2023 4F 4 AET (5

9 Jii) H AR HERS iy

¥ 873999

EELAVAELI—TH4H—L

A ARBE AT O 1T F Fodk 266 2018 (2019 4FFHHTHK)

WCHEHL L CHERR

R AR MRS MR A FRA
IRIFY RN—=9 XRI)GEGETFHERZ) F

SILC T wvs12.5,g
SILtS ®izw »25ug
SILTCT y50yg
SILCD 25758
SILC 05100
SILCT v 150ug
SILTD 052004g
SILCD 092508
M IRC E RAR Syringes for Injection

Al AR
R o HOH X 4y AR B

WIFEER (EE—EMFEONGEICIVERTLZ L)

1>V >¥ (0.3mL) H :
IANETELY LY 125ng TRTFL Nk R

BIATHIAZ) % 12.5ng A

(
INETHEVY Y 25pg TREF S R—=F XA A FHEMZ) & 25ng GA
INEFETY Y 50ng EREF Y A= NI (BETHRZ) & 50pg BH
O G B | IAeIEYI Y T5ng TREFY R=F NI (BB THRZ) & Topg BA
INVETEVY YV 100png TR FL K= ST (EERZ) & 100pg 8
INETELY UV 150pg  THIFY R—g ST GEHATHIAL) % 150ug A
INETHEY P 200pg  ERTTFL N—F RV BB FRZ) & 200pg EH
SAETEHL YLV 250pg  EARTFY N—H RV (A TAIRZ) 4 250pg G
. i 4, 4 =ARhR=Fr N—% Xdu (BaHE#EZ) (JAN)
> ¥4 : Epoetin Beta Pegol (Genetical Recombination) (JAN)
- RENGEAGRAEA B | FAEEE DGR H A WRoeBRARGEH
3 Wk 5e K GRAE A A 12.5pg 2018 45 3 J] 19 H 2018 4 5 J] 30 H 2018426 H 7 H

SEMAS G - okt A B | 25, 50, 75, 100, 2011 4 4 J] 22 H 2011 4£ 7 J1 19 H

150, 200, 250ug

201147 A 20 H

e 5 -}

R (A
e =t 4

Bhgioe AR

[ FEAF e HH 5 3 oD

S G

Bl v & b

=0

TEL : 0120-189706 FAX : 0120-189705
ERBIRE T AR — L=
https://www.chugai-pharm.co.jp/

PANEERR S AT A INA T A= a U

KT FU320235F4 A WET O WA SCEDORLRICE S ESUGET LT,
AT OE BRI, MSATBEEN ER A EFRE SR O O ER BT MBI — U THER L TSN,




EIMNA U F 22— T+ —LFHO TS ZOME  — 0 AREEIAAN S —
(2020 4 4 A %ET)
1. BEXERA U FEa—T 4 — MMERDRME

R ER G OEARN L ETRERE LT, ERAEERLRMAGE (BT, IMIXE) 2b 5, EFR
B CERT « AR OERMEHH 2N B 5 5 OB R E R SO B4 AERA2ER T 2B, B
R SCEIC R S NG 2 BT 2 BICREI R TER A LB RIGAENH Y, EEEOEEEHRM Y H
(LLF. MR) Z~DOEROBIGERSCERICEIVERZMTLTE WD, ZOBICHLERERE
MWFERNZAFTTHOOEBAY A M LTEREMLA FE2—T74—245 (LU, 1 F EBKET) Nk
L7z,

1988 412 A AYRBEEEAIRTZS (LR, BIRE) NS 2 /hEERN T FOMERMIT, 1 Fiidkk,
[ FRLEEMEARE L, D% 1998 A2 HIRIEZMTE 3 /hNEESM, 2008 45, 2013 A1 H i =L
HHREESN | FililiEHOUGET 217> CTE T,

I FEC#iEGE 2008 LI, I FIZPDFE%OE T —2 & LTREET A Z ENFRIE o7, Zh
WLV, B SCEOEERUGTRH > G EICSGETOMRIT — X ZBM U721 F st sn
HZllhol, BERO 1 Fi, ERLERERBAENE (LLT, PMDA) OEBHAERERMLEHR
3R D~— (https://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (ZTAB S TW5, HIRIKT
X, 2009 FE L D HEHKGLDO I FORBRERFTHMEE LT T4 X a—T 35— 25t 2%E
L. % D1 F RN SCEEMTT DEIEERAERE L CEYNER - Bt L TV 5,

2019 FEDOWAT CELFHEHEOLEH |IZE& Y, 1 FildiZeE 2018 NAFR S, A% [EHREAEERDL
DI GETERIEMIEENCEIT 204 R T4 ) ICEET D E RO, TOFHIRERE L=,

2. IF&iX

I Fix TR SCELEOERZME L, Ehl - BHMAREOEREEFICE > CHHREBICLE R, &
WO EEEO =D DOE R, WHHFFOTZDDOEHR, RO D OEH, ERLOEIEFHEH D7D
DG, W2 IRBE T T O D DIERENERN SNT-RARRER O ER L E L LT, HFHK
DGR Z RE L, HRAIAIEE O 72 D12 Y 5% R 3K 5 o RUE I 78 TR FE I HE b 5 2T VER M OVt
AR L TV A EITE R SArEMT Db,

[ FICRE# T 2HEARSNIXBRENRE L7 1 FrosiEEICHEIL L, — 38D FI5f % bR & AGR O #iPH
NOERP TR SN D, 72720, RELEOREZFIZEDL L OKROFIHE H O HFEMN - Ik - $24t
TAREFHFZT ] FORLMFHL IR O, SWZ 5 L, BEEMENGRME SN T FiX, FIH
FH OIRHE - HIW - BREAT S L b, BERMEETDOILOLE VI RHBERFOZ L AL
LTW3,

