT, BBULR T0%RM%EHER LT-, BIE~E S v B RED FIRA
i O LR OFEF| OFIG XA & b 15%H1%% 2 HB L, & 556 48
BTIXENETN17.8% K N 4.1% Th-o72, £, K THE TP IER D BiE



ANEZ 0 E U EEEREA 13 60.9% TH Y, FERARN & O FRE O FEF]
HEITENTN 32.9% K N 6.2% THh o1z, TRZF L TNT 7O HIE
NE T 0 B REHERFE G 3B G- BAARE TlL 65.6% CTH Y . & 5-BRLAE »»
bIBieia 80%HIEZAHER L, HIE~E S 1 B REDO FIRAwM & O LR
FORERF OFIGITEE & b 10%H1% Th o7z, iz, K TRUIF RO
HEEA~T 7 0 B BRI 65.6% CTH 0 . IR M O LR DOAE
FOENEITENTN 23.1% K D 11.3% ThH - 7=,
BRI R (1EH) KO E5HGE% 128 (2FH) (2, SF-36
(Ver.2.0) M " FACIT Fatigue (Ver.4) %MW\ T QOL 7> %o — k&%
L7z, 2 BRIEREOZ VSR F o 77 7 BESE R RN F o 7L
Ty HO~NEIrE UoRE CEHEIEERE) TETAEN
11.75+1.28g/dL } X 10.0440.99g/dL, T&H 1Y, ZN~_RxF o 77 7 Hil
KIBED~E S B U BEI= AT TA 7 7R L CHRICEMET
HoTz (p<0.001 : 2HERt HE), QOL 7> 7 — DT _XTO FALREIC
DNT, FNRFZTF o TAT7 7 BESEECTAZT TV 7 7 B & ik
LCT1EIEND 2 H~OZLEITEEZR L, F7IC BE] OZELED
B DA EFE (p=0.025 : 2 K t BE) MR BN,
IR ERIE R 1 EH) ROEBRLARE 32 B XX IER (2[EH) (1
DT a—fpEEFEm L, AROHERSRE (LVMD %230 L72, 2 H
BEREDZN_FRTF o TAUT 7 BBPIFER O ARETF o T7 7 O~
0B UEEILENLER 11.98+1.17g/dL K& ) 10.12+0.97g/dL TH V|
AN_RRTF v To7 7 BESEO~E oV BEE TR ReTF > 77
THLIR L THBEICEE TH -7 (p<0.001 : 2 A t fE), LVMI IX,
BRI F o TV 7 7 BFIEECIE 127.7+37.2g/m? 7> 5-7.8g/m? DA &
AR T SERD bivle (p<0.001 : 1AEAR t BE) 23, =AR=F o 77 7t
TIX 126.1£35.1g/m? 7> 5 -0.1g/m? & HE R LB NRB DO L N2 o 7z
(p=0.955 : 1 HEA t #iE), WRED LVMI 28L& O FEHE O 7 13-7.70g/m?
L7V BT LVMI 2tk =ICAH EZ7E (p=0.009 : 2 A t #E) 23380
bz,
KRN B E TE RV ERGUIXNFR T 77 7 BFSEET 161
Bt 33 5] (20.5%)., T=ARTF > TIT 7 EET 160 Fith 38 ] (23. 8%)
IZRBO DI, WITNNORET 5% LA EOHERE IZRO b= FHRIT
MJE] BENNKRF o 77 7 8FISEET 11 41 (6.8%) &UITI%/
TNT 7 EET 44 (2.5%) WONZ Tif)E EF) BENEF 84 (5.0%) K&
W13 %1 (8.1%) Th o7z,
KRR NGE CTERVIECUNOZDOMOBEE LA FEFGIL, LK
TF L TT 7 ®FEET, T/ MRIBAE ] RO TEMEE A4 23E—E
B 16 (0.6%). HERCH@AE 25 161 (0.6%). =HR=F > 77 7/
T THfig). THhEMERZE] KO le PRS2 3[E—ERNC 161 (0.6%) .
TRERGZERRIE ) 23 1651 (0.6%) 2RO Hiiz, WTNOFEL LR M8
PRy Xx TEKR - BIE] ThoTo,



REVEBMEERREEENRELE
RMREGHRITETE2ANEIDE VIREDHR

16 Mean+S.D.

FENE\ O\

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 7T
B (B (L)

[—o— SANKIF> PNT 7 HAR - TKIF > 77 7 WElR |

11) Akizawa T, et al. : Ther Apher Dial. 2011; 15: 431-440 (PMID:21974695)

32) FEPNE R RAFHAIB VER ER RE A R LI RMIBR G OE GBI (R A 7HEMETZ7 ) v
12007 4E 4 H 16 AKX, CTD2.7.6.10)

UhRIgHERREE]
1.EMERRAR MNEREEBEBF2EEEMRE LE-—RERFAER : 302 &

%ﬁ) 1, 33)
ENNKREF o T 7%%' SORMEGIZBIT 2 ~E 7 1 B U REMER 2R &
(73X TN A REAR RS BrEE M E ST S/ NREEE AR ERE 2R L
LT, 4 m*ﬁﬁuufﬁfﬁﬁﬁ%%ﬁm L7z,

(1) W&

B M A2 A0 /N MR (R MEE R (ND), MERET
(PD) K UMLikZEAr (HD)) & CGRpEhRERBRoEE 25T,
(2) 5 AHE

HIE~EZ v B EE (11.0g/dL LA E 13.0g/dL LA F) (282 X THERFT 5
Eoic, TRIH > THENARNKRZF o 77 7 BASOF 55 % 5~180ng
@%Imfﬁﬂﬁﬁb ND OV PD A3 Tid 2 @2 1@Xi4L 1 [a],
FE (IV) XX (SC), HD B3 CIdE 1 B 2 i 1[5, IV L
7o HHERIX 24 & L7,

L1 (Plel) pe -]
@t tV 2ukrF (EPO) KikhH#H

KT HIH A &
ND % O PD % HD ##& (IV)
20kg Al 5ug 5
20kg VLI 30kg A< 10pg ug
30kg VL I 40kg Fiis 15pg 10pg
40ke UL |- 60kg AKiih 20ug 15ug
60kg VL I 30ug 20ug




@EPO RAIB 5 B

D% 2 Bl 2 R0 EPO A% 5 DA s EIEESEeS

3,0001U A 10ng

3,000IU LA | 4,500IU it 15ng

4,5001U LA F 6,000IU K 20pg

6.000IU LA | 9,000IU A<y 30ug

9,000IU LAk 12.000IU K 40pg

12,000IU 60pg

[HERF % G-/ o & 5]

BepE B B Eaem
1 5Sug 8 60ng
2 10pg 9 80ng
3 15ng 10 100pg
4 20ug 11 120pg
5 30ug 12 140pg
6 40pg 13 160ng
7 50pg 14 180ug

<FHmEE (FotE) >
s ANES U UBRERE
HIE~E 7 1 v R EHERE A
- b bV RAaR T UBAIRE GIER ONE Ja B URE ERGEE
b b=V 2Rz F o RFEGEG OUE 2 % 2 Bl o~E ey
T B

~

BASPED R S 7o DX 31 Bil* (RAFHVEMER g 16 B, EREHT 13
B, MgENT 2 B, Fe 0 2~19 %) TH Y. TN TOREGIZXFRITH
SN B OVEE A % fidT L 72,
% WA GRBREE T % ST
k ok ORBFEES.D. - 10.4 5% 4.7 5%, FHIRESSD. @ 30.9+16.8kg

HI_RF o T7 7 8AKGEHBIEO ~E 7 o0 U RBEIL
10.5+1.1g/dL. CEHE CEEHERZE, LLTNRER) Thotz, X ANRTF
T T 7 BEISE GG 4 BICIX, B e B URET 11.1£1.1g/dL &
HE~E /7o BEOFRTH S 11.0g/dL 2B 2 1-, TDOHbL~ET/ 0
EUEET B L. 8 BUKEIE 11.8~12.1g/dL O#EiPH THER LT,
ENARF o 77 7 WFIS 5 BRAARHC I 31 1 10 #1 (32.3%) A3 H
AT/ BEOHBENTHo 72, BIEANTE SV 0B RIS
ENRREF T7 7 8ESEGBMG% EF L, 4 8I21X66.7% & 720 |
TRLIE S K& B # L7 < 55.2~T7.8%D#iH THER Lz, Z/L~KR=x
Fo TNT 7 AR ERMGE 4 BN o U BRENEEAE S o e
VIRED ERTH 5 13.0g/dL & ERlo 7 IEFIA 14 (3.3%) 5 5 AL,
FDH%, 3.7~24.1%DHRE N HIE~E 7 v ©RED ERZ EElS T
oo T, "E R EVRENEENT /R E UV REDO TR TH S
11.0g/dL % FEl > 720EGIE T, Z AR F o 707 7 SEISE: 5B hh iy
(1% 21 ] (67.7%) T o723, FEEFEIHEAD L, 14 #I121% 16.0% & 72
V. TILIBEIE 13.0~22.7% D #iH CTHERS L7,



b b= U AR T URBIRE GRS (96]) O~FEZ o e U RE ER
FE DS IE 0.256g/dL/AA (95%CI : 0.118~0.394g/dL/#H) TH v, Fid
B, fe/ME M OVl KA 2 240 0.300 g/dL/# . —0.009g/dL/3# K O
0.505g/dL/I T > 7z, ~F7 1 B R ERMEEEDS 2008 R A K7 A
8 THT RS RAOHERIED Y A7 2B L CRIEZRWE ZEZ BN T
W5 0.5g/dLAAZ B Z TOW - BREIT 1Bl Th - 7=,
b b U 2R AT AR GRER (15 6) OB Z % 2 HEO~E 7 1
R AL B O FEIE 0.068 g/dL/AH (95%CI : —0.071~0.207g/dL/#)
THY ., PHRAE, Fe/ME & O KMEIZZ 274 0.100g/dL/A#E . —0.329g/d L/
J O 0.450g/dL/AETH YD | ~E 7 v B UREDOBI R EENITE D L)
277,
ZEPEIZB L CE, ARBRTIXREIERIZRD Shisno iz,
NRIEHBRAREE NG E L-—REERRER
ZBTEAES OE VREDHT 2

(grdl) Mean+S.D.

14+
134
124

114

R\ Oy D>

104

T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 #&7TH
(FhukRF)

FREREFRE (GB)
1) Hattori M, et al. : Clin Exp Nephrol. 2014; 18: 634-641 (PMID:24013765)

33) tENERE 1 NI B R R A kB & LT ARHI R IR G o R
(RATERET TV 212013 4E 9 H 20 H%&zE, CTD2.7.6.2)

4) BE - FERIRR -
MR L

<ZDisE>
1. EMFHRFEHER (201 HER) *

(1) &
TR R 1
2)/E5HE
ARERHLA (360pg/1mL) 60pg & AEHERIAK* (120pg/1mL) 60pg D&Y
F RIS e OV i & BRI 2 R A TR Lz, BT 1 v, 2 Al
27 o AA— =R BRIE L LTz,
SRR S DS HERR S T D RER A O YR FE RFE  (10~200pg/mL) 04U



(3) SHABRALHE
WRANIAEFICRETH D Z LR I, REEICI D280, &
EMEAOFBITIRNS D L E R BTz, £z, BIEMIE, 32 i 7 41 (21.9%)
CHBL LT, BEOPRFITRI LIzFRE LT, [FH) 23361 (9.4%) .
[ TANRNTGX BT I ) T A7 27 =B8N 2N 26 (6.3%) 258D
bz, BEEEFIVWITNLBEE TH -7,

34) DA 1+ 1F 7> « FRER &AM, 20125 400 965-971

(6) ‘afME A

1) ERABERE - FEEARERE AT - HERFTEREBRAER (TREERRK
HER) -
DLFONBIIFNNRF o T 7 80ESO A L ZEa—T 4 — L& BEITRHE
L7,

§ (PRI FY TAT 7 8A) 13 [HVREFY TA77 (BEFRSZ) 8 (RATESET 7 V) v Y)) %HT

OHEFEARERE BERETHOEHEnEHAFER)
2007 4= 7 A5 2011 45 12 A £ TOMNC o7 U CEW 735 fiigk & %5
(AR & FEHE L7,
1. &M

AR CINE S 7z 4,068 Bl §t 91 Bl CBEREE] 77 B, REVENEH

AFARGEH] 11 1, RIS 2 i, KRG 1 61) ZBRSE L7z 3,977 BiHMiEsT

kGl Sntz, EWERIE 500 BilC 634 tE3REL L. BIEARIBUEFIR (LLF

MEIVERRER] L 9,) 1312.6% (500/3,977 ) Th-o71=, HEHIF, &
RN ER D - OEBELBIIREETH 508, KFHEICI T 2 EI1EH SR

GRS CORBROBIERFBIR 32.83% (472/1,462 ) L L CTE< 72

DEMANIRRD B oo Tz, ARHEIZIB W CTHRIL L 7238 B BIR RN BT 5

FERERRBB R, THRIKKRAE] 6.3% (251/3,977 i), [ i & %

2.9% (117/3,977 f51)) KO MEF, HEk CWEEGDHE] 1.4% (56/3,977 1)

T, B U FEREWEM X, M)E S 233 £, &ifE 111 £F, #hERIRERZE

30 f, BRRZMERE I 21 £F, BFRNGERSALA OHE 17 4, IMEZE 12 TH Y |

KGRI &[RRI T o7, b, BARVEMRIT IR ERSME] 91 il 7 41T 8

TEORIERAFEBL L 72, F&BL L 7= RIVER 13 i K O 54 3 2R, /NIsAE

FER OBFAREPAZES 14T, Wb EA EOEEL L FHITX 2RIEAT

HoT,

AFETIE, ZEMEICHEbIESAMEHEBE L LT MEER), vy bl

Fe - PAZE). DOEBERE ). [THARZERRGE ] KON [7 LV F—E] ORI O

THE TR bz,

c ME ER  Z2EMERT SER O 13.9% (552/3,977 i) 12 574 #Ho> TifJE
L&) 2Oz, 2055, BWERIL 8.4% (336/3,977 ) (2 346 1432
HAL. WRRIE TinE A 233 fEE O TEME) 111 % Th o7z, Z X
NTF o TN7 7 ®/FSE ORRBERPEE S NPT FHRD I B, 25



EREETH Y, BIFIEL, BIHE 5 B 11 k. REE 8 L UVRH - K
R 1 THh T,

< Ty v Mg - PHZES - RRVERRIT R GUERI D 5.0% (199/3,977 #1) 12 213
D ¥ o MR« PHEEENRD bz, 2D 5 6, BITEAIX 1.8% (52/3,977
fi) 12 53 R b, WaIT TEVEIREPAZE) 30 7, TEVFIRELAL A OF
JE] 17 RO TEFRIREARIE | 6 CThoTe, XNANRF L TILT 7
RIFS L DR BBENEE SN -TFERDO I b, 124N EETHY ., 5
i, [E1E 8 . P 3R USKREE 1 Th -7,

- DR - 2RV RIER] D 5.5% (220/3,977 ) 12 248 £ Ll
ERBO LNz, TDH L, BIEMIL0.6% (23/3977 i) 12 25 i 5
oo PERIE THRE) B4R, DL BEMIE ) 34, ToARa), 19 o iftkoAs
4] KON LLGREZE ] & 2 FEThoTe, XK F o 77 7 #FS L
DODREBBNEE S NN ERZDHI L, 24N EETHY . HIFIT,
[BI18 5 {4, & 10 . REIME 2 . KRERICL DT 4 RO - Kl
#H1ThoT,

- IMARZERRIE « ZERMERNT R SUIER D 3.2% (129/3977 #i) 12 135 D fe
ERIEVBEO bz, 2055, RBIEMIX0.8% (31/3,977 f5) 1T 31 {58
D HAv, WL TIMEEZE ) 12 ¢F, THKHm ) 10 & 0% TR R BIAREH ZE 14 %
B 3% ThoTm, ZNANRTF L 77 7 JFS L ORBEER NG E S
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FOGDFBUIFED BRI -T2,

AR T T T 7 WASDLEVETON T, FiT2 72 S B 7 B B D

MEITRD D)o T,

éXZKEJ%E@%%%“%E'JE'H’EEH%%%%KOb\'Cli\ V. 8. (2) ZDfhoREIEH O%E%{ﬁ
&, AOHE, BIEE&OFROAEEE B ORIERFEIEE | OHEZZROE :

B
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BRI E RIFTERRTE LT, AEENRD N BEY RER T,
ABE - SRSy, BEAERE (2oftn) . A0MHE (HFEREREE) OF M, & 5F1~
T/ URE, R~ 2 Uy MEEROE S TH -7,

ABE « SR Xy TIXABRRE CHIMEFIENHRBE L VKo7, ABEERHE
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Tho., AOHE (IFHReREE) AT, A2%ILA T 95.8%., T 98.6%
ThHhOBEE 2D L9 RETRD N holz, FERINEZ B EVRERN
Fehai~~ b7 Uy MEIX, & HITBGRIMEDME Do 72451 T OA hE FI 2 MK
Mmofe, FNNKZF v TT7 7 BESOFHVECONT, FiizZexh i st
7B ORBITIR O Hivie o Tz,

OWEFEMAKERE (MERSTEFICET2BHAMCET 5HE)
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At 47 BiFk S UUE S uTe 196 BNCERAMINE 2 < . BRI S L S
7o BEWERIEL 8 BIlC 10 FFEL L, RIEAFREREIL 4.1% (8/196 ) Th -
foo EREIWERZ TIE EH ) 24, T 2 Th o7,
HENARRETF 2 TV 7 7 BESO MEENT BE BT 2 B OV TR D
RIEIEERD e o T,