[ FORMIIB 7T —F 2R L L, BEERETORKRITIMATIH R,

3. IFOFHAITHE-T

BTHLED T F 1L, PMD A OB E SRR O~ — VI BRBPIRE ST 5, BUK
G3elE I A 2 8 E a7 4 — MEROTEI & ) I0fEo T L F 2 {FR - 065575, 1 F OJiUs
EHEE X, BB LTS R T F (FRIFHC Ak LIE S 10 S C ALK OMR
HDA L2 —IC KDL LBNEERESE, 1 FOMRIEEHDSBERDHD, £,
BFFUGT S A HR EOIERHICET 2RI LTI, | F ST Ss £ TORIE, MR
BT B TR & Hvc LT SO, &5 A O B S LI — © 2 551C 1 0 SEAIT %
FODEERTH L L HIC, | FOBMICHT > T, RO #EE PMD A O ER R
BRSO~ — D CHERT 2 BEA b D,

fois, BIEMRZRSEDTERO AN LIRS TS [V, 5. B < (X1, S5,
(XL %) (BT 55 B SEAREZH CORVEENEENSD 2 L2835 . ZORY B
FHRETAETh S,

4. FIAHIZBELTOBEER

[ FEZHEEBICBODTRNT I ENTERVERMLERFE LHEH L TWEEE2n, TR
HIRER DB EE A 521 T, Yk O RGN T SUTIRGEIC#E D D EDNMERL « #2142, ES S E
RO DOFMER T D & DALEDITEDY, Fhal « REUITFMEIE O LA H A E R H =3 M O
B FEE RIS ENC BT D A R I A4 v, B a— K - 47 - 75777 4 2ol E —TRES
T XD 55720, BOCIHERIBMNEEI T A 7 A o Cld, RAGRIESCAGEI O LSBT 2 G it
IZDNWT, BB ENEREFEEDNLDORDIIG U TITHY) Z & FE L2 NnEENTEBY, MR%
NDA VA E2—LHLDLHGRAEZREICLY, FIHEEON I FONFEREIELIREZLOTH
5 LR L T TN b, BEMENSEONDIHEROBFIBILE R L, TOF
BMEE R E ERBIGICB T 2 EFEHZMAT 5 2 SI3EAMoARETHY, 1 FEIEALTH
WELEFIMESH D H DI L TN E 20y,
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I

1.

. BIEICEY S1EH

HFEORE

AN TE [mARTF Y RN—F R (B Z) - BRIk & g R - S
AERNTZY AR F o2/ EICK L TRYIBICOZ D Rt /ER T 23E# & LT F
Hoffmann La Roche #1:(Z & - THI% S 7= e MR L BR & M fiig x84 AT h 5, ZivE TiofE
Han<T&izo ) 2aR=F VANL, 2 OIEWENRERRED ORI G- L 72 0 | B
W E S TRERAHLE RS TN, T, X0 /D7 R L0 BIEE L OTEENT 2
HEHKIE LT, I TENBEREINT,

INETEHIF, TARZF R—FIZ 1 5 TOHHEA MRV =F L7 a—L (mPEG)
ACFRNCHE S LT2AITH D, oV EIZPEG B S8 LIk, Z R BORE
PEDSHE U Tl BN E R 95 & & IR T2 2 i3 k<mbohn Ty, £< ¥
VORI BIZOWTOISHABINEE STV 5D, £72, PEGALY X7 BOME L, PEG 71D
B K R B DB E K OMEBHIEAWIC LV ZIRichbl=d 2 Ebmbn T b, AAIOB%
IZBWTIX, Z< ORBBEMIREOF D~ T 2ADORMEMARAR MEREE M Z RS L TR 27 Y
— =T ETV, TR 30,000 DESR mPEG IR F L R—FET I NS SET-0
T8 60,000 DTRTF L R—F AL EEANTBRIR S s,

WK OFE R, I ZEO i - AR 5-C 134 e, B2 T H5-T 139 K] &
WEROBELRTHEEZ e b= 2T ALY 5 5~10 [FEWZ 2R Ehiz, £72., B
PER IR B At g L L7288 AR R OB IARERRBRBR OFE R, I B 73T 2 I 1 Bo&E 5T
BRI EZSEL, £72 4 B2 1 BOEET1HEMICOIE ) ~E7 U REZLEICHRFT 2
ZEMIRENT, BERREOREVET 0 T 7 A VFERO T ) An R F URF L FERETH -
720 2007 FEIZ BRI THER W] DK R 245 C, 2020 45 1 H BIE TIE R 100 » ELLE T MIRCERA®
D4 TIRFTE STV D,

AN T, FEEERAN & XI5 U726 1 FHERIRERER, B HT AR M OVERAT I8 14 B s - %
KGN U756 AR G PR BRI QNS 38 AR R AR 2 5266 L 7=, Z 6 ORBREE S I v JiE
X, BHERLICBONW TR X=X L0 {0700 2 I 1 BEEG TCOEMSEHREL O 4
B 1 AR5 ToORY (48 M) b2 LE LIz ~E 7 1 B REOHERIA /R S 11, 2011 4 4
HICENTER SN,

F 7, EEIETIX, AFIOR/INEERE THD 25pg 2 L TH~E 7 1 Bl BEE A2 LR
STLEIBRENGFET D, 2T, AFNOMEEHETRE/RE 2 LT 5 BAY T, 25ug WALV
K& ED 12.5pg KA A% L, 2018 4£ 3 HIZEN THERE I N,

2020 4 9 HiTi%, EHES, EREREOWE, AL OLZEMEOTREIZET DIEHEE 14 5
F2HFE S BAMNONETONTIUIZHEY LW E OFHEERREEE,

K2 W 1 EFEAIT 4T 1[H

. REBOBERPHIRHE

(1) =RV LR B s i 2 & SR AR f ek mfig e+ /A5 2,
OxARZF v NR—F|ZTHHA X RV =F L 7Y a—nzmLiz, #7890 PEG 1t
ESA*' T&h 5,
O - RAFWNC I T DTN ORERE (R TEE - #IkN&S) 280 Th, 100 K
LA b i 2 3 25 14,

(2) 2 BIZ1RIOFEEICED, Hh BEO EHEES LORMSGERILITO LB TH D,
Ol&7= v © Hb JE EAEE CEHE) X, RSB R EFE T 0.198g/dLAE, ik
BHTERE T 0.241g/dLAA TdH - 7 5 0,
O M FERI1T, (RAFHHEMEB S BE T 97.5% %2, MBI HBE T 9I1LT% > Th-725 0,

(3) 482 1 FOFEIZL D, Hb REAMFFRIZLLTO LB TH D 79, (W2 K OHER )



OB ML E ENE SN - BEHEEMABEICBNT 4 1 &GN ATRETH S,
OHb #EHER R (11.0~13.0g/dL) (I VB TEET 77.8%, TRZF L X—HEET55.8%
ThoT=9,