RRTEDBFEL RUBIERREIEIC OV T, L8, () ZOMORNER S K
B, AHE, BEEROCFROTEESERHOMERRIEL ORESBOE |

2. B
AREICB T DHDMEOFTMIL, ~E/ o BEAREE L fTo Tz, £4
PEEEFRIBIER] 196 1D 5 B, AR F v 7L 7 7 WES GBI M6 1% D~
T/ 0 U REOREMENFE LW 1T HIRLOZ LR F v 7v 7 7 il
FSP 541 B v I S B AT 2 920 L 7= 1 11 & A S PR ok SR IE B 2> & B ak L,
178 51l 2 A5 S EREAT R SE B & L7z,
ENRETF v TA7y ®ESEERAR IO ~T 7 o v R EIX
8.8+1.3g/dL TH V. BhHBtA: 2B O P ~E S u BV BRED ER MR
WHAL, 8 H 21X 10.1+1.3g/dL ~& EF L7, 83 H ~24 i H LA O
TIH ) 10.1 ~10.9g/dL OFFATHERE L, HARBHTESSO T2 H
FIZBT D2BHRIMIBIRON A KT A > (2008 FEhR) | THIEA~E /1 b ik
L L THLES TV D 10.0~11.0g/dL % #EFF L T/,
ZNASRETF o TV 7 7 BESO MR ENT B 2B T 2 AW TREB D
MEITRD Do Tz,

OB EFARERE REVEHTHFEZFICET2BHEAMICET 5RE)
2010 4E 8 A7 5 2011 4F 11 H £ ToORIC i dus gk 7 XU CTEWN 851 fitigk & x5
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1. &&MH
KRR CINEE STz 5,594 B &F 4T ] (L2MEEHRA T Aue6] 14 41,
BEGERE 12 B, SIS 5 61, X NA_NKR=TF v 77 7 BASREE 2
B, ZN_RRTTF o T 7 RAISE 5EREA 3 Fl, X NV_EKRE=F TILT
BRI G- BRAGRTOFBHTE A - BB FEMEF] 14 B]) 2RI L7 5,547 Il 23T
R E S, BWEARBLIEIT 7.1% (394/5,547 ) Th o7 , Be5-HIRH,
RSN D - OEEREIIREECTH 500, AT T 2EIEARERIT
B E TORBRTO 32.3% (472/1,462 #) L il LT < 72 AR
Y AWAVIEESY
ARFABEIZB VTR L I=aa BRI T 2 B ERRERIL, TR
M) 1.2% (68/5,547 f5) . NONEFEE ] 1.2% (66/5,547 f5) . [k RpEE ||
MEREE] % 0.9% (49/5,547 ) Toh o7z, FE L ERFERIT IFi
JE1 0.7% (40/5,547 ), T E 51 0.6% (36/5,547 i) . &K Z M4 i
0.4% (23/5,547 1)) . T4 0.4% (22/5,547 #il) KO TdFEZE ) 0.4% (20/5,547
Bl) Thotz, @it Mt LS EZEIZ OV TIERGRREE ToORER & [FEk
DEAITH Y . LARIZOWNTIERA RO T OFHIINEE Ch > 72 b DA FR<
EWVTHL B ER B ORI R K VA OHE (DR, miiE, FERPE) 12X
HHDEBZ LN, SRRZERMIZE L TIX MEH EoEE] © I[Zofo
RITER ] oXIC, IFREREANC DWW TR L TR Y | Hiio 2B dn g &
ZZ2 b,
RV N DERREEE Tholo, XK TF v 77 7 HAIO LS
BEPE I 5 BA R L HERROBMREY . AREIZBW TR Lz,
ENNKREF o T7 7 WHGBREHIC 1 L R GHEDOEE R H -7
2,161 BiliZ3\\ T, PIEIO B G- T RT 4 WELIN O A FEFEG R BUEGIHRIL
3.3% (72/2,161 f5) , ZH 1% 4 HWELIN TIX 5.6% (122/2,161 i) TH 7=,
BIVER OFRBIRIUIL, 221 0.3% (6/2,161 %), 0.8% (17/2,161 f5]) T
ST, EREWERIZ, & blclt EAPRbZho7 (ENEi0.1% (2/2,161
Bl). 0.1% (3/2,161 1)), ZEOft, ZEH% 4 HWELINIZHEL L= E e IE
ITOAREL G IMTETENEI0.1% (2/2,161 6]) TH-olz, Tz, XK
TF TT 7 MASERERGEHZIC 1 FILL EOR G EOEE N H 7 3,716 f
(2R T, HIElO# 5 B8 AT 4 B LN ORIVERRBUERIIT 0.8% (11/3,716
B) . EEH% 4 BRELINTIE 0.9% (32/3,716 i) Th-o7-, ZLHE% 4 BRHILL
PIZHBL L7 ERRIERIT A T, B E, 7ARIX @7 I/ T
A7 = 7 —BH, M A RO MG 234 0.1% (2/8,716 fiil) Tod -
77
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BA4ART 3 » A MIZ rtHUEPO #AIRE 5 THh 72 3,202 il 5 5 Z/L~_K=
F v T 7 7 BEISE B LA K O 5B 4G 4 8% O~ 7 r B U REOHIE
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56.0% (28/50 f5i]) 1Z5R& Hav, iy Em->72 (0.4g/dLAELLE 0.5g/dL/AH
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Bil) Tl FRAEDTZ DGR EE T - 72 5 FlOME < THEED
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BRI ELE RITTHERE LT, Fin (SinE) . BEROFE, S0HED
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7oy, BEOWRBICER T 2 /e, XX AR TF v 77 7 fFIST
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RO~ 7 1 BRI 9.6+1.3g/dL TH v, HEBIMAE 2 H H 5 %)
NES B EURED EREED B, 438 HLFE 24 3 B £ T 10.5~10.6g/dL
THER L, TA FToP RS 5868 (AIE~E 7 1 B RE 11g/dL VL L
13g/dL Aif) LLFCay brm— S TWe, £, WL b EGRED
EWVCLBAEZ 0 EVREOHER R I VKT 77 7 BAESO# S
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RIEITR O binZen o7,

O EFERBERE MRICAITZ2EMHEMICET 2HE)
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HiY ROEAE R O ERE T To 18 5L F o8B lgys B 21T
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1. 22
LEAEVERRAT R GUER] 76 B, 13 112 36 O EIERA R bz, BIVER %
BEIAIX171% (13/76 ) Th o7z, 2 HILL EDOIRBLN & > T-FIVEMIEE 2
DEEBY Thol,

EIN AR (KRN321-301 &5 &% Y KRN321-302 ikli) (28 CRIEF3E
BUIRO b2 o 7oy, KA T, EWNERRER CIERNf S 12 mR
MR BEEDOEGIEL AT DM NEENTEY, ENERRRRICIT
NRCHRBENRE D2 L. ROKARE COBSYIRIZ 52 B THY . ENEE
PREBR D 24 W L 0 b EM TH - 72 2 & DNEIVEA BRI 2 L 7= AT RENE
WEZ LT, 2. BHWEARR® Lz 183 #iH 11 filicks VT, Z~UR
T TNAT 7 BASLSOER & UCFEERE, BT, BRGSO BEORRE
b BIEH TS BRI B LT rTREME D HEER S T,

E. BATOWAMSCED THE - AEICEET 24 H EoEE) o 12 Uz
WIEH &) KO 13, #5850 i) oIz, VNRIZR LT 1 [ 3pg/kg
EBZDMARBRIIV) BRI T D, AREICBWN T, Moo= Y




2R RTF BB NGO ZOFE ] OFRIIAFL T RWaD, [2.4)
Bz omIHE] & LTo 11 3.0 ngkg 2Bz 5 HRBROGEEZ MRS D 2
CIXREECTH o7z, — T, AFRAEHM T OKE &G & 3.0ngkg UL T LD
3.0 pg/kg HWOBFITH T HENWEFHREEIGILZENEN 14.6% (6/41 ) kT
18.8% (6/32 i) TH V. &G EDOEWIC L 2RIEFAREEAS K OEBIER
DRI D RERITRD R o722 &b, 13 B 58] DHEIC
BUFD NRIZRH LT 118 3pg/kg % 8 2 26 FHRRBIL /) B OREZ HIBR
THIEIEAREEE b,

* 2 FREMEAREGRE ISR T D EREER

EERENESE MBI HRBEENE (%)
REEAE S K UFERAE 3 3.9
RSN 2 2.6
mMES &V VRREE 2 2.6
2 2 2.6
HIERES g 3.9
TR 2 2.6
mEREE 4 5.3
& I 4 5.3
RESLUVERTHERES 5 6.6
=2 2 2.6
ERERIRE 4 5.3
TARGRXUET X ) VT VAT =T — B 2 2.6
M7l YRR T 7 2 —F N 2 2.6

MedDRA/J 73— 3 > (20.0)

2. 5%

BINERRNT R GHER] 70 FHZOWT, ARMMEOHIEL, BIEEEHIR P ICHIE S
ToREMED 5> b, —RAEENEN B ARZTEFSO HBMEBRREE BT 2%
MEMATA T A (2015 FFEER) ) O BIE Hb IRE TH D 11g/dL LLEIT 1
Rea CHEE LSER (AR Hb IREREER) % TH2h & U TR L7,
BINMERRAT R SRIER] 70 Bl HEhERIX 82.9% (58/70 i) TH 7=, HEME
2B 2 BRI A R L 7oA, R, AR e AR+ (BLF, TESA))
FUFNPE GBS W THE DRI EDRD b,

JFEBTIL MEMRERIRE ) CTHMENMED Tz, AIERO LN T
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Wie7z®, Hb IRER 11 g/dL IZE L o7t D EE XN, &9 16X
ENASRETF o 707 7 ARG IA1: . Hb D 11g/dL IZRET DS
BERERG 1AM PRI LD, Wllz{To7EF Th o7z, LED LD
2. AREMED o T BRI R & IXBIfR e EHEE ST,

ESA fHFIF GIECIX, TH) OEFIN TH ) OERF] & g LA RN A B
Motz, ik, ESA ARG [ OXN~_KETF v 77 7 8K E.
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I & RIERICHRFER BRSO = U 2R F U BIRICEERNICER L, Zhidy
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F o TT 7 IREBEKRFNIC CFU-E, BFU-E KO E-mix D& FRIFHR G a0 =—
M LTz, CFU-E 7 v EAIZBWNWT, XNANKRZF L TALT7 7 EmRF o 7
N7 7 ERFRICRIFERR a0 =—D A LR L, MOMERKFZ a1 =—% B LR
oSy Flo, Fan=—7T vEBAIZBWT, AR F v 77 7O HEKIGH
PILZARTTF o 7T 7 I LU TEBEMIZS 7 M LR, ZRar=—#IZ>
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2.E T Y RARIFUZREITT HFMME (in vitro) 2537
B % (OB TEGR LA NAVSKRF o TA7 7 KRR ReF o TILT 7
ZHWTE b= U 2AuRZF o2 RRFEBAIILE ) (S 2 Bt gt Lz, £
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RIZK LT, IN_BTF > TAT77idmiReF o 707 7 &l LR %
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. EFEEMICE T S FMERE MR
(1) I~ v A TORF

EHHE: BALBle 2~ 7 RAIZBIFAXNAFEF L LT 7 RO REF L 7
N7 7 OEEIFEARNE G2 L B R MERE MAER 2Rt Lz, ZORER, X
REFY TATZ 7 BEOEREF Y 77 7 BETHOTR G BRI L
NETREVRED ERBRD bz, FASKEF Y TAT 7 BECIEFR
HFROZR=FY TAT 7 RELHEBL T, ~ES/m BV REN LY BiEic BA
L. X0 EHMEEEZHEELZ, £/-. FANKZF o 77 7 BETIISER
JRIMER T &b 2 MR MBS S 5 G- RIZHHBI L TN L. s 5- 8 T (3 Day7 %
THARBEIC I L CHEICEEEZ R LTz, — ., =R F L 77 7N
THHEEGEICHEE L CHERMERED EA L), REGEOX VKR TF o 7
NT 7 LT D L E ORI . E o E ORI b Do T,
LLEDOFERNG | EH~ T AZBNT, FAUERF L 77 7 ORIk
MERIZ= AT 777 X0 EHRICHOREY fiiid 5 2 LR
SNz,

EEYIRICEFBRENRRIFY 7ILT7RIF
IRIFY FLI7HREEDAET OEVREDLE »
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(g/dL)

20
Y —8— SILAFIFL FAI7 100peke
19 L Qe TRIF 2 PLT7 100ug/ke
3
4518 |
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£
-
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-5 0 5 10 15 20 25 30 (B)
HEREREAN
n=5~6
Mean*S.E.
1 EBRERNRSE
EEYIRIBITBFILRRIFY 7ILT 7 BEIFIKNE 5 £ ORI D HF >
(x108/L)
2500 - —x— %
=* —+— 3uglkg
** —&— 10pg/kg
2000 + —&— 30pg/kg
—&— 100pg’kg
Z1s00|
m
"
=
1000 +
500 F
0 H L . " " . .
-5 0 5 10 15 20 25 30(R)
B EA M
n=5~6
Mean+S.E.

#* p<0.05. *%p<0.01
(vsi#&3%. Dunnett's test)
t o HNARIFL PLIPRSA

EEIYDRIZBITAIRIFY 7ILD 7 BEIEFEIRA RS % OMARMEREOHTE

(x10°%L)
2500 —X- itk
—0—10pg'kg
—&— 30pg/kg
2000 — 100pg/kg
—0— 300pg/kg
% 1500
m
E
1000 +
0 n i i L i i i i
-5 1] 5 10 15 20 25 30(R)
HEREEam
n=5~6
Mean=+S.E.
#4p<0.01

(vsi#{E3F. Dunnett's test)
tiIHEIFL FAZFEESE

(2) EH T v N TOME ©
T EME Sprague-Dawley T v MBI 5 X A~NKEF L 77 7 LRTHK
TF L T AT 7 OHEEIRNE G X D ARMERE MR 2 Lis, 28



TF Y TNT 7 RN GEEO~E 7 1 BRI, Dayb [SIZBEARERIRNEE
WL CAEICER L, 20N 2HBMICOI > TEEEHERF LT, £,
MR ML ERHEUZ DT b Dayb (ST BHAFIRN & G- R I i L CHEIC BEA- LT,
—Ji. TAREZF Y TAT 7 HRNEGEEONE 7 1 B 2R K OWEIR MR
%, Dayb I[ZIZBAFARNE GRECHKR LT ER LI 0D, XK F
T 7 RN BE G RECHT 2 L 2 OREITTH< . 2o b
bDOThoTz, ETEFNNKRF o TAT7 7R FREHEO~NE S 0 v R
I%. Dayb ([ZITBEARE FREGRHCHE L TARICES L, To%0 2 @MIch
oo CEMEZ#ER Lz, £72, MRMEEKIC SV T Days ICIXBEHA R T#5
BB L THEBEICER L, —FH, =R F > 77 7B P58 T
Day5 (21T R T8 5B R LR OB D b= b DD, #5144
DA~NEZ v U REOI LN EFIZRD b hotz,

UEDOFRERENS, EHET v MIBWTHEANRTF o 7L 7 7 O MLERE
HiX, WIFho#H5REIZB\N bR F v 77 7 Ll LX) B
WZhleo THEt T 5 Z RSz,

EESY MIBHFRZFIARIFY 777X
IRIFY I 7EHRERETREEDAES OE ViREOHTE ©

(g/dL) —— it
20 - —— HLAFIF TAIF
—H—IHIF- FLI7

19+

-
o

pry
=

R\ O

13 1 " ?n I i " L n 1 " L n I i " n I
4 2 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30(H)
HEBERG®EN
n=5
Mean=£S.E.

#kp<0.01 %k p<0.001

(B WAFEIFL FAZ7BUYIAIFL PA77E. Dunnett's test)
#p<0.05 ##p<0.01 ###p<0.001

(THIFL FATrBvsfILAHIFS FUIPE. Student's ftest)

1 RBERRSE

4 EMEMETILSYICE T HEMBEDR
M PRTSFUERBHAMS Y b9 [CET5ENKREMNR

1ERIRTHEEIC X H1EE

VAT TF o ETL LI Lo TEEELAERELEET LT v A
WT, FNARBLTF o TA7 7 OREIR TG X 28 M2 R 2 i L
Too TORER, BATFEONE 7 0 B REITEREO E EHB L7-DITH L,
ENRRTF o TAT 7 HETIIEEEIESF L TANE S 1 B RE N
L. BLOSEEDRRD b,



2 BEIFRAIR S 1< & D RES 7+
VATTF U EBREGTHI LI o TEHERLEEELIEET LT v P EH
WT, AANKRF > T AT 7 QHIBFHIRNEGC L DB S 2h R 2
Ltz ZOREE, BUABEO~E 7 0 E U REEIRED ¥ B LI O L,
FNAREF 2 T 7 7 FECEEG R LT 7 1 e R
L. HiLOEESRD i,

DRTSFUERBHEEMETILSY MIBITS
FIRKRIFY 7LD 7 BRIBIRNBRSEODAEIOE VEEOHTE

(g/dL)
18

FREE\ MO H >

[ —X—E®H®@
117—0—1&%

—o— 1 ug/kg
10 + —&— 3ug/kg

—8— 9ug/kg
9\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\
5 0 5 10 15 20 25 30 3 40 45 50 55 60 65 70

HEBRRBZAR (B) n=5
Mean+S.E.

#p<0.05, #*%p<0.01
(vsERAEE, Williams' test)
4 HBRERIRSA

338 1 B RIEF#IRAIRE(Z & ST O

VAT T FUoEEEHEEANET VT Yy FEHWT, FVREKRETF U TLT 7
D 1 BIRKAEFFIRNE 512 L 2 B MBI R LGt Lz, £ ORES, IRRE
DO~NEZ 0 B UREITMREO E EHRE Lol L, XNAFRFr T7
FRECIIRERBICHBE L TAEZ/ o BV BENML, B OENED S
nic,

VRIS FURRBHBMETILS Y MIBIFTEFIMRNKIFY 7ILIT 7
B EREHRANZEEZEDAESOE VEEDHTE ©

(g/dL)
20
18
N
£ 16 -
5
o
£
=
B mmmE
—O— #iiE
12 —— 0.1 ug/kg
—A— 0.3 ug/kg
—— 1 ug/kg .
10 . . . . . . ! ! ! ! | . . .
-5 0 5 10 15 20 25 30 35 40 45 50 55 60 65 (R)
HEBRRBZEAR n=6
Mean+S.E.