(4) ERZREMWER & UORHIM, OAFEE, miEMME, >ay7, 77740 7F 32— R
FERBE, MEEZE, MREZE, APREREFEENH L ONDL Z b D, EREIEN 1%L L) &
U CIiE B3 AFRRERECEN, o v > FPAZE « PR HE ST D,
Vil— 8. EIEH) KO TV—5. ERMGEE OHOZEMEORRESZRT LS L,

1 PEG: RV=x=FLo7Ua—) ESA : jFiiERE K 78
%2 Hb #)¥E 11.0g/dL ~DH|ER
%3 Hb AN 10.0g/dL LA Lo >#e 5.88142> 5 0 Hb #2EZ(LA 1.0g/dL LL Lo EIA

3. HAOHRAIFMEE
It ZEITRRR GBIEOBURN S | 2= A=Y VT YA B AT D I LTI A ER L,
BEBNCES T L, A4, B EE V) U UILRE#ETR L, Ny F— VI3 TOEIZRR
T2 Z & THIEOMB 2 /5 LT,

Yy

O INDZaNI%
L= NR—HP VT A L EEAL VY VLKA, GAEEZEEFR R TDHI EICLVEEGD
BE LSRR T B,

ORI AbMoT
7TV —uay RO IE K O 5RO EME 2 m B sd 7,

OF v FFx v
BRttzkHoD, A LBRSG TH D,

F o TFXr v TERHE L OO, VI U TVORMEAMERIEL TV D,
OV o7 ~L45E I —)L
VUV TG EI— VBRI L. BE- O FTREIZ R 0 B & o 5AEE DOREFEG IR

AR

Ny r—3
O7 V27—l L, R OMBL L2 TE 2,

O EZERIcAr 7T A (HEZIE) . 7 A XML (MFEZIE) 28MH L, Mkl & o
% im O G- OB I 2R LT,

ORTOMEIZ, 2=N—F VT WA 2 N FTEL . SR EEZFR LA ORI 25512 Lz,

OHLRE ] D 7
AT FDHLBEVETRH L, #EES I LT,



4. BIEFERICEAL TEMT NSHEE

BIEERAICEY 2 E#. REFERAHEENS K514 U%F

RMP

BN Y 27 AMEEE & L TR S LTV S B

O AHEE T A BT A~

(R A o> B8 S e

s s s | s | T
;ﬁ:ﬁ:ﬁ:ﬁgﬁ

5. KRBEEHRUFRE - R LOHIREE
(1) REBEMH
RN

(2) 7@ - EALOHRER
BN

6. RMP DIFE
A=A




0. AMICEET HIEH

1. HR5E4

(1) ¥4
I TeEVY Y 12.51ug
I IeEVY Y 25ng
Ik TeET Y Y 50ug
Ik TeETY Y Thug
It TIeET Y Y 100pg
It TIeET Y Y 150pg
INEFOEL Y Y 200ug
Ik TeET Y Y 250pg

(2) *4
MIRCERA® Syringes for Injection 12.5pg
MIRCERA® Syringes for Injection 25pg
MIRCERA® Syringes for Injection 50pg
MIRCERA® Syringes for Injection 75pg
MIRCERA® Syringes for Injection 100pg
MIRCERA® Syringes for Injection 150pg
MIRCERA® Syringes for Injection 200png
MIRCERA® Syringes for Injection 250pg

(3) BMDHE%E
MIRCERA : Monthly Injection Realized Continuous Erythropoietin Receptor Activator

2. —fik4
(1) & (&@4E)
TRTZF L R—% NI (Eia#iz) (JAN)

(2) #4 (@)
Epoetin Beta Pegol (Genetical Recombination) (JAN)

(3) AT L

erythropoietin type blood factors : —poetin
pegylated compound : peg—/ pegol

3. BHEAXRILTHER
HIEA PR =F L7 a— (PEG, 5 1& : £ 30,000 140 FNThzFy X—X
D172 R (R AAE - Alal, Lys4s Xid Lys52) (27 2 KA LTV 5,

TRTF L R—F NI FRESE

@)
H,C 0]
Kffﬁ\\“/ %V/WNN/JL“amHMBMa

n= %681



. AFRRUNFE
%

sy £ 60,000 (PEG #5745 : 930,000, =/AR=F o ~_—ZE455 £ 30,000)

- MeESR (@R RIEEXE
TRZFY R—F RIAVFF v A =—ANLARAY =PI CTHELE SRR F L N—
5 (Es TR z) #0 PEGALREY v /37 (51 1 9 60,000)

#: 165 [HOT X /EEE (KO 75 CooH1301N2200240S5 ; 18,285.70) N2 HMEHX X 7E (431
£ : %9 30,000)

. BR4A. 4. BE. i5ES
% = — K : Ro50-3821
BH4 : C.E.R.A. (continuous erythropoietin receptor activator)