#p<0.05, *3%p<0.01
(vsHEABE, Williams' test)
A RBREFIBRSA



2) MREBERMCLLBHEMS v MIHITLEMBER 79
1 B EFRIRAE 512 & ST 2
5/6 oy B il & 9 = & T, Exﬂtéiﬁu%f%fi_l,f;qatf/vj7,/T\%Eﬁﬁb\Tf
ENRHETTF > THUT7 7 RO RETF > TV 7 OHEEIFIRNE 512
ﬁmﬁﬁﬁ%%@%bko%@%%\ﬁ%ﬁ®ﬁ%fnﬁyﬁﬁﬁﬁﬁmﬁ
TUBRECHER LIZDICk L, FARKRTF o L7 7 BETITEEEICHBE L
TANEZ B ERENEINL, BMSGENRIEO bitlc, £, 3ngkg O
NGB TF o TO7 71 10pgkg DR F > TIL7 7 LIRIFRE DAL
BEEN R A R LT,
2 RIEFIRNIZE(C & HHRET
RO LI BMERI T v MCHENVRRETF o 77 7 1.5pglkg & 1 [@],
4.5pglkg % 2 W2 1A, =ARx=F > T/ 7 7 0.5ng/kg Z il 3 BIKEFARN
&ﬁbf B EN RS LTn, T OREE., AEREO~E 7 0 v g
TR A KT URME CHERS L 72 DIk L, &meI%/ 7»77 1[a]
H&Ui$i%/7w77ﬁfi&5% Gt% LA LI RIXIZEREDO~E S
o REHB AL, w#ﬂ%ﬁ%ﬁémﬁﬁﬂmbEﬂtoit\&w
ANIRTF 2 TT 7 28I 1 BT G-BIAGER IS 1 B i L TR
Wi~ o REORIENRED bz, ZILLORENL, XK x
Fo 77 7l 1 EEREROEMEENRIL, @H-0 OFREGEENF LT
RTF o 777l 3EIFRGOHRLIZFERETH D Z LEPRINT,

OB LIBEHAMS Y FZBIFRE2FIANRIFY 7ILT 7 XIF
IRIFY F7LI7REFHRNREEDANESIODE VEEDOHE

(g/dL)
18 -

F—O— F + i (1E48)
—0— AWM + Wi (1E5M)
== EHWH + FAFIF FAIr(1.5ugkg) (1EAR)
- BN+ FAAHIFL FAIFA5 pakg) (1E2H)
| —M— EaNE + THIF FATF05 ppke) (3EGE) )
Blanatzye Puzr(1Suphg R b4 ¢ 4 &
FANIFL FATFA5 ueke) ¢ 4 —
IHIF FATF| Oswkg\ t L{_LL{_LL}_LU_{
6 1 ,h‘ 1 s - 1
-50 -29 —15 0 5 1D 15 20 25 3{] 35 40 45 50 (=)
FWANRIFL FAIPREIFIF. FPAIPHREEEMN

n=4~9

MeantS.E.

# p<0.05, #%p<0.01. **+p<0.001

(BB + R vs BEAWE + SNNFRIF- PATPE

BUIFIFL FILI7E. Dunnett's test)
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n
T

(3) Y FISETRASRA - FHERS
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VI. EYEREICEIT HIER

U TFOEHRIT, AANREZF L FAT7 7 8ESOA L X Ea—T 4 — AEBEIZTH LT,
§ THNARF L TAT 78 13 TIARE2F Y TAT 7 (BIaFilhiz) 8 (RATHEHET 72 ) 0 0)) 26T,

1. HREDHER - BIEX

(1) SAF AR MR
MR L

(2) &M AREFERR
RN G- G E%
B F#A TVILL. (3) BRIRFER CHERR Sz iR ] O S

Q) EBRRFABTHERINMPEE RBINRE - AEE. V2 HEEZRUAE] 2/
RIBHIL)
1. MEBHETHOEEBMEE (BA) 12500
(1) BEIFIRNRS Y

BT HETT T OB MR M EH 39 I F AT 7 v 7 7 BAF10~60pg
10 i GE~ 30 f51]) 12X R TF o 7L 7 BAS90~180pug & E
AVHEIF RN G LTz & & O Mg iR % EHEE R E G 0 % & &% (enzyme-
linked immunosorbent assay : ELISA) (Z X D HIE L7z, ZORER, MmigHiE
BB EIIFIZHAI L a2 . ZOHBIEHEOEKE R LT,
BeH B 10~60pg OFFANTIL, AUC IG5 EICITIFHAI L THEINL, MK
B (t,,). 7V 7722 (CL) ROVEFRIRBIZE T 2 0B (V) OV
EICIX B 2 & 5 BRI O b o 7z, 55 90~180pug O#if T
1%, BEROBIMICHES T CLIFE AR T 2B AR SITEA, by, KO Vg
OB IIIERE 72 e 5 BARTFEIIRR O Do 7=, BLEDFERMNS, # v
SR F L TOT F BEASOIEYENRRIL, BRI L TURIEHRETHL Z LN

RSNz,
HEHRNZREROMBFRRERE (’R5E : 10~60ug)
(ng/mL)
18(/)0|- Mean=®S.D.

—O—60 g
——40 g
——20 ug
—O—10 g

o

iq?

=

.

i

(AR

SR AEBIE



HEFRNRSHOEYHE/S A -2 (R5E : 10~60ug) ¥

®58 (ug) 10 20 40 60
B H 9 10 10 10
ty, (hr) 38.59+18.48 | 34.54+6.42 | 32.11+544 | 32.58+5.33
AUC, .. (ng-hr/mL) | 125.2+39.3 | 268.2+56.8 | 602.8+159.0 | 817.6+ 133.3
CL (mL/hr/kg) 87.49+28.32 | 77.21+14.15 | 70.13+16.50 | 75.17 + 12.28
V, (mL/body) 2,634 + 581 2,485 + 428 2,187 + 457 2,561 + 422
Vss (mL/body) 3,970 + 826 3,330 + 593 2,851 + 476 3,184 + 592
MRT (hr) 50.56+22.78 | 44.18+9.11 | 41.56+6.52 | 43.01+9.10
Mean + S.D.
HAFIRAZSZOMETREEHTRE (%52 : 90~180pg) ¥
(:%/(r)n(l).)ﬁ Mean=+S.D.
—0— 180 pg *
—— 120 pg *
—0O—90 pg*
100 f
o
;:E
=
% 10
|
=
"
1]
0.1 T T T T T T T
0 48 96 144 192 240 288 336 (hr)
B REERR I
HAEFRANRSHEOEYHENS A—42 (BE5=: 90~180ug) ¥
®52 (ug) 90 120 180
T 10* 10* 10*
tys (hr) 45.37 + 13.23 48.67 + 10.02 47.02 + 6.31

AUC, .. (ng * hr/mL)

1,465.9 + 335.4

2,075.2 £419.9

3,5640.9 + 694.2

CL (mL/hr/body) 64.07 + 13.22 59.85 + 11.33 52.69 + 10.83
V, (mL/body) 2,061 + 464 1,930 + 366 1,827 + 328
Vgs (mL/body) 2,947 + 623 2,962 + 560 2,785 + 545
MRT (hr) 46.15 + 4.66 49.76 + 5.36 53.12 + 4.97
[l — R A Mean + S.D.

KA CHWTZEETIEA AR T 77 7 ENERET Y 2Am R F o & DRRIE
ENRAETH D720, FRER TR S REED b R G-AREE (WERMET Y 2 v Rz
FUDENKEF 2 TT 7 HNRE) 2 L5 2 LIC K-> THELIE & MiER ik

i L L 52,

(2) RAERARAIIRS 0.5

MEENTHET T O BHER MBS 12 Pl X VR =T 7 v 7 7 JAEF10~60ng
% 28 WM AT HIRAH G- U7 fi R, Fofé s 50 O SR B R8I L W)[R1 ¢ G- RF I e~




ZALITFRD Do Te, BHTHATH OB ML iBFIZ 10~180png KAEHHIRA
Beh LIEBBOMIGEH 7 7REIXEFIREBICEE L, FEEETRI RV N
iR S 7=,

RIEFIRNTEOMGREHTE (BE5E : 10~60ug)

(ng/mL) / (ug/body)
1

Mean+8S.D.

—O0— 18
——21:8
—(1—28:8
% 0.1 -
®
=
=
B
-
@mr
0.001 T T T T T T T
0 24 48 72 96 120 144 168 (hr)
BEHRERE
AR OB 5 R (Mean+S. D)L, 1, 21 WEB L 28 # T, £ Eh 23.33+
4.92ng, 23.33+7.78ng &Y 23.33+7.78ng TH o7z,
REFIRNESEHEOENERE/NS A —2 5
£ 1fn B A 158 2138 28 &
R 12 12 12
tye (hr) 33.14 + 8.62 39.13 + 12.87 42.09 + 10.21
AUC, ., (ng* hr/mL) 320.3+91.4 292.2 + 111.2 988.4 + 100.2
nAUC (ng*hr/mL/ (ug/boby) ) 14.07 + 4.32 12.92 + 4.15 12.90 + 3.85
CL (mL/hr/body) 76.90 + 21.46 83.89 + 23.06 83.48 + 22.63
V, (mL/body) 2,310 + 482 2,425 + 542 2,361 + 616
Vgs (mL/body) 2,973 + 653 3,499 + 824 3,663 + 947
MRT (hr) 40.39+9.14 44.21 + 12.52 45.45 + 9.32
21 Jk* 28 > AUC 1% AUC, , & ENEHr LTz, Mean = S.D.

nAUC : #5812 X W fiE L7~ AUC
KA CTHWIZIEETIZANANRZF o 77 7 ENRET Y 2Rz F o & DoRlE
ENRARETH D720, FRATH O REED b R GATREE (NWEE=) 2aRx
FUDENRKTF 2 TT 7SR 2L 25 2 LTk - TE LI E & M E# Mg

R L LTz,

2 EIRENBTHROBEMAMESE (BA)
(1) BEIR Fix5 15559
JEREEHT AT OB MR MR 32 Bl X SR F o 77 7 BER20~180pg
ZHE R F#E Lie & oM RE Z ELISA I X W JIE L7z, ZoRER, M
PRI G BICIZIEA LTI L 72, Chpw X OVAUC O FHJfEIX, 5



BIIZFHBIL, Z2DOMDO/NT A =4 (b0 tye. CLA, VI, MRT) OH)E
1T, BERICE B PIREEOMETR LT,

LLEDRERD S FNASREF o 77 7 RFSORYBIRET, $G RIS LT
FERIE T D = L SR SN,

HERETHRSZOMEPRE#ERE (852 20~180ug)
(ng/mL)

100 Mean+S.D.

-~ 180pg(n=8)
-0~ 90pgin=8)
~&~  40pg(n=8)
-0~ 20ug(n=8)

—
f=]

(o MR M B akE

oy

01
0

48 96 144 192 240 288 336 (hr)
S EERRE

% 20pg O 5 FRH#4 & O 5- 168 FFH#% . 40pg BEO#H G- 5 R L O - 168 IRffH]
. 90pg BED - 36 FEf#L KO- 240 FEfIZIX. =h2h 7 4
MARBR CHWEHEETIZZANRZ T TA7 7 ERNRMED Y AaRzTF 2 L osyhl
EENRIRETH L7720, KA TEONTBREMN LR SATEREM (NEEZ) 2e R
TFUDHNARRETF L TIIUT7 7 HSIRE) 2D 2 2k > THE LN E % i E &I
TR L Uiz,
HEETHREEOEYEFENS A —F FEE : 20~180ug)

#58 (pg) 20 40 90 180
BB S 8 8 8 8

Cpx (ng/mL) 1.085+0.281 | 1.974+0.791 | 4.361+1.410 | 9.357+3.725
tnax (BT) 40.5+6.2 40.5+6.2 46.5+11.9 45.0+5.6
ty, (hr) 61.9+21.8 79.7 + 34.8 66.4+17.7 76.9 + 25.0

AUC,... (ng+hr/mL) | 122.3 +23.2 230.0 = 87.5 500.9 £ 158.1 |1,133.5+393.9

CL/f (mL/hr/body) 170.0 + 39.8 213.4+128.0 199.5 +72.9 174.9 + 54.6

V,/f (mL/body) 14,968 = 5,687 | 20,934 + 6,856 | 19,062 £ 8,751 | 20,334+ 11,243

MRT (hr) 103.6+29.3 115.7+ 32.3 106.3 £ 19.8 110.2 + 21.2

Mean + S.D.
(2) REE TR 5 5659 ean

NERELE AT HES T ORI M 89 Bl /LR =T v TIL7 7 #EKS60pg O
2 1B FHEG 2B L, BE~SEZ 2B U RE (11.0g/dL~13.0g/dL)
EHERFT D K 91T, 60~180pg & 2 I % 4 I 1 [FNCEE E A% USSR, M
EH N7 7REICHBHEREBITRD Do T,



REETHRSOMERREHY (R5E : 60~180ug)

(ng/mL)
1

Mean+5.D.

8 10 12 14 16 18 20 22 24 26 28 (@)
S5 EEanm

0 2 4 8

(3) HEIFIRNR 5 <BHNT—2 > 7
MEREBAT B 2 s RIS VR F o TV 7 7 0.5pglkg KN RZF o 7L
7 7 100 IU/kg % HLEIFFIRAN G5 O 6 TR 2 Et L 7o/ R, G EEZO
MiEFREIIFERE TH T2, FANKEF o 7L 7 7 #5540 g
EOWMKIZTRZF L TAT7 7 & 5% L0 LR TH -T2,

HEHRAREROMBEPREDERE (BHT—4%)

Mean+S.D.

—— HWAHIFL FLIF(n=11)
—o- IHIFL FAIF(n=10)

mEdEE

o1t

0.01

0 12 24 36 48 60 72 84
5 HERE

96 (hr)

BEEFIRNRSFROEYHE/ NS A —2 DLLE

& Al FURKRIFY FILIT7 IRIFY FILIT7
#ildK 11 10
tyy (hr) 25.3+2.2 8.5+2.4
AUC (45 (ng-hr/mL) 291.0+ 7.6 131.9+8.3
CL (mL/hr/kg) 1.6+0.3 4.0+0.3
Vgs (mL/kg) 52.4+ 2.0 48.7+2.1

(4) RIERFIRAIRE

Mean + S.E.

HERCENTHEAT H OB MBS 53 ]l (ZAR=F > TA7 7 KREGEEIH, =

LT 2 TV 7 Je 58 44 ) ZRGUTIRIFRA~E 7 n B RE % 10.0~13.0g/dL

L, ARERIRY HEE~EZ r EURE (11.0~12.0g/dL) IZffRD XL 5 Z

REF o TIv7 7 8ESZ 10~180pg OHLPH T L7223 5 26~28 JH [H S IH &
e



WRNEEG- LTRE R, =R =F > TA 7 7 KRIFEGRE, == F > 77 7 & E5RE
W HIMIE b7 7REICEE R AR Sl o7,

RE#RAZSOMEPREREE (X58 : 10~180ug) *

(ng/mL)
ir Mean=S.D.
08 —0— IHRIFL TAI7HES (n=0)
—A— TRIFL PAI7HEE (n=44)
mog | |
il
2,1
02

5 R

.RFHIEMERABEE (BA)

(1) BEIR Fix5 1259
BHTEARTOEBMEBAREE 32 HlIC X LR =T 77 7 #HI20~180ng
ZHREIRZ THEEG Lz & EoMiEHIREZ ELISA I X VHIE L7z, ZOR5%E, M
TEHP R IR G EIIFIZHG LT Lz, Cu KONAUC OFHEIT, 5
BIZIZIFHAIL, Z2OMD/RT A —% (4. tis. CLA, V£, MRT) OFEHE
I, BERICEOTIE-EDEEZR LT,

LLEDFERING IR F o 77 7 BASOFyEREIL, HE8EICs LT
FIERIE CThH D Z &R Sz,

HEETRESROMBEFRE#Y (R5E : 20~180pg)

(ng/mL)
100 ¢ Mean+S.D.
—0— 180pg (n=8) *
—— 90ug (n=8) *
—A— 40ug (n=8)
—O0—20ug (n=8)*
m
i
*
B
B
#
i
%
1
0.1

0 4‘8 56 1 4‘14 1 S;Z 24‘10 2é8 3(1%6 ! 564 (hr)
BEHRERE

* 20pg BEDIR G- 8 IF[H#% e O 5 12 IF[##%. 90pg BEDIR G- 336 IFf#I#%, 180ng HEDIK G
504 FEEI#E 1T, ARE T 51

M AGRR CTHWEHEETIZANNBF o 77 7 ENEMET Y 2aRzF o b oailE
RAARARETHD D72, KRR TR DAV IREE ) S B G AmR . (WRPE= ) AR
FUDENARRTT > TIT 7 SR 205 2 1 & o T B AU 7 il & 4 15 54 i
e IR B e



HERTHREROENTE/NS A—42 (B5E : 20~180ug)

B52 (ug) 20 40 90 180
IR S 8 8 8 8

Cpax (ng/mL) 0.882+0.276 | 1.521+0.866 | 4.356+1.964 | 11.641 +4.657
toex (1) 45.0 5.5 52.5 + 16.9 46.5 + 4.2 52.5+18.1
ty, (hr) 95.6+31.1 98.3 + 26.9 771+ 34.3 82.8+16.3
AUC, ..

137.7 +£41.3 247.2 +£104.9 651.6 +262.6 | 1,675.4+668.0
(ng * hr/mL)

CL/A(mL/hr/body) | 159.3 + 56.0 196.5 + 100.3 157.2 + 55.8 122.3 +45.1
V,/f (mL/body) 20,609 + 5,260 | 29,086 + 17,597 | 18,470 + 12,262 | 14,656 + 6,137
MRT (hr) 152.5+ 32.9 162.8 £ 41.7 133.6 + 34.7 124.1+14.1

Mean + S.D.