M. BxE7 BT 5I1EH
1. YELEEMEE
(1) 4487 - K

fEtE VI O

(2) B
RN

(3) WEH
PSRN

(4) Bl (DfER). #m. BER
BB L

(5) ERIGEMRBM T
PSRN

(6) NERH
PSRN

(7) ZDDELRMENE
pH : 6.0~6.4

2. HEPHSTDERERTICETSREN

AR PRAFERAT 1%f E (e
FRAF R —70°C | FF@iE M, 7T o AR b4 H £ TLE
N FBR 4°C AL, ﬁ)‘n T 70 R 12(8 1 £ TLE

ABRIEE - PR, pH, MUERER. -ABREGE, il

3. AMES DHEERERE. EEZX
fesdilBiis « (1) SDSARY 727 VL7 I R7)VESVKENE
(2) XRTF P~
FERIE © HA T BRI E TR



V. &&IZEEd HIEHE

1. Flfz
(1) FlRzDREA
R (T 22V 2 DI 2 e LIz b3l

(2) HEONEER VMK
o~ PR D VE I 72K
(3) #A—F
LR
(4) HEDOYE
pH : 6.0~6.4
BB K1 (BEEERICRT 5 )
(5) =0t
HER AN OB H ORFER I KUR DA - ML
2. HWHIDOHRL
(1) BES CEMERSD) OEERVHMNE
Win INETEVY YV Ik TEVY LY IAETEVY YV Ik TEVY LY
12.5pg 25pg 50pg 75pg
1>V (0.3mL) 1+ V> (0.83mL) F 1 U (0.3mL) 1V (0.3mL)
S TRETFL NR—x R RErFr Ne—x R RTFL N R ErFL Re—x R
PTGy GRE T R) TY|SL Gt TR ) UL GG TR R) UL GRS TR ) D
12.5pg 25png 50pg 75pg
1> U (0.3mL) H
L-AFF = 0.447mg
MoKAREET R Y o A 1.704mg
— RYAFxzF Ly (160) R AFTrELY (30) 7Y a—n 0.030mg
Al D~y = heL 9.000mg
UUEETIKFEF NY U A—KFM 0.414mg
25%3 T2 T
KEEET b U 7 B I
Wiz, IAETEVY YV Ik TEVY LY INETEVY YV Ik TEVY LY
100pg 150pg 200pg 250pg
1>V (0.3mL) # 1V (0.3mL) F#F 1+ U (0.3mL) H 1V Y (0.3mL) H
sy TAHRTT L RN—F REFKRZTFr RN—F XRZFRTF RN—F N zFRzFr = X
TPy Gl TR R) FYS GRE TR R) OS0GRS THRZ) BV GEE TR HY
100pg 150pg 200pg 250ug
1>V (0.3mL)
L-AFF = 0.447mg
MoKAREET R Y o A 1.704mg
. RUVAFvzF Ly (160) RUAF7rr’'Lr (30) 7'V a—iu 0.030mg
s D-~y=F— 9.000mg
UUEETIKFEF NY U A—KFM 0.414mg
25%3 T2 T
KEEET b U 7 B I

1) AANL, FrA =—ANa2 7 =iz v CiliEsng,
FE2) BTN T TR



(2) BREFDORE
RN

(3) B8
L

3. MIBMBROHERRUVERE
M L

4. Al
A=A

5. IEAT DFAIBEIED &b 5 RHY
MU RSy, BEIE SRy, PEG LICHE S Al ss, (BUEBRICEW T, ZhbTFHESh
D HHE S ORI ORERL, BRE L O 2470, @872 i B BRI 258 © T %)

6. BRDOBEERETICETLHREN
INETEVY Y 12.5pg>
PR PRAFSR1F RIFFHE PRAF IR it
E#RERR | 5C e, 36 f& A Bl L
JIBERN 25°C  60%RH s, 6 & A bl L
IR 40°C  75%RH e, Ok 6 & H I 9229
BUERERAB | —20C/5CX3 %A 7 e, Ok — bz L
N Mk IR
sesertiatg | POURIE 120 7 bx - hrs Bk Rl T 4
+IT 551G 200W « hrs/m?2 UL | , THB AR T 235588 5
Fauds ni

ABRIEE - MRIR. pH, AMUEERRBR, NAMERY, REEMERRL. ABREE R, S

CINEBTHEVY Y 26pg,/50pg, 75ng,100ng, 150pg,200pg, 250pg>

PR PRAFSR1F RIFFHE PRAF IR it
E#RERR | 5C Fads, Y | 36 A Bl L
D 15°C e, Y | 12 A EX |29
25°C 60%RH s, K | 6 EA A7 L
R 30C 75%RH e, Y | 1A bl L
et FEARAE 120 J 1x - hrs DL E | fRawEldk — ZEAk7z L
i +ITEESNE 200W - hrs/m2 A I | FEadk — MBI T 233880 S

AUBRIEE - MRIR. pH, AMUEERRBR, NAMERY, REEMERRL. ABRES R, S

7. AREZRUVBERROREN
RN

8. hFlLDEEEIL WIBLEMZEL)
(%]
VI—11. @A EOEE] 12 TRAZ&RGT 5568 13MA L DIRFEEZITORWZ L] Lid#Eisi
TW5,



9. AHM
LN

10. &% - 9%
(1) FENMDELRSE - B, S8 I1EKRLERS
BARSAYA

(2) 2%
(SILEFFPYT12.5ug)
0.3mLX1>VU v
(EEZFD)D 250
0.3mLX1>VJ v
0.3mLX10 >V ¥
(ILEFFP)T50ug)
0.3mLX1>VU v
0.3mLX10 >V ¥
(IEFFPYTThug
0.3mLX1>VJ v
0.3mLX10 >V ¥
(ILEFFPY100ug)
0.3mLX1>VJ v
0.3mLX10> VU ¥
(SIEFFEP)T150ug)
0.3mLX1>VU v
0.3mLX10 >V ¥
(SIEFFEP)D200us)
0.3mLX1>U v
(SIEFFP) T 250ug)
0.3mLX1>VU v

(3) FHBE
PSRN

(4) REOME
WASHFHON 7 AGL ) Y

1. RRREESNLEME
TETH—
ARG - AR ST HE

12. Zith
PSRN

- BEICHT H1FR



V. AEICEEY 5IER

1. PEEX(IHHR
(SRR

2. EXIIHRICHET 5FE

5.
5.1

MEERITHHRICEET HFE

AAN OB G FTAMIEHE D B AEETEE O SFENTE D b o BHEAMERICRET S Z &,

B, BEBMEOBZE, MRBETERE TIE~E /o B BE T 10g/dL (~~ 27 U v MET
30%) A, TEBEIED B R A O MR BT B . ORAFIHE PR B s FE 8 S OB 2 A A
FHTIENE R EVREET11gdL (~~ F27 Uy MET 833%) A &3 5,
5.2 AFIOEEITE L Tix, BHEML THD Z L 2R L, thodiimiE (GeimthEgi, R mBRE
DRESE) ITIFHEG- L2 &,

<SR

ENEEARREBR IV C, MR ERSEOMOE M BF XA L, s5 2B rEam BFE I RE L THE
L2 MO RE LT, BEREOBZIZHONWTIE, ENERRREFEDOTA RT 4 10%
%E1, HD BETIE~TZ ey (LUF, Hb) #EEA 10g/dL K, JEEMED @ B4R
® HD #3, PD HB#H K ONND HE# Tl 11g/dL R E L,

3. BERUHAE

(1) BERUVAZEDHER
(MRBATEE)
6.1 ¥IEAE

Wi, ANZIEERT T N—% XL (B Efix) & LT, 118 50pg & 2 #IC 1
EE RN 5T 2,

2 IYRARIFY (TRIFY 777 (BEEFHEER), IRIFY N—42 (GBEEF

) &) HFHSASOUBEZVERE
BE, AR TF RX—% gL B z) & LT, 18 100pg Xix 150ng
Z 4 W2 1 EIEIRNEEET 5,

3 HMRERE

BMWEDENE NS, @E, RACIZ AT RX—% g &)
L LT, 1[[25~250pg % 4 BIC 1 [EFIRNER S35,

2B, WTNOHE A MIERORRE, FEIC LV EEEET 228, kEEG5EIE, 1 1
250ng £ 95,

(EESEHEERVCRFHEETRRES)

6.