(2) REER TS ©
faA T ARHEMEE R 28 il % Z LR T 7L 7 BER30pg BE. 60pg
FEICEEARSICRI D AT 28I 1 B TG 2B L, AfENES B B RE
(11.0~12.0g/dL) Z#EFF3 2 & 512, 15~180pg % 2 # iE 4 #IZ 1 A2
i LN b 22~24 MR TG L7ofE R, SReRficis T 2 i+ -
7 7 REICBHE R AT b o T,

RERTHREDOMERREHE (58 : 15~180ug) ©

(ng/mL)
1r Mean+S.D.
—h— 60pg(n=15)
08 | —e— 30pe(n=13)
m L
& 06
iy =
b N T
E 04 - E | Tr
P L 14 [
o244 L7 =
I | l l
L Il L o

0 2 4 6 8 10 12 14 16 18 20 22 24 (@)
BEEEARRE

(3) B[EEEARMIR S 1660

LN & A O D IRGE BB R 2EE 24 BT NV_K=TF v TILT 7 Hl
F$10~180ng % HEFFAIRNEE G- L7- & & oM higE 2 ELISA IZ X v HlE L
Too ZORER, MIEFREITR GBI ER Lz, AUC O H&
BEICIFIFHA L TEML, V, KONV, OFHEIL, £%5REE CRBEZRET
b olz, 10pg B HRFO MG FIREIL, MITICRIHFTRECTdh - 7 RFHIC BT 5
T—HANR I, t,, LOMRT Zif/ N, CL Z iKMo /55 & e o7
ZLEEETDHL, tye MRT RO CLIICHZE 2B G RIKFEEZ 2N EEZON
22 lnb FNANRTTF o TT 7 WASOIY BRI, &EEICH L TUIE
MIETHD Z LRI N,



HEFRARS®ROMEPRERE (K58 10~180ug)

(ng/mL)
1000
Mean+8S.D.
—0— 180ug# 58 (n=7)
—O—90ug#k 58 (n=5)
n 100 —— 30ug#k 58 (n=6)
= —O— 10ug#% 52 (n=6)
+
b3
B
e
na

.
E

(

0 48 9% 144 192 240 288  336(m)
S AEERE
AR CTHOIZMELETIEIZNANNKRETF > 77 7 ERRMET Y A ReF o & O5HIE
BERRARETH 5720, FRER TR O ZREM SR G- miREE (WA ) 2nR=
FUDENNKREF Y TT7 7 HYIRE) 205 2 &2 - TR LN E M ERIE
PR E LT,

HEFIRNIZEROENEE/ NS A -2 (&EE : 10~180ug)

BE5E (ug) 10 30 90 180
A 6 6 5 7
ty, (hr) 24.68+3.93 | 3552+5.97 | 42.80+20.41 | 45.44+14.01

AUC (ng - hr/mL) 100.0 +47.4 | 431.7+119.0 | 1,157.1+213.4 | 2,518.7 + 684.0
CL (mL/hr/body) 120.50 + 58.28 | 73.10 +16.13 | 79.89 +14.52 | 75.22 +16.67

V, (mL) 3,589+ 2,113 | 2,405+ 556 2,606 + 637 2,949 + 453
Vg (mL) 3,954+ 1,760 | 3,109 + 527 3,537 + 856 3,803 + 659
MRT (hr) 33.78+4.45 | 43.63+8.26 | 44.87+10.61 | 52.33+11.95
Mean + S.D.
(4) R1EFIRANIRE 265

MR A SO D R IR R R 34 Bl NS TF e Ty B
HSD 30png Z 2 I 1 FIFFIRNE G- 2B L, BE~SEZ v B RE (11.0~
13.0g/dL) Z#EFFT 2 X 512, 10~180pg % 2 3 3L 4 I 1 [N R L
PRI D 26~28 W S FFIRINEE G- U 72/ R, SRS CB T 2 Mg+ h 7 7
JEIZBRE e BETRD v o T,



REFIRARSOMEFREHERE (X58 : 10~180pg)

(ng/mL)
0.8

Mean+S.D.

0.6

0.4

(2B FawE-BIHE

0.2 4

10 12 14 16 18 20 22 24 26 28 (E)
HBERIEERE

0 2 4 6 8

SARIERT : RERME= Y 20 R=F o D FNNRTTF o TV T 7 AR E 2 G cis g

4. BHEEFEE (MR
(1) A5 626

MEENT (HD) R OMERGENT (PD) BRI H VKT TL7 7

RIFS5~20ng & HIEFRIRNE G-, REESENT R ORAFHME MR R (ND) iR

ICRERNZ Z VAR F o 77 7 BHI5~20pg & HAIZ TG U720 i

HR EEHERS [ ORI EhRE X T A — 2 ZLLF D LB Tho Tz,

EHBRERBRICERBIRAX EE TREZOMEFERRERR

(ng/mL)
10 ¢ Mean=+S.D.
—0— HIRAES (1=7)
8 —A— ET#5 (n=8)
mn 6
&
g4l
2 L
0 ‘ ‘ ‘ : ‘
0 24 48 72 96 120 144 168 ()
BEHZBRERE
HEFHIRNIZEEFEOEMERE/ NS A—4
%\%& t1/2 AUCO*t A‘[JCJO*DO CL Vss
- (hr) (ng * hr/mL) (ng » hr/mL) | (mL/hr/kg) (mL/kg)
T 26.25+9.14 252.6 + 118.7 263.7+ 118.2 1.77+0.74 50.7 £ 9.3
% . PD5 f5il, HD2 fi Mean + S.D.
HEE THRERFOEYEIE/ NS A—42
'%%‘%I t1/2 Cmax tmax AUCO-t AUCO-OO CL/f
- (hr) (ng/mL) (hr) (ng * hr/mL) | (ng-hr/mL) | (mL/hr/kg)
, 46.73 1.704 24.47 125.8 + 141.1 +
8 £19.74 | £0.755 | +19.72 35.6 33.4 3.23+0.65
% : PD6 f5il, ND2 4 Mean = S.D.




(2) RE®RE Y
PR PE RS g BRI X LR F o TV 7 7 BUEIS5~180pg % 24 T8 K AE ##IRN
TR THERE LEBEOMIEHR 7 7REICIIBEE R Z IO oo T,

) <B%E . MNRIEHBHAREE LBAAEUETRREZFOENEIREDLLE >
/N VRIS T RS s SR & B R R SR D IR BN RE A b L7, 7Rds. ARA
T8 S e FR A 1 N VR R i FR S S R E B - R R G EE & S
TR (BRI G E 0 0.27~0.50 ng/kg, 2 FEGFE : 0.36~0.54 ng/kg)
ERGE LT,
ANVRABPE R R B (12 R/ A ) B OBl A 18P R s KB D BR AR $¢ -1k
NITFE TR GREOIYBIRE T A — 2 & FTRITR LT,

12 %A M O 12 5% PL B o/ NEAF NZ A I 1T D RN G- R O Y EE T A — X

AN (12 AR MR (12 k) DN
n mean + S.D. n mean + S.D. n mean + S.D.
5 R (ug/kg) 4 0.43 £ 0.09 3 0.37£0.10 25 0.41 £ 0.06
AUC, (nghr/mL) | 4 | 207.8+108.6 | 3 | 312.4+123.2 | 25 | 292.1+74.9
AUC, ..(nghr/mL) | 4 | 219.1+106.0 | 3 | 323.2+1255 | 25 | 303.5+ 76.6
CL(mL/hr/kg) 4 2.19+0.73 3 1.22 + 0.26 25 1.39 + 0.24
t,.(hr) 4 | 2362+10.02 | 3| 29.76+823 | 25| 30.18+8.55

12 AT B O 12 5 LA L/ NEIF NS BN I 1 2 B TR G-I O SR EN BT A — Z

AN (12 %R ) (A2 LA E) BN

n mean = S.D. n mean = S.D. n mean = S.D.

# 5 EQg/ke) 4 0.43 = 0.08 4 0.45 = 0.04 11 0.41 + 0.05
tnaxthr) 4 7.50 + 0.39 4 | 41.44+11.80 | 11 | 42.55+6.26
C,...(ng/mL) 4 | 2.053+0.952 | 4 | 1.356+0.314 | 11 | 1.067+0.278
AUC, (ng hr/mL) | 4 124.1 + 44.7 4 127.6+30.9 | 11 119.5 + 24.2
AUC, ..(ng hr/mL) | 4 136.7+41.8 | 4 145.5+28.2 | 11 | 144.4+25.7

CL/f(mL/hr/kg) 4 3.29 + 0.82 4 3.17 + 0.54 11 2.93 + 0.52
t,(hr) 4 | 387.75+19.95 | 4 | 55.71+17.21 | 11 | 80.48 +26.42

ZNARRTF o To7 7 8ERE IV Lz & & o/NRIBVER S B3 o 3R pEhhe
I, 12 AT OWEERE 1BV T AUC 2MEL 72 2GR D= b DDA
BB B L i L CTRBhhaRkTh o, —H, XK T L T
77 BEPREZ SC L7z & & /NS MR v B O EhiglL, 12 mkim O
BREIZEBWT C,,, DEWWZ ST Aty 1T by IXEN - 7228, AUC 1T
AN T8 M B NP FR A & bR U CBREE 2= R R b e o Tz,

4) <BHT—H2> 00
WHAMZEBN T, MR (1~167%) DOEERAEEFITH VAT TLT 7
RIFKS0.5pglkg & HEFFIRN P 5 U725k & s N ICxE LR & (0.5pglkg) % H
EIFFIRNBE G L 72k 2 VL N E RN & OIRYEhIE T A —H Z Lhig L
oo TORER, FHDAEFE (Veg) 1 TNEERATIRIZERETH 72, /NED
¥ CLITRRA L D b T RERMCTH 72, BERER T o7z,



5.

=

=l

ERIBIRNIZEHROEYHE/ NS A —20OHK (52 : 0.5pg/ke)

INREAER A GER
BERAE L 10 11

G 10.6 + 4.93 54.7+15.5

ty, (hr) 22.1+4.83 23.8+8.25
AUC, .. (ng-hr/mL) 233 + 55.7 311+47.8
CL (mL/hr/kg) 2.29 + 0.564 1.64 + 0.234
Vg (mL/kg) 80.8 + 32.5 51.0+9.15

Mean + S.D.

s

(1) MAEH TR OB R MEE
ML B HETT o O B LB 7 6 B4 JHE & L 7= BT IR IR 5 0 2 BRI G
T L ER SN 65 B LR ORI O 65 AL T L CIRA L7
A UR G RBEOMIE RS LSRR > THY | EiE L IEARE O
ERIED DI ARd 0T, E1o, RMBHE T A — 2 I L FEHE O
RIS LRSI,

(=il ]

ARNOBEHAZEE L TUEMER OANE T 7 EARED D0 E~~ 27 Uy MME % % 5]
(CHIE L, EGEIHREGREz EERE 5 2 &, —RICH g TIIAEBMEED K
TLTRY, FmiEEFOERGREEZ G0 2 LR%0,

HEFHRARSROSHERVIESHEICE T MEPREHS

(ng/mL)
1000

(oRFH) AEARE
- 3 8

o
=

Mean®S.D.

—o- 10pgIEMiE (n=4)
—o— B0pgEmEE (n=5)
o~ 180 ug I/ MIEE (n=5)

- 10pgBEBE n=
—a— G0pgMBitE (n=!
- 180 (n=

5)
5)
5)

1

48

96 144

85 R

240 288

3386 (hr)

HEHRARSHROSHERVIESHEICE T 2EMBE/ NS A —4

BE5E (ug) 10 60 180
B (< 65/=65) | 4 4/5 5/5 5/5
b < 65| 41.37+16.04 32.77 + 4.22 44.32 + 8.05
I
" >65| 36.37+21.82 32.39 + 6.79 49.71 = 2.59
< 65| 131.6+44.0 845.0 +112.8 | 3,448.8+ 1,002.6
AUC, .. (ng* hr/mL)
=65 120.0 + 39.4 790.2+159.3 | 3,632.9 + 240.8
< 65| 83.16+29.03 72.05 + 9.83 55.67 + 15.22
CL (mL/hr/body)
=65 | 90.95+ 30.64 78.30 + 14.77 49.71 + 3.16
< 65| 4,188+550 3,162 + 613 2,830 + 716
Vss (mL/body)
>65| 3,795+ 1,027 3,205 + 642 2,740 + 387
Mean + S.D.



AR CTHOIZMELETIEIZNANKRE=TF Y 77 7 EARMET Y 2a KT & OshlE
ERRATRETH D720, AR TH DIV IREED b B ATREE (WA Y 2Rz
FUDENARREF 2 TOT7 7 YR 205 2 &I X o TH LI EE i IER g
PREL LT,

(2) BIEEEMETHPOEHEMESE ©

RERBEAT AT O PEA I B & kPRI S e ST BRI R TR 5B T mn

FLERIND 65 Ll EXROFEE R O 65 mA To¥a L TRET L7 3.

R & IEE kS CHE R EITRO bR o T,

[ Eilin]

AFNOEGAZEE L TUXMER AN ET B BV REH DV E~~ h 7 U v Ma%E &4
WCHE L, &5 IR EEAEERET 5 2 &, RIS TITERRERMK
TLTHEY, FemmEESEOBERGRERL ST 52 L%,

BERETRSFOBHERVESBEICHS TS MBPREHS ©

(ng/mL) / (pg/ke) (ng/mL)/ (ug/kg)
100 Mean=S.D. 1007 Mean=S.D.
-0~ 20 ugIEEiE#E (n=7) -0~ 40 pgFESiin# (n=5)
-8~ 20 e (n=1) -@- 40 peEiE (n=3)
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=]
o
o

(«RF) AN e
(omEFiER) M B 3E

ool . . . . . . o . . . . . .
0 48 96 144 192 240 288 :?3(]5 0 48 96 144 192 240 288 :?36)‘
hr hr
5 HEER 5 & ARRE
(ng/mL)/ (ug/ke) (ng/mL)/ (ug/kg)
100, Mean=+S.D. 100 Mean+S.D.
-0~ 90 peFEiE (n=8) -0~ 180 peIESRE (n=4)

- 180 pgsiE (n=4)

=
=

o
=

(«RFH) AE-BakE
(oM ABEBaE

0.01 0.01

0 48 96 144 192 240 288 336 0 96 192 288 384 480 576 672
135 AN ) 355 H A i

KEEHIZY ORGETHIE L TH O EZ A IER MIETRE L L,



HERETREFOSHERVESHEICE T LEDBENS A -4

BEE (ug) 20 40 90 180
WRES (< 65/=65) | 4Fiin 711 5/3 8/0 4/4
< 65 [2.891+0.685(3.461 + 1.339[2.846 + 0.771| 3.785 + 0.613
nC,.. (ng/mL/(ng/kg))
=65 3.099  |1.992 +0.780 — 2.088 = 0.361
C e < 65| 39.4+59 | 40.8+6.6 | 465+11.9 | 45.0+6.0
max r
>65 48.0 40.0+ 6.9 — 45.0 + 6.0
. < 65 [64.76+21.80| 74.63 + 39.17 |66.38 = 17.73| 81.25 + 25.06
T
" >65| 41.76 |88.26+ 31.66 — 72.61 + 27.96
< 65(328.3+45.4(384.4+166.3| 327.5+ 86.8 | 412.3+91.0
nAUC (ng * hr/mL/(ug/kg))
=65 331.1  |265.4+120.9 — 298.9 + 59.4
< 65| 310+045 | 3.34+2.30 | 3.26+0.90 | 2.51+0.52
CL/f (mL/hr/kg)
=65 3.02 4.38 4 2.10 — 3.45 + 0.70
< 65| 287+94 281 = 59 305+107 | 305+ 136
V/f (mL/kg)
=65 182 509 + 140 — 364 + 167
< 65[106.5+30.3| 107.1+32.0 | 106.3+19.8 | 97.5+10.7
MRT (hr)
=65 83.2 130.1+ 33.5 — 122.8 + 22,5
nChy : MEHV OFHEIZIZVHIELE Cpu Mean + S.D.

nAUC : fREH 7=V O EGFIZ KV HIE L7z AUC
(3) EMBARDEMBESEEE
BHTEART OBV N BE 2 G S L7 BRI T RGBT, &l
LIEFR S D 65 L R R OFEE T 0O 65 A T L CRias L7k R, 3

WENE/ T A — X ITiTsind & I miing T AT

(=il ]

O bR o T,

AR O GAZEE L TUIMER ONE T B EREH D WIE~~ M7 Y v MEE A HE
CHE L, G EUIREGREZEERETT 0 2 &, —fRICHEImE CTIREBKREMK
TLTRY, ElemlEESFEOERBRRBEZEHT D EDBL0,




HEE TRSHOSHERVESBHEICH TS MBEHREHTS ©

(ng/mL)/ (ug/ke) (ng/mL)/ (ug/kg)
100 Mean=+5.D. 100r Mean+$.D.
-0~ 20 g MR (n=5) -O- 40 pgHAEE (n=3)
] -o- 20 g E (n=3) -8~ 40 peEE# (n=5)
m 10 @ 10}
i it
& &
2 2
B o1
il 1
% i
% o 201
0.0 e 00
0 48 96 144 192 240 288 336 0 48 96 144 192 240 288 336
mewmanm 00 wowmanm 00
(ng/mL) / (pg/kg) (ng/mL}/ (ug/kg)
100 Mean=S.0. 00 Mean+S.0.
-O- 90 ugdEdit# (n=6) -0~ 180 pgFFEiE (n=5)
-@- 90 pgihii# (n=2) -@- 180 pgiSi#E (n=3)
m 10 m 10
i ik
2 3
% z 1
#ili kL]
i na
- 2

0.01

o

0.01

0 48 96 144 192 240 288 336
185 AR

(hr)

0 96 192 288 3B4 480 576 672
BS @R

(hr)

KEHEDHZY OREETHIE L THE O e MiER MEPRE S L,
HEETREFOSHERVESHEICE T LIEDNBE/NS A2

BE5E8 (pg) 20 40 90 180
WERE (< 65/265) | i 5/3 3/5 6/2 5/3
< 652.159 + 0.539 | 1.669 + 0.936|2.329 + 0.803 [3.188+0.771
nC,,, (ng/mL/(ng/kg))

>65 |2.269 + 0.711|2.084 + 0.992[2.334 + 1.2542.741 +0.510

. () < 65| 45.6+5.3 | 52.0+18.3 | 48.0+0.0 | 55.2+23.4

max r

>65| 44.0+6.9 | 52.8+18.2 | 42.0+85 | 48.0+0.0

b ) < 65 |88.11 + 24.34 |107.27 + 40.18| 64.84 + 18.78 |82.33 + 20.34
r

" >65 |108.13+42.79/92.88 + 18.93[113.83 + 53.62| 83.64 + 9.85

< 65| 333.9+51.8 |292.2 +117.1|338.7+ 105.1 |438.6+103.2
nAUC (ng * hr/mL/(ng/kg))

>65 | 358.7+ 122.0(329.6 + 116.4 | 385.7 + 159.2|430.2 + 106.7

< 65| 3.06+0.56 | 3.78+1.36 | 3.17+0.87 | 2.38+0.53

CL/f (mL/hr/kg)
>65| 3.08+1.30 | 3.41+1.40 | 2.83+1.17 | 2.42+0.61
< 65| 383+88 599 + 307 305 + 139 277 + 68
V,/f (mL/kg)
>65 | 445+ 116 472 + 240 511+ 411 | 298+ 110
< 65| 145.7+33.3 | 176.6 +63.3 | 120.9+20.6 | 118.4 + 15.1
MRT (hr)

>65 | 164.0+35.3 | 154.5+28.5 | 171.8+49.5 | 133.6 + 4.6

nC. : KEHZY OEEEIZIZ VAHIE LT Chu Mean + S.D.

nAUC : (K& H 7=V O EGEIZ LY HIE L7 AUC
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BRR CHRERIG L 2 5 BEVNSEHTHATH OSERE#ERELZ T8 THD 2
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(6) BEMH (REaL—23) @I YA LEEMERNEIREBER 517670 .
RN ¢ B PERAR AR REE K ONEIGENT B 2 k5 & U= RN XU T 5-RF D PPK fif
Wrait-lz, TOME, FIRNESREO 7 V7 F A2 (CL) RO = R—
F A2 hOGAAERE (V). B TFREBOZRTOZ VT T A (CLA) KO
DT ORHERE (V) O—ERICRENEEL KT LT,
ANIE N B YE R R AR 2t & LT FRIRIN XU T 5 0 PPK T 217 - 72,
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BIfEFASRIRERIE (%)

4 ElERA & BT SRS AT REH =
(BA) (BA) (BA) MR 41D At
HH 1L B A = 2(0.25) - - - - 2(0.12)
1 P kg 2(0.25) - - - — 2(0.12)
1. RGN 2(0.25) - - - — 2(0.12)
C — SUSIE R A - —~ 1(0.22) - 1(1.92) 2(0.12)
HLEREHE N - - 1(0.22) - 1(1.92) 2(0.12)
[ if Bk E s - - 2(0.45) - - 2(0.12)
F I ER N 2(0.25) - - - - 2(0.12)
ML B YL N - - - - 1(1.92) 1(0.06)
L B v L - - 1(0.22) - - 1(0.06)
Mz L7 =8 - - - - 1(1.92) 1(0.06)
BT - 1(0.44) - - - 1(0.06)
PRSI E - H - - 1(0.22) - - 1(0.06)
F I BR 0 S L 1(0.12) - - - - 1(0.06)
A 1(0.12) - - - — 1(0.06)
~~v k7 U v Mg 1(0.12) - - - — 1(0.06)
~< ~Z Uy NN 1(0.12) - - - —~ 1(0.06)
SRS RE A L 1(0.12) - - - - 1(0.06)
B ER SR - - - - 1(1.92) 1(0.06)
il 7 = U F 1(0.12) - - - - 1(0.06)
i U s 1(0.12) - - - - 1(0.06)
i/ MR ESE N - - 1(0.22) - - 1(0.06)
RPEA 7 LT T = el - - 1(0.22) - - 1(0.06)
SEBRAR AL N - - - - 1(1.92) 1(0.06)
R#E L UXRBREE 13(1.63) 1(0.44) 4(0.91) = 4(7.69) 22(1.42)
E U D A E 4(0.50) - 1(0.22) - - 5(0.32)
1 DR B I i 1(0.12) - - - 2(3.84) 3(0.19)
HEREKRZ - - — — 2(3.84) 2(0.12)
I AL 1(0.12) - 1(0.22) - - 2(0.12)
U R E 2(0.25) - - - - 2(0.12)
PRz 2(0.25) - - - - 2(0.12)
AARIBEE 2(0.25) - - - - 2(0.12)
B PR 97 1(0.12) - - - - 1(0.06)
IR - 1(0.44) - - - 1(0.06)
L AT a— Ve - - 1(0.22) - - 1(0.06)
K R U o AiffiE - - 1(0.22) - - 1(0.06)
KV S REiE 1(0.12) - - - - 1(0.06)
B I 1(0.12) - - - - 1(0.06)
MERRE L UHEEHRBIES 7(0.87) 2(0.88) 5(1.13) = 2(3.84) 16(1.03)
EINERHEAE 3(0.37) - - - — 3(0.19)
IR % 1(0.12) 1(0.44) - - - 2(0.12)
iNEkien - 1(0.44) 1(0.22) - - 2(0.12)
P - - 1(0.22) - 1(1.92) 2(0.12)
VU 1(0.12) 1(0.44) - - - 2(0.12)
AR - - - - 1(1.92) 1(0.06)
il - - 1(0.22) - - 1(0.06)
FR - 1(0.44) - - - 1(0.06)
B AHERIE 1(0.12) - - - - 1(0.06)
B AR E - - 1(0.22) - - 1(0.06)
JE [ELE A BRSO B A 1(0.12) - - - - 1(0.06)
TR 2% - - 1(0.22) - - 1(0.06)
B RS AR - - 1(0.22) - - 1(0.06)
B, BES K UHETHOHE
W (ERBEUKY—TEaty | 2029 i} i § i} 2(0.12)
NGV 1(0.12) - - - - 1(0.06)
BFhgo B4 1(0.12) - - - — 1(0.06)
HRRES 32(4.01) 10(4.42) 16(3.64) = 3(5.76) 61(3.94)
et 16(2.00) 3(1.32) 8(1.82) - 2(3.84) 29(1.87)
IS 7(0.87) 3(1.32) 2(0.45) - - 12(0.77)
FEED W 2(0.25) 1(0.44) 1(0.22) - - 4(0.25)
W R - 1(0.44) 1(0.22) - 1(1.92) 3(0.19)
IRAEIED F 2(0.25) - - - - 2(0.12)




BIfEFASRIRERIE (%)

4 ElERA R BT SRS AT REH =
(BA) (BA) (BA) MR 41D &t
SEER A PR - - 2(0.45) - - 2(0.12)
— PR R 1(0.12) - 1(0.22) - - 2(0.12)
IV 1(0.12) - - - — 1(0.06)
JiEgaaniil 1(0.12) - - - —~ 1(0.06)
J g 1(0.12) - - - - 1(0.06)
e Al BN - 1(0.44) - - - 1(0.06)
v SER 1(0.12) - - - - 1(0.06)
TR = 2 — 1 RF— - 1(0.44) - - - 1(0.06)
SERCH 1(0.12) - - - - 1(0.06)
fEHR - - 1(0.22) - - 1(0.06)
< BB 1(0.12) - - - - 1(0.06)
PR 1(0.12) - - - - 1(0.06)
HE MEBIRTR & 1(0.12) - - - - 1(0.06)
Jikeed; 1(0.12) - - - — 1(0.06)
VA 1(0.12) - - - — 1(0.06)
7 7 - —~ 1(0.22) - - 1(0.06)
I IR AR BEAE BERE 1(0.12) - - - - 1(0.06)
fEEE 2(0.25) 1(0.44) 1(0.22) = 2(3.84) 6(0.38)
RHRSE - 1(0.44) 1(0.22) - 1(1.92) 3(0.19)
AL 1(0.12) - - - - 1(0.06)
B IRFFRME OIS R E 1(0.12) - - - - 1(0.06)
P - - - - 1(1.92) 1(0.06)
BB L URKBES 2(0.25) = 8(1.82) = 1(1.92) 11(0.71)
BB AL - - 6(1.36) - - 6(0.38)
Jiz 2(0.25) - - - - 2(0.12)
1) 22 5 ML - — 1(0.22) - - 1(0.06)
EAEPS - - 1(0.22) - - 1(0.06)
BEE - - - - 1(1.92) 1(0.06)
HERB L VIEES = = 1(0.22) = = 1(0.06)
H b - - 1(0.22) - - 1(0.06)
IEREE. MIERE & UMitRES 2(0.25) 1(0.44) 3(0.68) = = 6(0.38)
S 1(0.12) - 1(0.22) - - 2(0.12)
OGS - 1(0.44) - - - 1(0.06)
fa g 1(0.12) - - - - 1(0.06)
MigEAR T - - 1(0.22) - - 1(0.06)
ZREARIEZE - - 1(0.22) - - 1(0.06)
EEH LUK FHRBES 15(1.88) 5(2.21) 8(1.82) = 1(1.92) 29(1.87)
5 FERE 7(0.87) 2(0.88) 4(0.91) - 1(1.92) 14(0.90)
g 2(0.25) 1(0.44) 2(0.45) - - 5(0.32)
RS 2(0.25) 1(0.44) - - —~ 3(0.19)
JeL RN 1(0.12) - - - - 1(0.06)
HLBE 1(0.12) - - - - 1(0.06)
Ak 1(0.12) - - - - 1(0.06)
SRR BN UG - - 1(0.22) - - 1(0.06)
FEZ - 1(0.44) - - - 1(0.06)
NEIRPEAE 2 1(0.12) - - - - 1(0.06)
B JE AR - - 1(0.22) - - 1(0.06)
mEES 91(11.41) 27(11.94) 29(6.60) = 3(5.76) 150(9.70)
) I 87(10.91) 27(11.94) 27(6.15) - 2(3.84) 143(9.25)
AR BYIREAZEMEE R 3(0.37) - 1(0.22) - - 4(0.25)
) - - 2(0.45) - - 2(0.12)
WAL - - - -~ 1(1.92) 1(0.06)
LA =85 1(0.12) - - - - 1(0.06)
i PER RIS 1(0.12) - - - - 1(0.06)
o e — )L REOIMmE 1(0.12) - - - - 1(0.06)
R BRI AR S 1(0.12) - - - 1(0.06)
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QEIERRRES—& - HEERARERE
(MEHETHOBRENRHAFER RV MASHFEEOE LS )

BEFERARERED R
BHTETROB S M s &5t
(EHER) mEBHTEEDOBE AN
SRAEEBIZR 3977 196 4173
EEREDORBEFE (%) 500(12.6) 8(4.1) 508(12.2)
BEREDRBHH 633 10 643
iy BEERFRBTREFE (%)
N4 = 4=
A% BfERE BT %E;@E‘Fﬁm mEEHEEOBMAND a
BPES K VB4R 10(0.3) = 10(0.2)
AL 1(0.0) - 1(0.0)
R 1(0.0) - 1(0.0)
il 1(0.0) - 1(0.0)
EALEEDS 1(0.0) - 1(0.0)
MHER % 1(0.0) - 1(0.0)
JifiZg 1(0.0) - 1(0.0)
Jiidiiins 2(0.1) - 2(0.0)
W SERES =2 v 7 1(0.0) - 1(0.0)
B TR 1(0.0) - 1(0.0)
Ak 1(0.0) - 1(0.0)
AP A 1(0.0) - 1(0.0)
PR B Y 1(0.0) - 1(0.0)
RGN 1(0.0) - 1(0.0)
I E R 1(0.0) - 1(0.0)
N % ) ¥ B
%ﬂ . fu?#gﬁ}’_#ﬁg ﬁiﬁ*ﬁiw 60.2) 2(1) 80.2)
B b g 1(0.0) - 1(0.0)
LI 1(0.0) - 1(0.0)
B 1(0.0) - 1(0.0)
1f. % R 1(0.0) - 1(0.0)
U L oNE 1(0.0) - 1(0.0)
=N - 1(0.5) 1(0.0)
Jili D BEME T A - 1(0.5) 1(0.0)
B 1(0.0) - 1(0.0)
MmEE LV Y VR EE 30(0.8) 1(0.5) 31(0.7)
2 7(0.2) - 7(0.2)
Rz PRI 21(0.5) - 21(0.5)
1/ MR iE 1(0.0) 1(0.5) 2(0.0)
PP I, 1(0.0) - 1(0.0)
AR bEE 3(0.1) = 3(0.1)
oo MR RN IR AR R TR E 3(0.1) - 3(0.1)
REE L UEREREE 10(0.3) = 10(0.2)
B IR 9P 2(0.1) - 2(0.0)
= a— VIE 1(0.0) - 1(0.0)
i U R E 1(0.0) - 1(0.0)
18 VS v A fLSE 1(0.0) - 1(0.0)
BRZ 4(0.1) - 4(0.1)
R E 1(0.0) - 1(0.0)
AHES 2(0.1) = 2(0.0)
RIRSE 1(0.0) - 1(0.0)
By FE 1(0.0) - 1(0.0)
HERES 37(0.9) 2(1) 39(0.9)
/NI E o 2(0.1) - 2(0.0)
Jibd HA 1. 10(0.3) - 10(0.2)
IS 12(0.3) 2(1) 14(0.3)
et 1(0.0) - 1(0.0)
FEPED F 2(0.1) - 2(0.0)
HH ofm P A A 9 1(0.0) - 1(0.0)
SR 3(0.1) - 3(0.1)
7 I P EAME 1(0.0) - 1(0.0)




BERFKIRAERE (%)
724 BlERA4A BHTETHOBEA M o as
(ESER) mixBHEEDBEEA M &5t
T BlURR 1(0.0) - 1(0.0)
K= 2 —m 3 F— 1(0.0) - 1(0.0)
IRk 1(0.0) - 1(0.0)
5 6 it R R 1(0.0) - 1(0.0)
HRP H if. 1(0.0) - 1(0.0)
IREE 2(0.1) = 2(0.0)
AN i 1(0.0) - 1(0.0)
i 1(0.0) - 1(0.0)
DEES 23(0.6) = 23(0.6)
B ME 5(0.1) - 5(0.1)
L TERe AT 1(0.0) - 1(0.0)
RIEEAR 1(0.0) - 1(0.0)
D EAE) 3(0.1) - 3(0.1)
TRk 1(0.0) - 1(0.0)
DA 2(0.1) - 2(0.0)
5 o MM OARA 2(0.1) - 2(0.0)
Do Ik 1(0.0) - 1(0.0)
MR 1(0.0) - 1(0.0)
DR ZE 2(0.1) - 2(0.0)
Ao 3 i 1(0.0) - 1(0.0)
BhE 1(0.0) - 1(0.0)
SRR 1(0.0) - 1(0.0)
D PEAEIR 1(0.0) - 1(0.0)
AR B IR ERE 1(0.0) - 1(0.0)
MR IR AR 1(0.0) - 1(0.0)
mEEE 117(2.9) 1(0.5) 118(2.8)
RENRSEHEE 1(0.0) - 1(0.0)
5 i JE 111(2.8) 1(0.5) 112(2.7)
EILEZ J—+¢ 1(0.0) - 1(0.0)
AL EMLE 1(0.0) - 1(0.0)
ST PRI 1(0.0) - 1(0.0)
KIEEEAL 1(0.0) - 1(0.0)
RAY B P FEPE R B 3(0.1) - 3(0.1)
IERES. MIERE & UMitiRES 7(0.2) = 7(0.2)
Uil 1(0.0) - 1(0.0)
S 1(0.0) - 1(0.0)
Jia Ak 1(0.0) - 1(0.0)
R 2% 1(0.0) - 1(0.0)
Jifi 5 - IfiL 1(0.0) - 1(0.0)
T LLX—PER 1(0.0) - 1(0.0)
OB DO RIE 3(0.1) - 3(0.1)
BEES 17(0.4) = 17(0.4)
g SR 1(0.0) - 1(0.0)
{5 4(0.1) - 4(0.1)
+ IR 2(0.1) - 2(0.0)
H I+ — PR A 1(0.0) - 1(0.0)
%R 2(0.1) - 2(0.0)
B i 1(0.0) - 1(0.0)
BRIV 2(0.1) - 2(0.0)
Hf e B 1S 5 1(0.0) - 1(0.0)
ERS 1(0.0) - 1(0.0)
B R 3(0.1) - 3(0.1)
H 5 1(0.0) - 1(0.0)
B 15 AL SRR E 1(0.0) - 1(0.0)
FEERES 5(0.1) - 5(0.1)
R RE Ba 4(0.1) - 4(0.1)
RHI 5 > e A 1(0.0) - 1(0.0)
EEH LUK FHEES 14(0.4) 1(0.5) 15(0.4)
S W) 1(0.0) - 1(0.0)
15 1(0.0) - 1(0.0)
FLBE 1(0.0) - 1(0.0)