6.

6.

4 YEIRA=

W, A= RE=TFy RX—F% Xd BEFE#Z) & LT, 18 25pg % 2 #IZ 1
Bl T XIXE RN G35,

5 TYRARIFY (ZTRIFY TILI77 (BEFHEBR). TRIFY R—42 (EEF
Hiz) %) HIHHASOUBZVEHAE

HWE ., RANCF ATy RX—% X3 (B FHERz) & LT, 1F 100pg XiE 150ug
Z 481 1 Bz T UTERIRNEEG-5 5,

6 HER=E

BIMEEHENELNT S, BE., BRAKIEZRTTF Y R—% RO BETHRL)
& LT, 118 25~250pg % 4 #IZ 1 [ F 3UIEIRN & 5-9 5,

BB, WTNOLE b EMIERORE, Fle I L0 EEERT 228, kekbGRE, 1 H
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250pg &9 %,

(2) FZERUAEDHRTRLE - R
'V—5 (3) AERIGHEZERE] 2R

4. BERUVREICEEYT HIE

1. BERUAEICHET SEE
B EN RO BEEITFEDOTA R T4 V5%, BFTOEREZEICTDHZ L,
1.1 YEzwEAE
T U AaRTF UBIFIN S ABNCOEZ 25 8100E, ~EZ eV BEH DI VIE~NY 7Y v ME
DHEBNEZEL TWDH I EA2ERLI-ET, @by o) 2aRcF o fFIOFK 58 4500IU
A D BEIZIIARA] 100pg. 450010 LL_E O B IZI3AH] 150pg & 4 812 1 B2 F ST ER RN #% 5-
T 5, B, BABKRRICBNT, AR Fr 777 (Enlfaz) fED S ook
ZAEHAREIZOW IR STV,
1.2 5 EHE
BEYHNCA~E 7B BV BEH DI NIEAY b2 Y v MEICEE R BRSNS 0o T A oHER
BHEINZA~E 7oV RESH D WI~~ N7 Uy MEx BEGENICHERF T2 2 L SRR S5 7
E. HERENMERIGAICIT, TRESBICRGEZET D2 L, ARITREAORFITH Y |
EMHREN R T 2720, ~E7 bV REH DL VIE~~ b7 Uy MEAOHER &+ 128152
L. HEMZGB SR EEZZE L, BAEAIIEE - KT 2L, 2k, HETD
BAIITEAIE LT 1B o179 Z &,
P 1 2 3 4 5 6 7
ARH 5 B 25pug 50pg 7508 100pg 150pg 200pg 250ug
1.3 BERREER
1.3.1 BHEL T 2RMEENRNGEONTLL, AFOBREMBZIERET L2 N TE S, ZOEAIC
X, BERREZILEETA2RONEZ e BV REH L WE~~Y N7 Uy MEOHERZ oI BIZ L,
F—OHFGETANEIa LV REHDWEFEAY 2 Uy MEOHEBENZEL TND I &R LT
ET. 1 HoOR5EE 2520, 28I 1 ENS 482 1 BICEESHZ &, BEZIIE, ~T7
REVREHLWEI~NT N Uy MEOHRBZHER L, EEHEOTELZITS Z &,
71.3.2 4 HIZ 1 HOFEGHBTNEZ 2 B REH D WIE~~ M7 U M2 B EERFICHERF C& 72
WIEAITIE, 1 o584 12120, 28I 1 BOKRGMFEICEFR T2 ENTE S, BREZITIL,
NETREVRBELDDEAY MY v MEOHER 2GR L, WEHAEOREEIT) Z L,

<>

UTAE  VESLC ORI B MER IR (UL R ND) B35 2 %5 & L7- CHOIR % 10<° TREAT
RBR 12% O KRG R AR L TN 5 OB RENAZINTEY ., 5%, K&
DK OB EOHEARIZ LY BE~E vy (LLF, Hb) RBEICKTHE 2 HAE
THAREENREZOND, LIz -> T, AFIOBE Hb IBEIX, AARSBITEZS XD AE
I TS MEERIEREE BT 2BHEMEEOT A K74, ARBRFESREY
NFINTND 2T RS CKD 28T A KT A > ) KO LW ERRMFIEH S
LORFIERESE T ENMEYEE ., THELXOCHEICE#ET 23 E] ( T[40
BGENEDO BEMIXTFRDOHTA RTA V5 BHOEREZBICTHZ L LRl LT,
AFNINF AR TH D E VW REEBEE 2 5 L. Hb BE A BAERPHNICHERF 5729
Wi, BAEME 2 ST AN E S BE L, BAS SIS E - KK 5 2 L nEE
THD,

7.1 VY 2R FUOR,BING OUE 2 HIEIHEIL, k@i (LU, HD) B 2R ICH 1
B (JH19308 #AER) Z i L7k, DI XAl U AR F R o8 5 &5
4500TULB A D BFITIE 100ng % 4 #1217, 4500IU4E DL EDBFITIL 150pg % 4
21 MR RETHLEBER LN, D%, FIAERE [HD, EREH (LT, PD),
ND] T, 80 A fTo= U 2w R F o RFH OG-8 450010/ A O 451213 100pg,
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7.2

7.3.1

4500IUMALL Lo BE 21X 150pg & 4 812 1 B35 LT, ZOZYME2Ma Lz, 0k
R U AEGH 8 ME D& 72V © Hb IREOEIFEMOME (Hb JRE RAIEE) 1%
HD 55 Ti% 0.064+=0.132g/dL/3#H , PD &35 ClX 0.096+0.169g/dL/i , ND B3 Ti% 0.112
+0.141g/dL/# & KX R BqBTRD LR o T, 2. U R a Rz F L HUHIH & AH|~
DUPRZIZE LTI Hh BERNLZEL TCWD I L xR LI ETURZ D LREETH
LEEzZ LN,