BERFKIRAERE (%)
724 BlERA4A BHTETHOBEA M o as

(EHEE) mixBHEEDBEEA M &5t
% 2(0.1) - 2(0.0)
Z O FENE 8(0.2) - 8(0.2)
FIB 1(0.0) 1(0.5) 2(0.0)
iR 1(0.0) - 1(0.0)
MERRE L UHEEHBIES 6(0.2) = 6(0.1)
BA iR 1(0.0) - 1(0.0)
FRMEAE 1(0.0) - 1(0.0)
AR 1(0.0) - 1(0.0)
BT 1(0.0) - 1(0.0)
DU fEe 1(0.0) - 1(0.0)
A B P 2 1(0.0) - 1(0.0)
EERBELVIERES 1(0.0) = 1(0.0)
PSR if. 1(0.0) - 1(0.0)
—f§ - £HEEE L URSHEDIKE 10(0.3) = 10(0.2)
LA 2(0.1) - 2(0.0)
FER 1(0.0) - 1(0.0)
1B 2(0.1) - 2(0.0)
FHEN 1(0.0) - 1(0.0)
JRERIE 2(0.1) - 2(0.0)
RIE 1(0.0) - 1(0.0)
[ A o B oD o i 1(0.0) - 1(0.0)
BRERIRE 251(6.3) 2(1) 253(6.1)
TI=VT ) NTURT =T — PN 2(0.1) - 2(0.0)
i LS SN 1(0.0) - 1(0.0)
ifn. H ke 3(0.1) - 3(0.1)
if. Ho L Rt S B S N 1(0.0) - 1(0.0)
JINER SN 2(0.1) - 2(0.0)
I JE - 233(5.9) 2(1) 235(5.6)
~< 7 Uy b 1(0.0) - 1(0.0)
~< 7 Uy BN 3(0.1) - 3(0.1)
~E S| E g 1(0.0) - 1(0.0)
~F 2 a BN 3(0.1) - 3(0.1)
i/ MR 1(0.0) - 1(0.0)
AR I ERESE AN 1(0.0) - 1(0.0)
Mg 7 = U F i 1(0.0) - 1(0.0)
i 7 = U F o #hn 1(0.0) - 1(0.0)
I ER S 0 4(0.1) - 4(0.1)
ifi MR EZIE N 1(0.0) - 1(0.0)
M7 LA ) kAT 7 2 —P R 1(0.0) - 1(0.0)
BE. DESLUVLEEHHE 56(1.4) 1(0.5) 57(1.4)
B IR AR 6(0.2) - 6(0.1)
NE A FEARIE 1(0.0) 1(0.5) 2(0.0)
Slom&l 1(0.0) - 1(0.0)
iy 1(0.0) - 1(0.0)
AT 1(0.0) - 1(0.0)
BRI A ORIE 17(0.4) - 17(0.4)
B FRAREE DT A 1(0.0) - 1(0.0)
S REES 30(0.8) - 30(0.7)

BITERIZ DWW T, MedDRA/ /X—v 2 > 17.1 2 L TR L7z,
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HEMEABERED R
REHEEERHFEED . &it
A 0 BESTEEDOBE AN
SAEAEIEK 5547 132 5679
BIERZEDHRBAEFIE (%) 394(7.1) 1(0.8) 395(7.0)
BEERASDORBEHE 629 1 630
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BERFKIRAERE (%)
724 BlERA4A REHEEETHREEED . =
%Eﬁm Eﬁﬁ*ﬁ%%o) %ﬂgﬂl [=N-]
BRIESFUVFERE 19(0.3) = 19(0.3)
B Rk 3(0.1) - 3(0.1)
S 1(0.0) - 1(0.0)
s 2(0.0) - 2(0.0)
eSO 1(0.0) - 1(0.0)
BH 1(0.0) - 1(0.0)
HIER 1(0.0) - 1(0.0)
TRz 1(0.0) - 1(0.0)
B 1(0.0) - 1(0.0)
WHEE 2% 3(0.1) - 3(0.1)
fitige 7(0.1) - 7(0.1)
P g 1(0.0) - 1(0.0)
DR I SR 1(0.0) - 1(0.0)
B, BUES L UHATEHOHEY
(BEE LUK — FEED 37(0.7) = 37(0.7)
Jisaiunaa 1(0.0) - 1(0.0)
i R 6(0.1) - 6(0.1)
O FE AMERHIR B AIRE U > Sl 1(0.0) - 1(0.0)
A 5% 1(0.0) - 1(0.0)
(Ehid 7(0.1) - 7(0.1)
A 1(0.0) - 1(0.0)
DI 1(0.0) - 1(0.0)
HiER 1(0.0) - 1(0.0)
filitis R 1(0.0) - 1(0.0)
PN I 2 1(0.0) - 1(0.0)
FHEEE 1(0.0) - 1(0.0)
B B S B A R 1(0.0) - 1(0.0)
g 1(0.0) - 1(0.0)
TR AR B 1(0.0) - 1(0.0)
[N 2(0.0) - 2(0.0)
NEIRVE A e 1(0.0) - 1(0.0)
/N e it 1(0.0) - 1(0.0)
i R 1(0.0) - 1(0.0)
T OEIEHEY ., RHAH 1(0.0) - 1(0.0)
fiti D BENE T A 6(0.1) - 6(0.1)
AR R R 1(0.0) - 1(0.0)
A S 4(0.1) - 4(0.1)
PRI BT 1(0.0) - 1(0.0)
[ 1(0.0) - 1(0.0)
AR RS O EEMEHTAEY) 1(0.0) - 1(0.0)
Jiis iR 1(0.0) - 1(0.0)
MAES LV V/REE 30(0.5) = 30(0.5)
f=ail 3(0.1) - 3(0.1)
K BRI 1L 3(0.1) - 3(0.1)
I PR ERIEINE 1(0.0) - 1(0.0)
VA APEE i 1(0.0) - 1(0.0)
Rz I 23(0.4) - 23(0.4)
‘B R RE R4 1(0.0) - 1(0.0)
REREE 1(0.0) = 1(0.0)
7 VX —VEP SRR S8 1(0.0) - 1(0.0)
A MEE 4(0.1) = 4(0.1)
e MR RN HUIR AR e TR 2(0.0) - 2(0.0)
FR AR B AEAR T E 2(0.0) - 2(0.0)
REBLUXBEE 39(0.7) = 39(0.7)
fi sk 3(0.1) - 3(0.1)
BEIR IS 3(0.1) - 3(0.1)
NG R 1(0.0) - 1(0.0)
EmRRZ 2(0.0) - 2(0.0)
I JEL 1(0.0) - 1(0.0)
VS A UE 1(0.0) - 1(0.0)
Y T A E 15(0.3) - 15(0.3)
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EERFKIRAERER (%)
2% REIERA% ﬁ##ﬁﬁgﬁfﬁﬂ@f%%o) BEIEE A OB R M -
& )RR 2(0.0) - 2(0.0)
15 DR I i fiE 4(0.1) - 4(0.1)
K7 V7 3 e 1(0.0) - 1(0.0)
& A v o SE 1(0.0) - 1(0.0)
A iU 2(0.0) - 2(0.0)
KA Y o AifiE 1(0.0) - 1(0.0)
K~ U o AfiE 2(0.0) - 2(0.0)
BRZ 3(0.1) - 3(0.1)
<~ T ANA 1(0.0) - 1(0.0)
X IVCRE 1(0.0) - 1(0.0)
HE BT i 1(0.0) - 1(0.0)
BT A Y IRAT 7 X —PIE 1(0.0) - 1(0.0)
BARER 5(0.1) - 5(0.1)
I i 2(0.0) - 2(0.0)
REHES 11(0.2) = 11(0.2)
2 O 2(0.0) - 2(0.0)
RIRSE 8(0.1) - 8(0.1)
e IR 1(0.0) - 1(0.0)
HRRES 49(0.9) - 49(0.9)
RS 1(0.0) - 1(0.0)
AN ES 2(0.0) - 2(0.0)
Jibd HH . 9(0.2) - 9(0.2)
i 20(0.4) - 20(0.4)
A AgE 1(0.0) - 1(0.0)
SEJNIE 2(0.0) - 2(0.0)
T IV oA = —RERIE 2(0.0) - 2(0.0)
FIED E W 2(0.0) - 2(0.0)
IEE 2(0.0) - 2(0.0)
SRR 1(0.0) - 1(0.0)
Eilkig R 1(0.0) - 1(0.0)
K= 2 — o SF— 1(0.0) - 1(0.0)
SRR 1(0.0) - 1(0.0)
< BB H 3(0.1) - 3(0.1)
BRIV 1(0.0) - 1(0.0)
A E R 1(0.0) - 1(0.0)
AR Hi i, 1(0.0) - 1(0.0)
FrighJRAEA LA 1(0.0) - 1(0.0)
IRfEEE 7(0.1) = 7(0.1)
T LILX —PERE A 1(0.0) - 1(0.0)
Fok PN i 1(0.0) - 1(0.0)
HERBE 1 1(0.0) - 1(0.0)
SE DR 1(0.0) - 1(0.0)
HIMET 1(0.0) - 1(0.0)
il - A H 1. 1(0.0) - 1(0.0)
NGy WA IR E 1(0.0) - 1(0.0)
HE S UREEE 3(0.1) = 3(0.1)
g 1(0.0) - 1(0.0)
SEALPEMIEPE D F 0 1(0.0) - 1(0.0)
225 1k SEIR 1(0.0) - 1(0.0)
DEES 66(1.2) = 66(1.2)
Bk IE 8(0.1) - 8(0.1)
el 8(0.1) - 8(0.1)
KENRI P 2(0.0) - 2(0.0)
LA 5(0.1) - 5(0.1)
A4 22(0.4) - 22(0.4)
AlELRA 3(0.1) - 3(0.1)
B LR A 5(0.1) - 5(0.1)
9 oA A 10(0.2) - 10(0.2)
Dol Ik 1(0.0) - 1(0.0)
D AHSE 4(0.1) - 4(0.1)
S 5 1 1(0.0) - 1(0.0)
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EERFKIRAERER (%)
2% REIERA% ﬁ#,ﬁﬁﬁgﬂfﬁﬂ@f%%o) BEIEE A OB R M -
i 2(0.0) - 2(0.0)
DI 1(0.0) - 1(0.0)
RS A RE R 42 1(0.0) - 1(0.0)
mEEE 49(0.9) = 49(0.9)
K HERARBfE 2(0.0) - 2(0.0)
1 fif 1(0.0) - 1(0.0)
i L E 40(0.7) - 40(0.7)
1A R 1(0.0) - 1(0.0)
DU e 5 AR AR i 2(0.0) - 2(0.0)
R B AREATENE 3 AR 3(0.1) - 3(0.1)
IERER. MIERE & UMitRES 12(0.2) = 12(0.2)
Mt = 1(0.0) - 1(0.0)
U 2(0.0) - 2(0.0)
S I 1(0.0) - 1(0.0)
B R i 26 £ 1(0.0) - 1(0.0)
Jifg 7k 1(0.0) - 1(0.0)
RELEE R il 2 1(0.0) - 1(0.0)
St ZE 1(0.0) - 1(0.0)
PRI AR 4 1(0.0) - 1(0.0)
T LIV 3(0.1) - 3(0.1)
BEES 23(0.4) = 23(0.4)
JiE Kk 1(0.0) - 1(0.0)
BiEE %k 2(0.0) - 2(0.0)
(XA 5(0.1) - 5(0.1)
T 5(0.1) - 5(0.1)
HERE 1(0.0) - 1(0.0)
ERLU 3(0.1) - 3(0.1)
ERS 1(0.0) - 1(0.0)
3l W e R 2(0.0) - 2(0.0)
J155 1 A AR A 1(0.0) - 1(0.0)
L 2(0.0) - 2(0.0)
JEESR 1(0.0) - 1(0.0)
A pEpEg 2(0.0) - 2(0.0)
- 1(0.0) - 1(0.0)
FFEEERES 10(0.2) = 10(0.2)
kg el 1(0.0) - 1(0.0)
AEAR 2 1(0.0) - 1(0.0)
RT3 1(0.0) - 1(0.0)
APEIRsEk 1(0.0) - 1(0.0)
JEAE 1(0.0) - 1(0.0)
FFEERE 3(0.1) - 3(0.1)
JEH 5 o A 1(0.0) - 1(0.0)
PR 3(0.1) - 3(0.1)
EEHS L UVE THBES 31(0.6) = 31(0.5)
B AE 1(0.0) - 1(0.0)
5 1(0.0) - 1(0.0)
B2 i 1(0.0) - 1(0.0)
195 7(0.1) - 7(0.1)
Flg R Z s 1(0.0) - 1(0.0)
FLBE 1(0.0) - 1(0.0)
s tiin 1(0.0) - 1(0.0)
Z I FEIE 8(0.1) - 8(0.1)
HEE 1(0.0) - 1(0.0)
w5 3(0.1) - 3(0.1)
FEOD A 1(0.0) - 1(0.0)
it v 1(0.0) - 1(0.0)
B 3(0.1) - 3(0.1)
= PE BT 1(0.0) - 1(0.0)
T (B FEVESEBE 1(0.0) - 1(0.0)
BEERRE L UEESHABES 5(0.1) = 5(0.1)
1 B 1(0.0) - 1(0.0)
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EERFKIRAERER (%)
AN =
2% REIERA% ﬁ##ﬁﬁgﬁfﬁﬂ@f%%o) BEIEE A OB R M -
B 1(0.0) - 1(0.0)
ikl 1(0.0) - 1(0.0)
B Bl AR E 2(0.0) - 2(0.0)
BB L URKBES 25(0.5) = 25(0.4)
EEFRIMSE 2(0.0) - 2(0.0)
* 7 1 — PR 1(0.0) - 1(0.0)
R PERE 1(0.0) - 1(0.0)
B REEASE 1(0.0) - 1(0.0)
BAE 9(0.2) - 9(0.2)
R el 6(0.1) - 6(0.1)
T P 4(0.1) - 4(0.1)
SAPEE RS 1(0.0) - 1(0.0)
EERB L VIEES 2(0.0) = 2(0.0)
EL P A SR IE AUE 1(0.0) - 1(0.0)
5 HHf 1(0.0) - 1(0.0)
—f% - £HEES L UESHLDIKE 44(0.8) 1(0.8) 45(0.8)
b 50 A R - 1(0.8) 1(0.0)
Jases 1(0.0) - 1(0.0)
Y 1(0.0) - 1(0.0)
e 12(0.2) - 12(0.2)
R 1(0.0) - 1(0.0)
TS AT ALBE 1(0.0) - 1(0.0)
AT R 3(0.1) - 3(0.1)
R 3(0.1) - 3(0.1)
LI 3(0.1) - 3(0.1)
RRPERIE 4(0.1) - 4(0.1)
IR 1(0.0) - 1(0.0)
TSRS, 10(0.2) - 10(0.2)
TGN IR 1(0.0) - 1(0.0)
BHEAETR 2(0.0) - 2(0.0)
RN R L 2(0.0) - 2(0.0)
ERRRE 68(1.2) = 68(1.2)
TI5=VT ) IR T = T—P N 1(0.0) - 1(0.0)
T ARG X

T bFTURT =T —BHN 3(0.1) - 3(0.1)
EHEB2I7u7u7 Y L 1(0.0) - 1(0.0)
B—N7T T/

D a4 3 = 5 — BRI 1(0.0) - 1(0.0)
M= L A7 a— L 1(0.0) - 1(0.0)
7 V7 F = Hhn 5(0.1) - 5(0.1)
if. gk 2(0.0) - 2(0.0)
if. P L R /K S I S N 1(0.0) - 1(0.0)
i & AR R A L N 1(0.0) - 1(0.0)
s U o S 1(0.0) - 1(0.0)
JiNER N 2(0.0) - 2(0.0)
I E _EF- 36(0.6) - 36(0.6)
C — & [ 2(0.0) - 2(0.0)
I FRER S N 2(0.0) - 2(0.0)
Y= NEIN T AT =5 —FHIM 1(0.0) - 1(0.0)
JYa~EZare 8 1(0.0) - 1(0.0)
~E 7 a U 1(0.0) - 1(0.0)
SEHIFRIMER~TE 7 1 B 1(0.0) - 1(0.0)
SEAA IR I ER A R H N 1(0.0) - 1(0.0)
RN e 2(0.0) - 2(0.0)
HISTARAS B HUE SN 1(0.0) - 1(0.0)
Zu b oy e URRIEE 1(0.0) - 1(0.0)
R EED 1(0.0) - 1(0.0)
i ERE 1(0.0) - 1(0.0)
fff~—Hh— k& 1(0.0) - 1(0.0)
bR R R 8(0.1) - 8(0.1)
MMPET B U D DFPRATF RN 1(0.0) - 1(0.0)
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BERFKIRAERE (%)
724 BlERA4A REHEEETHREEED . s
%Eﬁm Eﬁﬁ*ﬁ%%o) %Eg]ﬂl [=N-]
B 1(0.0) - 1(0.0)
BE. hESLUVLEEHHE 10(0.2) = 10(0.2)
i 8 2(0.0) - 2(0.0)
L=Ei) 1(0.0) - 1(0.0)
v v FE%E 1(0.0) - 1(0.0)
AR T i fE 2(0.0) - 2(0.0)
BB 1(0.0) - 1(0.0)
B IREE P € 3(0.1) - 3(0.1)
EIWEICOWTIE, MedDRA/ N—2 52 18.1 4 L CHEEF L7,
@RIERKIRES—E : $FEFERABRERE
UNEDEMEIM)
eSS
AREHZ DR UNREHBEABREICS T SAE)
DR
SREEBIER 31 76
EERZEDFRITEFE (%) 0 (0.0%) 13 (17.1%)
EERZE DL 0 36
243 EIER4A EEREDEERNFKIREN () E (%)
BREES L UFERE = 3(3.9
* SUE SR - 2(2.6)
* Y - 1(1.3)
* i E - 1(1.3)
mES LV D REE = 2(2.6)
* 2 - 2(2.6)
HRRESE = 3(3.9)
e PR AME - 1(1.3)
* AR - 2 (2.6)
IRfEE = 1(1.3)
* AT - 1(1.3)
DEREE = 1(1.3)
*LARAE - 1(1.3)
mERESE = 4 (5.3
e I - 4 (5.3
BIEES = 2(2.6)
* T - 1(1.3)
* - 1(1.3)
FFRRERES = 1(1.3)
SR RE S - 1(1.3)
EEH LUK FHRBES = 5 (6.6)
* MR - 1(1.3)
85 - 1(1.3)
5 FERE - 1(1.3)
B - 2 (2.6)
EEERRE = 4 (5.3)
TANGEX BT I ) b T AT =T —P - 2(2.6)
i LR A K S P SR B - 1(1.3)
I ERER AR N - 1(1.3)
V= NVEINET AT = F—BHINN - 1(1.3)
i/ IR Bk - 1(1.3)
* [ i ER A - 1(1.3)
H i EREE N - 1(1.3)
M7l ) RAT 7 & —P RN - 2 (2.6)
* JREED - 1(1.3)
* e~ — B — 4 - 1(1.3)
¥ oLy b= W - 1(1.3)

o MEH EOEE] OREHE D TRITE R WEIER
EEIC OV T MedDRA/ 23— = > 20.0 Z 4 L CHERF L7,
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OHERKRE, AfHE BEERVFHOFEEEIANOEEAXREE
LUF OB E 1L, FNV_KeTF o TT7 7 /ASDA o Z Ea—T 4 — L& BB ITRH LT,
§ [ZNAREF Y 777 8 13 ARy 77y (BEETHEL) BA (FATEET 700 v 0)) &6,
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#) Thote, ZOMTORNWERRELRI MLV @UVMEHA N A B, FFEEICFEE
BEOBEOWRITER XA T, BWERZBUIXT T 5 BT EA O JFE R O FEIIAP T
Holm,