RBHENVSIKRZT o TATrhbOUREZHEICOWT I T AXKR=TF o T
T 7 DB ARBISOUVE X BRGNS N TWDH R, AR TFy 77y KR
AR OG- EIZENNS TR D,

[E N TR AR R R BRBA GG R I X LR =T TA Ty N EliEnTELT, Zx
ReFy TAT77hbOURBRZREBRITIERL TWRWad, XL _RF TaA7y
B DAFNI~DOYEEZ WIEFAEICOWTIRFTI S TV WE ZiR#l L7z,

ENERARRER O B AE Hb #2513, HD B3 (JH19308 3k, JH20563 6k) & O PD A3
(JH20564 3&5%) Tl 10.0~12.0g/dL. ND £ (JH19400 #k5k, JH18512/JH18537 ik
B, JH20566 3Bk, JH22757 #BR) Ti% 11.0~13.0g/dL (FHEERL « MEREB OB
KA DO B % B T 10.0~12.0g/dL) (5% E L AKI O FH &% 4 I 1 B8 L,
7235, Hb IENBEENICSH 555101, ERMOBLEICE Y Hb IREOHBEZHR L TA
FOAEEZBEHFE Lz, TORE, WINoORBRIZE W TYH Hb BT HEMN & #%
L. A EHFFIRZE T2 Z BRI, Zb0RBRICZBWNT, BEFOxT Y X
AR F U HUE L R T RMET e T 7 A VISEWITERD DL o T,
FRRBR CIXHEEN TOEMOIEEIC L5 HEREL /e L Lt?ﬁ\ F EFR#ERED Hb
/;;%r“@ A E R L7 fE gL, BA% Hb A 10.0~12.0g/dL D3 HIEEN CER D,
k0 HEAWEELZAEIL 368 i1 158 #il (42.9%) 260 1 _nu&b b, ERFD
Hb FEFEIX 10.0~10.4g/dL T 1.9% (5/260 1), 10.5~10.9g/dL T 6.2% (16/260 {4). 11.0
~11.5g/dL T 36.2% (94/260 1), 11.6~12.0g/dL T 55.8% (145/260 1) & . HAZ{E L
FRD 12.0g/dL 12D < E EEAMOEEIC L D ENMThI T\ e, £/, BHEE Hb BEIX
11.0~13.0g/dL O4 b AR, ERMORZEIC XD HEET 269 FH 113 #1 (42.0%) 161
RIZRR O B LTz, EERFO Hb /%f” 7% 11.0~11.4g/dL T 3.7% (6/161 {4). 11.5~11.9g/dL
T 11.2% (18/161 ). 12.0~12.5g/dL T 33.5% (54/161 ). 12.6~13.0g/dL T 51.6%
(83/161 ) & BAEAE EREO 13.0g/dL TS\ =T B B THhI TNV, 2D 2 b,
Hb ¥R % BRGNS HERF 3 2 72 012id, BARE BRI SWE bEABE T 52 &0
HELEZ LN,
L)L@: EXD . AREPFARAITH D LW RHEEBE LT, BAEEEZ RN L7220 X
VZAH) @)ﬂi%‘%aiﬂ%zﬁ“é ENEETHDLEEZZ, TNLEND H *“Hf‘ﬁ%:iﬁﬂm“éﬁﬁ
Wﬂg%%ﬁb BT 5 AT E - KR T2 L& L, £/, HEICHOWTIZ Hb
/;;%T“@Lﬂ IEELT, EEUJ: LT 1 BT o128 8 LT, i,cia\ @57* BT DAHA|
DOUATCETIE, HEME LRISGESW= SE L, B2 Hb A AN Lﬁﬁfc%/ﬁ}c:ci
KTzt tanTns

AFNOFH-FIBRA 2 HIZ 1 BIOPAR G A& TR, 4 812 1 BOHERH G EICBITT 5
BRI 2 e R OV &2 oW Tk, HD #8238 T JH20562 5 (- kN#5) . ND
BETIT JH19400 Bk GRRN#G) . JH18512/JH18537 #kBx (2 F#:¢5). JH20565
AR (B T#E) ROVJH22757 3B (e F#khE) THELT-,
BRBRICB T D2 WEMEOUIE 2 &k %% 1 1R Lz, HD A& 0 JH20562 iR CIX
Hb #EE78 11.0~12.0g/dL., 81 2 Bif 4 W@ O#IMEN 1.5g/dL AT TdH 5 Z LA 2 [[][FE—
AR THZSNTWAEA L Lz, ND B&F 0 JH19400 RABR CTix. Hb #EEN 12.0~
13.0g/dL. Bz Bif 4 B OBINEN 2.0g/dL LT TH D Z &2 2 HFE— AR T Sh
TWA A, JH18512 iR/ JH18537 Bk Tix. Hb B 12.0~13.0g/dL TH 5 Z & n
2 [ml[E— A& TSN TWaELEE L Lz, £7-., JH20565 3B Tix, Hb B 10.0~
12.0g/dL. Y12 /i 4 B OBME 1.5g/dL UL F 054, JH22757 35k Tlx. Hb ek
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25 11.0~12.0g/dL.
7SN TWBIEEE LT,

YR Z Hii 43

RO &) 2.0g/dL LT CTH A Z &2 2 [l[F—HET

# 1 KRBT D BE MR 2 FFo &40
N B3 2w 4 B o N
B . — Y 2 B D i 1 o P 2 B oD
PSS PR S A% No. Hb 1 (g/dL) Hb RN & -
(g/dL)
T RN JH20562 11.0~12.0 <1.5 21n][Fl— H &
FRRAY JH19400 12.0~13.0 2.0 2[a][F— &
BT JH18512/JH18537 12.0~13.0 BREMRL 21n] Al — &
RAFH
an JH20565 10.0~12.0 <15 BERL
an JH22757 11.0~12.0 <20 2[m] [ — A &