- AOHE (fte - Z84e) - AERIORIEARERIL, ) T 11.8% (351/2,973 #i) . 4]
T 14.8% (149/1,004 #fl) ToH o7z, RIVEHIZEBULRD 2 Z5E B R 0BT Helgs U 74
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- APHE (EILE) - BIEHORBURM ARG L2 R, smELZ S0 L TV EHE T
X, NfE A TEE ) ORBUBEENSEMEZ A0 L TOARWnEE XD HE»-o
oo Flo, BMEEADFL T2 EBE T, [EEFIRESAL S OME |, TEYFRIRE I #2
SE |, THNFEZE | KRN TR | S ORBRH LI, 2o ORWERIZE T Z &0 L
TWRWEETIEALNT, AFL TV D EMEDRENE X Hilz,

- APHE (IFREREFEE) : BIMEMIZEERIL 8.2% (26/316 f5]) T. AFHREREEZA L TV
RVEBIOBIVEFAREBLER (12.9%., 474/3,661 #) L OMICENRD M., BIEA
OFEFEIZ K ERBVTIRD SN2 o T2,

- BATHE  BHTFER ORIEA RSB, kN 12.8% (470/3,669 1) . LK A1
ZENr (HDF) 5.4% (9/167 f5) . MEMEENT 16.7% (21/126 f5]) Toh-7=, HD EHFIZ
e L C HDF B 1 IRIER BRI - 7228, PD BE TIXEIT 2o 72,

O EMARERE (MRBENEFICSTLIEHEMICET HHE)
ARE AT HiEE D HUEE 472 196 BNCERIMINIZ 72 < BB RIS & Sh, BFEE S5
BRI E Z L ICRTERRBBRIC OV TRE S L7z,
- il (65 Ll L) ¢ mEnE ORIER BRI 4.9% (6/123 ) T, FEmlnd (64 %
PUF) OFIWERRBIEFIHE 2.7% (2/73 ) L ORNZEITRD SN2 T,
- BOPE ITFHRERES) « BVER S IEBL L IEBNL R0 > 7,
- BRI OAEE - BITEARBRIL, @i <T 2.9% (5/175 #1) . #mif A T 14.3% (3/21 1)
Th v, BRI T S AV REF] TIX, MiAT S ied o T ER] & ik LT
BWERBBLEN EroTe, RIKE LTREIZER H -T2 ENRBR DDA, —KHY
(ZIBPER R A BT ~ Ol 138 1 A3 EREAL ST & 22D FEIR 2 o8 L7258 ISHEMT S 4L
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HZ MDD, BlLA RO EWER N LW EHEH S, TN EE L TRENE S &
2 Hivd,
O EMARERAET REHENERFEFCSTIEHEMICET HHE)
I S 7= 5,594 Bl G, B 47 B (ZEMEEWMATARRER 14 B, BE&aELH], 12 F1,
THIHIEON 5, X NS_BRTF o 77 7 BFIREE 2 ], XV _SKReF o 77 7l
ISPy GFEHIBAR 3 5], X LR F L TV T 7 BIEKISEE 5BARTOBITE A - BRI
B 14 B) ZBRSS L7z 5,647 BINSENTRI G & Shvlz, REeMICEEL T T RAT L& L
T, Fin, REEBOFE, BEREROAFE, SIPEOFELNRIOFEIZEWTEREN
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N5,

- BEARRE : BEE R O A SR ORIVERFEBLERIL A 19.6% (159/1,659 i) | [ ]16.0% (235/3,888
) THH ., ERTITOMERBOBEET T4 10.5% (77/735 f5) , [
6.6% (317/4,812 1) | MG OB TRE T 11 10.9% (45/412 ) | [ 6.8% (349/5,135
B) L ORI TENGRD SN, T OETINE K OF R H 3k 25 BEIRRE 2 BE
THLDOEEZ BN,

- BOHE - A OHE TR E R BAENORIEMFEELN [H) 8.2% (188/2,306 i) .
] 6.4% (206/3,241 f5]) & ORI TENTRD HALIZHS, Ml K OV 9 R RE Ok
REICBIET 2 & B 2 bz,

- Wi EioO A W ORIERREH=RIE [H] 11.7% (56/480 i) . %) 6.6% (334/5,028
) & OMITENRD LAVZH, T iviEim ) 3 2 2925 B ORIEICEHET 5
LOEBZ L,

< AN (19 BERTH) - RAMEMRHT I SER] 2 BIAIEE Sz, 2 61 & b RIERA ORIULR
DO, NI DE NIRRT 77 7 WBSO VB 5 R S5
HAILTWVRY,

- ElnE (65 LA E) - ARV SIER] & LT 4,308 BININE ST, ElnE ORIE
FAFEBERIL 7.9% (341/4,308 f3) TH Y . FIEmlint (65 ikAim) 4.3% (53/1,239 1)
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b5,
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14.1 EXFARBOIE
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14.2 EXIREHOEE
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LUF OB G X, ZNA_RTF o 77 7 WSO 2 8 a—T =L a2 BEITRH LT,
§ [(INARZF L TAT7 78 13 TIAVRE2F o TAT77 (R frilaz) 84 RATOEFKRT 7V ) V) 2T,
1. ER
(1) EFREHAR (TVI. EHEBICEEISEB] $8) -

(2) BRI ZEIEAER -

Mg R R L
(3) M ER 0 -
w4 k5=
5RIE B BI%) BERZE | (pg/ke) ABRIER
NERE
1. —lRERREVTEICRIZTEE
—WRREAR B O TENIC ]I ddY %~ v A 0. 1, 10, .
B (rwin 1) (i 6) FARA | o0 L
2. FIRHRERICRIFTEE
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PRI L B3 3R ddY &~ 2 % 0. 1. 10, o
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TR R I (K 10) BARPT 1 00 L
(E&#) (1 10) SR 00 o L
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{t‘ﬁ%ﬂiﬁ)c HETH Wm?;ﬁg) v R (1)001 10u1 o 4 e Ao A7 R AR A,
i WP S BRI & DT
=Y (RPN
3. MRERBRICRIFZTEHE
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8. RILEUHRUMMBEEICRIFZTTHE
Wistar 27 » b
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B, KEEGHEERBRICES T 28513, BRICBT 2 NV_ETF o 707 7 BAElS
DFEHERr P a— L THRES L L, FEBCHANLNKR2F o 77 7 &l
1 3 EHES- LTz,

FOREER, ZNOLORBRTIIZ VR F v 7L 7 7 OIBEER IR 5 AR Ek
EMOTLHE, MIGEkOMRAE, MR JEX K OBESME e, &R 0 9 - Mm%
MO LT, sERELE LT, FgICE T 2 /0EER OEO R RS, &gl
BT OMEIE, JRMEEIE, AV X0 2EOBNE, RKINLEORILE, § - 15
FIZHR T 2 M, 5%, BT oS, LIRS T 2 RIEMEZE L, L)
s MR O, MKESENBO bz, &bz, 2o Zbs LT, KE
HOME DR K OB E O, SEEEHIZB W T WA, EHEENRFAERRD 5
Nic, TNHoZ ik, G ETIER BEMBOERICET L TEHEE LT,
AR OEFE R EL K NEEEOEIE, YNANKZTF o TIV7 7 OEBEERICED
HEOTIERL, FNARKRETF v 77 7 FHIZE > THEE I LR ER Rk
HZEIZEoTHIALLEbDEEZ DN, o, EHOICEMLTHZ EI2L-T
ZMARBEDFRRBE 2 8RR L 7298107 » b R OYEIM A X & H\ 72 13 H K E & 53 tER
BRIZEBWT, 8il7 > b RONEI A X TRIE OZREN (LR T MO LD HE K
Lz bt ZNDOEARLIMOR CRET 5 B2 b,

B, FREFMERBRICBIT DA NV_E T TAT7 7 OEEEEIIULTOLEEY

TH D,
HERDIEEE #E52 (ug/keA) mEME
7> M 4 HMKAE | B 3 S 3. 90, 300 1ng/kg (3ng/kg/if)
e 5R 13 MR | 1 EHY : 1.5, 7.5, 30 W1 EES  1.5ug/ke
W 3 [E#E 1.5 (1.5pg/kg/iH)
I 3 A% 5« 0.5nglkg A
(1.5pg/kg/ I A)
26 HMKE | 1 EIXE 3 [EEE 1.8ng/kg A
1.8, 9.1, 36.5 (¥ h&) (1.8pglkg/H A)
/rxwia: 4B E | W3 EFES 0 3, 60, 150 1ug/kg (3pglkg/iH)
Bl 13 MR | 1 E#S 1.5, 7.5, 30 W 1 1.5ng/kg
¥ 3 s 1.5 (1.5pg/kg/i#)
W 3 M4 - 0.5pglkg A
(1.5pg/kg/ 3B AK5)
26 WM E | 1 [T 3 m#ES 2.0ng/kg A
2.0, 9.8, 39.2 (FHKkL&E) (2.0pg/kg/ 3 A

2. RERTES
7 v b (1 XX 100pg/kg, # 3 [Fl#E) KO X (1 XX 50pg/kg, #H 3 A& 5.)
BRI D 4 HMKER THREEERBREE/m Lz, 7> FEOT X & HIZETITR
<, —BREETIE T v b CHAOFRRE ONER, REOME, AREHI O IH] & O
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BEHE OBV RO HiL, A4 X TIHEBHEORD NED bz, MEFRIRA Tk
B E T WBC O PLT O 72 ERS . MR LFEHIRE Tl Fe OIKfE, K O
fE, Glu DIKER ENT v P EOA X & HICRO N, WEMEEFEORE CIL,
T v RO X & HIZIRIC I D REK - EEBIN, TR 2 B4k & i e,
BHEICR DARIEER, EAZER, BREEROBMARD bivlz, Fio. 4 X CTHIEHEIC
BT DML, EICBT 2 EH A, MROZFEMREIED b,

A X (0.1, 0.5 X% 2.5ng/kg, 1 [E#E) (28T % 39 B RKE KL &5 3R
Z9ENE L7z, 2.5pg/kg #ECHEL UTENE BRI T80 b, FEL T ERk
By Clx, KREXOEERORD . —BRRE CIIBEEMT, FIRMERE & OVE RIS
728, REARR AR TIX, BRE DD oI, KANEE ORI EE ST K OVKE,
INEARAE 55 OILE IR . O OB, HOUSL A, BB R —~ B,
AV XU LA, BIIRBEALIE , FRADE PR K OV PR AR PRARAE . AL B PR dte O 28 1k
RENBO LNz, TS OEIIRAE R 512 K 2 R 22 AR i ERE 0 E R
DD > TWICHE S B EEBEZOND Z LD, MEERAEIC L D fdsbEE,
FEDiE S OVRAMIC 3 1 D REEC L0 ST T PESRIREICE ~ 7= &Il L 7=,

(3) EFEFESHMERER 2 -
7 v M HWTEZIRRE LR OER E TOMBEIRBEAICET 2380 (0.02, 0.1, 0.5, 2.5,
10pg/kg 1 3 [EIE RN G (CIBW T, MERED BB O ERIFEREIC R B %2 RIT S 72 iro
72h3. 0.5uglkg LA LD BHE TN RS OB E IR IE T ED B LT,
Z v FEOT X2 HOTR - R AE~OZEIZBE T 5B (T b 1, 5, 20pgkg
HH RN G) 1280 T, WIS REMW O AR B 2 RIE S oo 7e, L
L. 79 FTIEHTRTOENVNRREF > 77 7 BECHR IR E ORE & OSEL 25 KT
HEROBENBD LN, VX TETRTOXARNKRZT » TA7 7 BB TE
IREBEORMEMARD bz, B, WTHORBRIZBWTHIE - lEOESEH 72 B &
OMEFTEIEIZRD b e oz,
Z v e RHWE AR A O AR OIREL S CICRHAREEICEE T 53 B (0.5, 2.5,
10pg/kg f@ H E RN 5) 12880 T, BEMOATREREIC BE T80 b v o7z, F,
HARTIE, 2.5ngkg UL EOEGHETIRKEDINE, 10pg/kg UL EOF SR CTHRIRBIZ K
WA R FBEDOEIEDFE D BTz, F, AR TITRFITFRD 6ot
ENRIRETF o TOZERRBITHENMENZ 006 ERRORE ORIRICEIT 5 &1L
XE NIRRT 77 7 OEBER Cide . BEWICEBIT 5 £ X 2% kit
DITLHEN T E IR ARHEER AR ZEE L, REWH 6 OREE R OSRE S OMEIMET L
ZlICERLEZbDEEZLND,

(4) T D DYFHFSEHE
1. ECHFEERULARNE 2
BAnE MR TIR, MR 2 W 218 R 2R R BB L E MR 2 W 5 B
TZEIRAR R . WTLERS R A VD Y R B R K O~ T R B W B M
MR A Ei L7208, AR F o TAT 7 ICBIEEMEIIRD b hotz, £7-.
7w RO XD 26 BB B GRBRICIBW T, Bes, MDA 2 £ 5 i
BRI 7 E DORIEGEIRE DB Dol 2 EMB A NVSNKRZF o 7T 7
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FRAFEZ RS IR SR LTz, B, SR F oy 77 71k, =) ArR
TFURFEWRITHE LTOREEMES D70, =) AuReF U315 LRk Y
AR F B T D MRS ORI 2 et 2 rIRetE T db 528, €0V
A7 EE ) ARz T AL RN EF X HD,

B AR ER Y
U X2 O RITREMERBR O R, A AR F o 7T 7iE #IRN. Bk
P, ERE DH M OV T e G-~ O RITRIEIIFE 0 b 7e o T,

SO FE R ER O

B 200pg/kg & 7 v MCHEFFIRNE G- LICRER, FFET & H5EEIR06h
einolz, Flo, FNVRKRZF U TOT 7 AT D16 EMlaE RO BFE X Xy
BxEAWTT v NOHRBEGRBRE FHE LR, S/BSEBITERICB T D HEE
AR EE L L CTHoIlmV Suglkg 2 2 HETH -7,
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X. EEMEIEICEY 5IEH

1RHIX D
g Fl Ah ki

ES
LS

) EE-EMEONGZEIZLVEMTL L
BYAS - B

2. B X L EAHAR
BEAM : 24 & A

8L - RESH
7 % 2~8CIZRTF

4 ZFRFZ DN EDTER

20.1 CEAFLIHMEABERE CEr—AENG ) UURRD HE WD &L SRR
T L CTRFT D 2 &,
20.2 U UUHIRESD T 4 VA F T XX v TR TN D, FEE VU U ORHE
EORENROLND EEIIMEHA LN &y
SAFEMGEICELTX IXIT. g oESR

M ERTORYFENEDBESIZDLNT :
M LN

(2) ZHIRMAFORMYFZWNZDONT (BEFICBEINSLEFES)
BEMERLTAR Y
<TVoLkY :FY (AAFE - 55

(3) FRFIFFDEERICONT :

BROGEHIENH D720, WEOFIR, AFFICERE L, B BEWVICEET 2 Z &,

BRI VTRV
V.1.(1) AR ORI, SMELELOPEIR ) DO
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S5.EREME
YL

6.8%

<HENNRF TUT77iE bug v U Y TKKF) > 0.5mL [10 >V ]
<HNAKRZF o THAT77HE 10pg vV >y TKKF) > 0.5mL [10 >V > ]
<HENRKRZF o 7773 1bpg U >y TKKF) > 0.5mL [10 >V ]
<HENNRREF > TOT7 7 20pg U >y TKKF)> 0.5mL [10 >V ]
<HENRZF v TAT77iE 30pg vV Y [KKF) > 0.5mL[1>) > 10 v Y]
<HENARREF v TIT7 77 40pg vV ¥ TKKF) > 0.5mL[1 Vv 10 U Y]
<HEN_KREZF v TI7 73 60pg >V >y TKKF)> 0.5mL [13V V]
<HEN_KRZF v 77 7E120ng vV v [KKF) > 0.5mL [1 20 ]
<HENNREF L TOA7 7EEL80pg vV Y TKKF)> 0.5mL [1 ¥V Y]

7185 DOME
5 & HRT Yk AVIE D
TIARAF 7YY BIRARY AL 7 ¢ TF TN A= N

el

8.R—RL5 - EMZNE
E—m 5
BILA  RATEFHR T T V) Y
— &L ANRF L TAT 7 (BEAHEBEZ) (AR F TAT7 7k 1] %
EEE:S
— k4 TR F L TATr (BETRRZ)
— 4 TARTF L N—F (BT Z)
—4 AR TF I yN (BIsTHEZ) [(ZR=TFY TAT 7 k1]
—W4  TARET Y R—F XA BB Z)
—Wx4 ca XY T AKXy b
XONRESUINE., HIEROHBESIL, M SCEEfEGR T 5 2 &,