INHOUREZEMET CHEMmL-HRGMREERI%O Hb JREKOEHERT Hb JRE+
1.0g/dL LIN DR 23 2 IR L T2,

HD A#F > JH20562 AR T, 2% 4 %o Hb EBEZA{LEIX 0.12+0.50g/dL, 2 5 {i
Hb 2 £1.0g/dL IR OHERFRIL 92.6% Th ¥ . BAFICEGRIBO U 2 23 Toi7-, ND
BHF O JH19400 #RBR K OV JH22757 ikBRIZE VT, AF 4 %O Hb BEZLEETZN
ZH 0.15+0.66g/dL, 0.22+0.60g/dL, Z ¥ fij Hb 2 +1.0g/dL OHEFFHRIT 93.5%. 82.6%
& HD H3E L RERICUI 2 X B CTh o 7=, Lo L, JH18512 ikBr/JH18537 7k, JH2056
5 kB Cld. Hb IEA BN T 21 0.83310.90g/dL., 0.67 +0.68g/dL & JH20562 7k,
JH19400 350 K& O JH22757 #RBR I R TR0 K & < A2 F A7 Hb 2 £1.0g/dL IR O
FFRHENEN 76.0%, 76.3% & ORVMEA R LIZZ LD | AAIOFRGRIEZ 21812 1
B 5 4 #IZ 1 ENCEEZ D54 E LT, [A—HETHb BENZEL TS I L 2R
?“é & RO 2 fi1 4 O Hb BRI EN S TR L 2R T2 212k,

ELTURERNAREL 70D Z LR S LTz, ZRMIZHOWVTIE, WTFhoLRaillkn
’C%) IRz % 8 55?'30)7%%%%%@%%%%%&%@?‘]@&:% LCUI 2 AT 8 M & T

IR N2 oT,
_m%@_kwg\xﬁwﬁﬁﬁﬁ%2ﬁmlﬁﬁg4@K1@K@%ié%@%%&@
AEICE#ET 2FEEE LT, [HEMRELEET 2RIONE/a BV RBEH DI WIE~~ b
Uy MEOHEREZ +3IcBlg2 L, FA—0EEET~TE/ v BEHIWVIEI~~Y 7V »
Mﬁ@?&%ﬁﬁiﬁbfwé’k%ﬁﬁi L72 LT, 1RG5 ELY 2ZICL., 21 HNS

1E’ﬁﬁﬁé Lo BHEFZICIE, ~E/ B VREHDIWIEA~AY NI U MEDOHE

%%Eﬁmu EA)EHE;@ Hﬁk%?ﬁ‘a — &J k '_‘/E_’L/‘ZLL.O
& 2: 22 1RG4 I 1 B~ G HEOZE TR O Hb o8 & OWERE=R
E“Erﬁﬁﬁ IS AT
% 4 = ~ ; T2 28 BB Hb
A% | mees | ®WNo | Hbag | Hbggg | TS| JOMNATHD R
(e/dL) (e/dL) X o +1.0g/dL LIN D
& & (g/dL) HEFEER (%)
M EHT RN JH20562 | 11.22+0.29 | 11.34+0.52 0.12+0.50 92.6 (25/27)
FRRA JH19400 | 12.30+0.24 | 12.46=*0.70 0.15+0.66 93.5 (43/46f)
s ‘3%11882;27/ 12.39+0.31 | 12.70+0.92 | 0.33+0.90 | 76.0 (38/504)
PRI
BT JH20565 | 10.79+0.64 | 11.47+0.78 0.67+0.68 76.3 (58/76%)
BT JH22757 | 11.36+0.30 | 11.58+0.70 0.22+0.60 82.6 (19/23f)
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7.3.2 43I

1 [F O E-[0E T Hb J2 A 8.5g/dL AWK T Liz7zdiz, 2 I

(CEF LB T HD B 2%kt 5 & U7 R EER (JH19308 iAER) T 4 JEFNIIFERD Hivi=,

ZDHH JERNX. ENEN 4 I
1m\wmg%zﬁmlﬁ®&ﬁﬁ@fﬁﬁbt&*%
1% 10.0g/dL 2L EICEfE L, = DO%ITHE 4 8
T?é:&ﬁ<&5%%ﬁ#é:kﬁf%to@k 1 EFE 4
18] 25ug (2258 L 10.0g/dL LA EIC[EIfE L7z23, 20k, 28I
%EﬁlZ%ﬂL%%ittb\%ﬁﬁ%®¢iﬁﬁ
IZBWT, &EMFEL 4 BHIZ 1 EG 28]
oz,

IO ENB 40T
FEICBEET 2 ERE & LT,
U v MEDS B R

IIEI

C1ENCEE LIZERO%Y

4 @1z
CHERF CE WA, 1Mo EES 1/21C

MICEET 5 N TE 5, BEEZIC
@%%%ﬁﬁmub ﬁﬂﬁﬁ%@nﬂﬁk%’r 9 kJ L3 /l:L/ﬁ_o
5. BRERRUE
(1) BBERT—42 /8y H5—3
I THETY Y 12.5ug BRI OFIFC BN AR D B AGE 35

[SAt TS Y v 25pg/ 50pg, T5ug./ 100pg,” 150pg,” 200pg,~ 250pg &
JP16690 ik D A st THEMi S 4, £ OMUILE IR TH 5,

L. 2T

1 [RloF G- 150, 250, 300ug OFIFETH D 75,
WFHROBEIC

1 Bl 5-[fRE T Hb 25 % H RGP IR T X oW GE o FHIE KDY
1 FORGRFET~EZ e B RBEDH D WDIEA~~ FY
1 [BlDO#E 5
X, "B UVBEHL W I~ 7Y v ME

. ZEERR L,

Ak (REAREEL ]

1 Bl 5k

BUWTH Hb R
Z 1 Bl O GHEEE ﬁELT%Hb%fiﬁ
2 1[5 50pg A5 2
25pg TEIZ XD Hb
WS AR L=, b 4 SER