O.EMEEFAB

200145 H 16 H (A—A+ZVU7T)
KENARF o THLT77 e LT
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10 RERFTARBFABRVEARES

180pg >V ¥ [KKF)

fR5E% SERGTREERAR AAEE
&VLg;;H;?Elf;??iéégaﬁz 20184 8 4 15 H 23000AMX00743000
5fﬁg;;5§?§Fji;f§;5;;;ﬁf 20184 8 15 H 23000AMX00744000
5fﬁ;;;5§?§F§1;7§;5;;aﬁ3 20184 81 15 H 23000AMX00745000
5f§5;;5§?§F;1;T§§5;;3@5 20184 81 15 H 23000AMX00746000
éfgﬁigﬁi?ﬁFiiﬁf?¥5§§ﬂﬁz 20184 81 15 H 23000AMX00747000
éﬁzgigif;Fiiif?;égéaﬁz 20184 8 /1 15 H 23000AMX00748000
5fzg:§ifgfiiif?;5;;aﬁz 20184 8 /1 15 H 23000AMX00749000
&I;gggifﬁFji;fﬁgi;gff 20184 8 J1 15 H 23000AMX00750000
SRR T T 20184 8 /1 15 H 23000AMX00751000

1M EMEZENESEFEAR
201946 H 14 A

128X EHREMN. AERUVAEEEENEOFEABRRUVZTOAR

F H H

™

2018 4E 10 H 24 H

AN B O B oD BN

13 BEERR. BiMEHERARFABRUVEORE

BARRAR

14 BETHM
RSN

15 = RARHIREREMICET 515H

AFNZ, B (HDHVITEE) WIS TAHIRITED B TR0,
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16.%5E1—F

e agmE | Mol ﬁfgﬁf# BHa ¥
EXEma—F

5ﬁug;;ﬁ;fSF;2;TF;5;;azt 1002 | 126816401 | 3999425U4030 | 622681601
ff’{gﬁgsif§F§Z£7?§5§gﬂkE 10U > | 126817101 | 399942585036 | 622681701
5V;g;§if;F;1;f§;5;;aﬁi 10202 | 126818801 | 399942556032 | 622681801
5f@;;j§§;f31i:;f?;5;;akE 102Uy | 126819501 | 399942557039 | 622681901
5f2i;i§€§f31i¥;7?;5;;atk 1; i:i z:ii 126820101 | 399942588035 | 622682001
FNNSKEF > TAT 71 LV | ossoisor | 399942589031 | 622682101
40ng >~V > TKKF| 10Uy
5f1;;:;5;fSF;:;T?;£E;aKE 13Uy | 126822501 | 3999425U1031 | 622682201
52;6;gif;F;i;f?;5;§fi 120> | 126823201 | 3999425U2038 | 622682301
5 {é@if?;j’&i;ﬂi 12Uy | 126824901 | 3999425U3034 | 622682401

17 REREH LDEE
AFNIBHRHRIN L D% FEERS TH D

—117—




X1. Xk

1.5 A XAk kg R No
1) Hattori M, et al. : Clin Exp Nephrol. 2014; 18: 634-641 (PMID:24013765) 024-110
2) 2004 FFhR A ARBEHTE T2 MEBYEMIREITEE 12T 2 B HE s o 018-053
A RTA ) EHTeEs. 2004; 37 1737-63
3)Singh AK, et al. : N Engl J Med. 2006; 355: 2085-2098 (PMID:17108343) 017-955
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OAH) (RATEFWET TV 212010 4F 4 A 16 H&ZE., CTD2.7.6.8)
21) PHIE —1E 2> 1 B & BT, 2010; 681 284-294 019-060
22) +EPNEEL  RIF IR IR R 2 R L LT 0 B R E R R
ORpEt (RFIH1ZE T A RER)
(RATEHETZ ) 2 12010 4F 4 H 16 HAFE, CTD2.7.6.7)
23) FENE B ¢ BT BE A Xt g L LI ARFI O R (BEIHH)
(RATERK T 70 > 12007 4 4 A 18 A&, CTD2.7.6.2.7)
24) BRI 13> - B L BT, 2010; 68 423-435 019-058
25) +ENE B - BT R A58 L LA ks EaalB (S IFERRER)
(XA TEHHE T 50 2 12010 4F 4 H 16 H&#E. CTD2.7.6.16)
26) FKIEMEIE D> 1 B &3BEHT. 20105 68: 436-448 019-059
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27) FENE L RIS LR i RS & 33 & LA i dcE SRR (58
MFEEER)
(RATEHE 770 > 12010 4 4 A 16 HARE, CTD2.7.6.18)
28) HEPNEEL ¢ MIRENTEBE &6t g & U7 R4 (L S M loe kB
(RATEHET 7>V > 2007 4 4 A 18 H&RE., CTD2.7.6.2.3)
29) +EPNEEL | SRTFHA I VE R B R E Akt G b LimmR T 7Ly ) L

DOEIEMERR (XA TERK ST U 2 12010 4E 4 A 16 H &,
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30) fENE L ¢ MEHTBE 2kt g & Lo BRI GO % GEIHH)
(RATEHFHET T2 ) ¥ 12007 4 4 A 18 A&, CTD2.7.6.2.8)
3V tENE R (RAFHIEB MBS g B 2 kg & Lok R 5o 3 (GBI
) (RAFEFHE T Z 20 2 12010 42 4 7 16 H/&ZR. CTD2.7.6.9)
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35) K BHHARIE ) 1 B & AT, 20065 601 1039-1046
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(RATEHET 7V 2 12007 4 4 A 18 H&RE, CTD2.6.2.2.1)
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(RATEHET 72U ¥ 12010 45 4 A 16 H7&E, CTD2.6.2.2)
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P2 500 R MR i 2 S
(RATEHET 7V 2 12007 4 4 A 18 H&RE, CTD2.6.2.2.5)
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51 tENE R BT B 2 x5 & U7z HEIFRARN & 535
(RFATEFHET T2V 212007 4 4 A 18 HA&AGR, CTD2.7.2.2.2.1)
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58) tENE AL BT B 1T I B AR AR AR % 5- 0 S EhRE O fit
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(RATEHET 70 2 12010 4 4 A 16 A&, CTD2.7.6.3)

60) tENEE L ¢ CRATHMEME B P B 1231 D ARBTG5 OIEWERED
it (R AT VES T T 20 2 12010 4F 4 A 16 H&ER, CTD2.7.2.2.4)

61) thNE B | (RAT IR LB SR B 2 k5 & U 7= Hi el 53R
(RATERET 70 > 12010 4 4 A 16 HARE, CTD2.7.6.17)
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1.1 Anemia Due to Chronic Kidney Disease
Aranesp is indicated for the treatment of anemia due to chronic kidney disease (CKD),
including patients on dialysis and patients not on dialysis.

1.2 Anemia Due to Chemotherapy in Patients with Cancer

Aranesp is indicated for the treatment of anemia in patients with non-myeloid
malignancies where anemia is due to the effect of concomitant
myelosuppressive chemotherapy, and upon initiation, there is a minimum of two additional
months of planned chemotherapy.

MBS O

2.1 Important Dosing Information

Evaluation of Iron Stores and Nutritional Factors

Evaluate the iron status in all patients before and during treatment. Administer
supplemental iron therapy when serum ferritin is less than 100 mcg/L or when serum
transferrin saturation is less than 20%. The majority of patients with CKD will require
supplemental iron during the course of ESA therapy.

Monitoring of Response to Therapy

Correct or exclude other causes of anemia (e.g., vitamin deficiency, metabolic or chronic
inflammatory conditions, bleeding, etc.) before initiating Aranesp. Following initiation of
therapy and after each dose adjustment, monitor hemoglobin weekly until the hemoglobin
level is stable and sufficient to minimize the need for RBC transfusion.

2.2 Patients with Chronic Kidney Disease

In controlled trials, patients experienced greater risks for death, serious adverse
cardiovascular reactions, and stroke when administered erythropoiesis-stimulating agents
(ESAs) to target a hemoglobin level of greater than 11 g/dL. No trial has identified a
hemoglobin target level, Aranesp dose, or dosing strategy that does not increase these risks.
Individualize dosing and use the lowest dose of Aranesp sufficient to reduce the need for
RBC transfusions [see Warnings and Precautions 5.1]. Physicians and patients should
weigh the possible benefits of decreasing transfusions against the increased risks of death
and other serious cardiovascular adverse events [see Boxed Warning and Clinical Studies

(14).
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For all patients with CKD

When initiating or adjusting therapy, monitor hemoglobin levels at least weekly until
stable, then monitor at least monthly. When adjusting therapy consider hemoglobin rate
of rise, rate of decline, ESA responsiveness and hemoglobin variability. A single
hemoglobin excursion may not require a dosing change.

- Do not increase the dose more frequently than once every 4 weeks. Decreases in dose
can occur more frequently. Avoid frequent dose adjustments.

- If the hemoglobin rises rapidly (e.g., more than 1 g/dL in any 2-week period), reduce the
dose of Aranesp by 25% or more as needed to reduce rapid responses.

- For patients who do not respond adequately, if the hemoglobin has not increased by more
than 1 g/dL after 4 weeks of therapy, increase the dose by 25%.

+ For patients who do not respond adequately over a 12-week escalation period, increasing
the Aranesp dose further is unlikely to improve response and may increase risks. Use
the lowest dose that will maintain a hemoglobin level sufficient to reduce the need for
RBC transfusions. Evaluate other causes of anemia. Discontinue Aranesp if
responsiveness does not improve.

For adult patients with CKD on dialysis:
+ Initiate Aranesp treatment when the hemoglobin level is less than 10 g/dL.
- If the hemoglobin level approaches or exceeds 11 g/dL, reduce or interrupt the dose of
Aranesp.
+ The recommended starting dose is 0.45 mcg/kg intravenously or subcutaneously as a
weekly injection or 0.75 mcg/kg once every 2 weeks as appropriate. The intravenous route
is recommended for patients on hemodialysis.

For adult patients with CKD not on dialysis:
+ Consider initiating Aranesp treatment only when the hemoglobin level is less
than 10 g/dL: and the following considerations apply:
° The rate of hemoglobin decline indicates the likelihood of requiring a RBC
transfusion and,
° Reducing the risk of alloimmunization and/or other RBC transfusion-related risks is
a goal.
« If the hemoglobin level exceeds 10 g/dL, reduce or interrupt the dose of Aranesp, and use
the lowest dose of Aranesp sufficient to reduce the need for RBC transfusions.
* The recommended starting dose is 0.45 mcg/kg body weight intravenously or
subcutaneously given once at four week intervals as appropriate.

For pediatric patients with CKD:

+ Initiate Aranesp treatment when the hemoglobin level is less than 10 g/dL.

- If the hemoglobin level approaches or exceeds 12 g/dL, reduce or interrupt the dose of
Aranesp.

- The recommended starting dose for pediatric patients (less than 18 years) is
0.45 mcg/kg body weight administered as a single subcutaneous or intravenous injection
once weekly; patients not receiving dialysis may be initiated at a dose of 0.75 mcg/kg
once every 2 weeks.

When treating patients who have chronic kidney disease and cancer, physicians should
refer to Warnings and Precautions(5.1and5.2)

Conversion from Epoetin alfa to Aranesp in patients with CKD on dialysis
Aranesp is administered less frequently than epoetin alfa.
- Administer Aranesp once weekly in patients who were receiving epoetin alfa 2 to 3 times
weekly.
- Administer Aranesp once every 2 weeks in patients who were receiving epoetin alfa once
weekly.
Estimate the starting weekly dose of Aranesp for adults and pediatric patients on the basis
of the weekly epoetin alfa dose at the time of substitution (see Table 1). Maintain the route
of administration (intravenous or subcutaneous injection).
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Table 1. Estimated Aranesp Starting Doses (mcg/week) for Patients with CKD on Dialysis
Based on Previous Epoetin alfa Dose (Units/week)

Previous Weekly Epoetin alfa Dose Aranesp Dose (mcg/week)
(Units/week) Adult Pediatric

<1,500 6.25 *
1,500 to 2,499 6.25 6.25

2,500 to 4,999 12.5 10

5,000 to 10,999 25 20

11,000 to 17,999 40 40

18,000 to 33,999 60 60
34,000 to 89,999 100 100
= 90,000 200 200

*For pediatric patients receiving a weekly epoetin alfa dose of < 1,500 Units/week, the available data are

insufficient to determine an Aranesp conversion dose

Conversion from Epoetin alfa to Aranesp in patients with CKD not on dialysis
Refer to Table 1. The dose conversion depicted in Table 1 does not accurately estimate the

once monthly dose of Aranesp.

2.3 Patients on Cancer Chemotherapy

Initiate Aranesp in patients on cancer chemotherapy only if the hemoglobin is less than
10 g/dL, and if there is a minimum of two additional months of planned chemotherapy.
Use the lowest dose of Aranesp necessary to avoid RBC transfusions.

Recommended Starting Dose

The recommended starting dose and schedules are:
-+ 2.25 meg/kg every week subcutaneously until completion of a chemotherapy course.
+ 500 mcg every 3 weeks subcutaneously until completion of a chemotherapy course.
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JHEROME | 10160 Dose Adjustment

Dose Adjustment

Weekly Schedule

Every 3 Week Schedule

+ If hemoglobin increases
greater than 1 g/dL in
any 2-week period or

+ If hemoglobin reaches a
level needed to avoid
RBC transfusion

Reduce dose by 40%

Reduce dose by 40%

If hemoglobin exceeds a
level needed to avoid RBC
transfusion

+ Withhold dose

until
hemoglobin approaches
a level where RBC
transfusions may be
required

- Reinitiate at a dose 40%

below the previous dose

+ Withhold dose

until
hemoglobin approaches
a level where RBC
transfusions may be
required

+ Reinitiate at a dose 40%

below the previous dose

If hemoglobin increases
by less than 1 g/dL and
remains below 10 g/dL
after 6 weeks of therapy

Increase dose to 4.5

meg/kg/week No dose adjustment

« If there is no response
as measured by
hemoglobin levels or if
RBC transfusions are
still required after 8
weeks of therapy

+ Following completion of
a chemotherapy course

Discontinue Aranesp Discontinue Aranesp
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F—A N7 U7 D43 . An Australian categorisation of risk of drug use in pregnancy

B3 : Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or indirect
harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance
of which is considered uncertain in humans.

B3
(2019 4F 11 AT —H _X—2R)

i AR
KETRASCE 8.1 Pregnancy
(201941 H) Risk Summary

The limited available data on Aranesp use in pregnant women are insufficient
to determine a drug-associated risk of major birth defects or miscarriage. In
animal reproductive and developmental toxicity studies, Aranesp increased
early post-implantation loss at doses approximating the clinical recommended
starting doses /see Datal.

Consider the benefits and risks of Aranesp for the mother and possible risks to
the fetus when prescribing Aranesp to a pregnant woman.

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background risks of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15— 20%, respectively.

Data

Animal Data

When Aranesp was administered intravenously during organogenesis to
pregnant rats (gestational days 6 to 15) and rabbits (gestational days 6 to 18),
there was no evidence of embryofetal toxicity or other adverse outcomes at the
intravenous doses tested, up to 20 mcg/kg/day. This animal dose level of 20 mcg/
kg/day is approximately 20-fold higher than the clinical recommended starting
dose, depending on the patient's treatment indication. Slightly reduced fetal
weights were observed when rat and rabbit mothers received doses of 1 mcg/kg
or more, causing exaggerated pharmacological effects in both the rat and rabbit
dams. This dose of 1 mcg/kg is near the clinical recommended starting dose.
While no adverse effects on uterine implantation occurred in animals, in a rat
fertility study, there was an increase in early post—implantation loss at doses
equal to or greater than 0.5 mcg/kg, administered 3 times weekly. It is not clear
whether the increased post-implantation loss reflects a drug effect on the uterine
environment or on the conceptus. No significant placental transfer of Aranesp
was observed in rats; placental transfer was not evaluated in rabbits.

In a peri/postnatal development study, pregnant female rats received Aranesp
intravenously every other day from implantation (day 6) throughout pregnancy
and lactation (day 23). The lowest dose tested, 0.5 mcg/kg, did not cause fetal
toxicity; this dose is approximately equivalent to the clinical recommended
starting dose. At maternal doses of 2.5 mcg/kg and higher, pups had decreased
fetal body weights, which correlated with a slight increase in the incidence of
fetal deaths, as well as delayed eye opening and delayed preputial separation.
The offspring (F1 generation) of the treated rats were observed postnatally; rats
from the F1 generation reached maturity and were mated; no Aranesp related
effects were apparent for their offspring (F2 generation fetuses).

8.2 Lactation

Risk Summary

There is no information regarding the presence of Aranesp in human milk, the
effects on the breastfed child, or the effects on milk production. The
developmental and health benefits of breastfeeding should be considered along
with the mother’ s clinical need for Aranesp and any potential adverse effects
on the breastfed child from Aranesp or from the underlying maternal condition.
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8.4 Pediatric Use

Pediatric Patients with CKD
The safety and effectiveness of Aranesp in pediatric patients with CKD
receiving and not receiving dialysis have been established in the age groups 1
month to 16 years old. No data are available in pediatric patients less than 1
month old. Use of Aranesp in these age groups is supported by evidence from
adequate and well-controlled studies of Aranesp in adults with additional data
from a randomized trial evaluating two schedules (weekly and every 2 week

KED RN E dosing) in 114 pediatric patients 1 to 16 years of age receiving darbepoetin alfa,
(201941 A) and an observational registry study in 319 pediatric patients <1 to 16 years of

age receiving darbepoetin alfa. Aranesp safety and efficacy were similar
between adults and pediatric patients with CKD receiving and not receiving
dialysis when Aranesp was used for initial treatment of anemia or patients were
transitioned from treatment with epoetin alfa to Aranesp/see Adverse
Reactions (6.1), Clinical Pharmacology (12.3), and Clinical Studies (14.1)].

Pediatric Patients with Cancer (AIAAGE)
The safety and efficacy of Aranesp in pediatric patients with cancer have not
been established.
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