APEIZIEVIIER D B

. B | RBORM | AROFVA N )
+H PSS @ (345 No.) ¥ S HIELOHE £ 5514
- v | EEALIER .
? R fﬁﬁ;ﬁ? e F54K, 0.8 1.6, 3.2ugke gf4%%
| o PO, L] :
B R Y=y e
N L S = .
- BT %ﬂfﬁi% 75t H A Z5+E, 04, 0.8, 1.6, 3.2ngks 40
PR, B
MR | e AR A EAILIEE KR
g | PR (prg117) FER L i, g | 100 150, 200me 26
Jif . .
& B Al B3R WAELILIEE R
B g || apisie) FEM LB, g | 100 150, 200mg 24
P T —
- AR A HIELILIEE KR %
" B (gp1easa) PER Szt i | 100 200, 300%ng 25
JE gL A ES A IELILIEE KR -
e | 2T | piesss) BER L ik, e | 100 200, 3007ng 27
Al - :* WAELILIEE R
| MR epy | FMLSCGERER RERS H ot 12.5%, 25, 50, 7hpg/2id 60
% BT (JH18120) 6
i e | BEEAIFER
s | e | ey | BETEE | pensin 12.5%, 25, 50ug/2ill %5
5 6iA
% N . WAL EER
n HRA E‘(?ﬁiggﬂ;ﬁ RER Heiak R 25, 50, 75pg/2iH 70
B mi 161
BT T -
H NP EERLIEE MR IR 2 %54 (81) : 50, 100, 150,
= HRPY %ﬁﬁgﬁiﬁ% TR FL iR 200ng/4iH 139
i~ 483 U 5+ 25~300pg /41l
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. # 5 AER D B REBEOTIA v N N . %
+H P @ (348 No.) i FER OH & B H-B15K
s - WA . N

RN | e | eiste | DLICT 25 B0 Tongail 57
(JH19400) 48~503 MR e s
PRA7HI 2ok - JH18512
= =i 4 A e
| Goemsm | BESETUR | i 05, 50, Topgro 77
(JH18512/ 48150%” g MR 50 12~300pg™/45H JH18537
JH18537) = 50
M - I .
B | AR | st | PR SRR 18
(JH20562) 24~263H MERFET - LR
N - FEEH . - .
» U A MERFRRBR | T s s B 2 e 54 (8i) : 100, 150pg/4if
. HEARPS (JH20563) 5"%‘%%% HEFF k% 510 © 25~400pg™/418 156
k73 483
ZHT Yz B (8H) -
e AFl 5 100, 150pg/4iE A
e WERIL B | el 5 < 92950, 3000, 4500, 63
& YR 2 MERFBR | i BREER -
iRy (JH20876) oA 6000IU/3#
HERFEE 59 - 3 5 N
AA ; 50~250ng/4H 63
THIF L ~_—4% ; 750~9000IU/i#
I
F KA 5 25ng/238 AHA
il A M - IR E M TRTZF Y N—% ; 6000IU/H 91
A Ay BRI Pt FEEAER HERERGH -
(JH20565) 24~26iH AFH 3 25~250pg/4iH E e N
B THTFL ~R—% ; 3000~120001U/2 89
i
T | wEmssm | TR DR B 5 (S) ¢ 100, 150pg/aill | FZF - 70
5 RN | (JH20566) AR HERF R 530 - 25~400pg™ /43 HRA - 31
% 48
# B G -
AH 5 25ng/238 AHA
2 i e - MR L IEE R TRTF L R—% ; 6000IU/1~2i# 45
Ay BRI Pt FEEAER HERERGH
(JH22757) 24~26iH AFHl 5 25~250pg/4iH E e N
THRTFL ~—% ; 1500~120001U/2 43
i
mw | r | o | TR AR B G () : 100, 150pg/al | FZF ;35
FEHT | RN | (JH20564) 48% I HEFR k% 51 © 25~400ng™/418 FRRN : 28

(2) BRPREEHAER

1) BEEKkE

MAKIOKGEAE 1 [ 25~250ug THD ([V—3. FAELOHAE] OEBMR),

O BT B 255 & U BRI GRikN&S) JP18117) D

M EZATHEAT O BRI B & )R A& BRI G- L - BR O SR BN RE, 3707

PR H HOII I UV 2 EL SV TR L7z

RERT YA | FRBEEIC X D SRk R E AU IE B R AL LR R

poEd MiRENT BE

BTk A% 100ng, 150pg & OY 200pg & HEIFARNE G- L, 4 BEEZE LT,

%k 26 % (100pg #¥ : 9 B, 150ng #F : 9 5], 200ug #f : 8 f1)

A B SpEhie, SEMROG, et CGRpEhgix (VI EphkicBd 25E ) 20)
T J 2 ReF RFIDSARK 100, 150 £ 7713 200pg (ZHEE 2 CHEIEARNBES: L7 fE
B, WTFROBRGEICE O T Hb BT 4 BMICh 7 0 RE L CHER S Nz,

St FEESRIT 26 BT 16 1 (61.5%) 21 TR B, 5%LL HICHH LA EERONRIT

e EIFEEZ 3 ] (11.5%) ROBEEA 2 6] (7.7%) Thotm, Fi-. HE5ELFEHROH
EMEITRO LR o T,
EIWERIE 100pg BT 161 (11.1%) 11+ (Z9FiE) . 150ng BT 2 6 (22.2%) 3 14 (BEJH.
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ECD. ) S RORILE) . 200pg FEC 1 BT (12.6%) 11F (RiliUE)
UG R O EE A HFEEFRITBD R T,
MR R T R—s ST S TORE TR Th 1,
BLEJ D, A 100~200pg ORGSR,

IZRBH BT,

QRIS IE R R BTG 2 xR & LA kA S5) (JP18118) 2

AR H Y

BATEARTOBVER M EE 25U, AH & BEEIRN B S LIZBRO S ERE, HT) /Y
BB OVZ POV TR L7z,

BT YA

TSR BRGRIEIT K D S ax SE R BEVE 2 (LI B A [ Ll

ES

TRAFIIEME B s R

AR 1%

Al 100pg, 150pg MO 200ng % HEFHIRNEES L, 4 BRI LT,

IE:S

24 %) (100pg #¥ : 8 B, 150ng Af : 8 5], 200ug #f : 8 1)

FEfHi

HyERE, FNERME, Lavk CRWEIRRIT VI EWEIRICE4T 25 ] 2R

|

BRS R

-]

T J 2uRF HHFIDSARK 100, 150 F£721% 200pg (U % CHEBEIFARNE S L7 #E
B, WTROBRGEICEOTH Hb BT 4 BMICh 7 0 LRE L CHER S Nz,
HEHESRIT 24 Hh 10 B (41.7%) 16 HFRIZFED Bz, %L EICRI LA EHELRON
RIT. SIFTEZE S 5 41 (20.8%) . REIED E VS 241 (8.3%) Thotl-, £7-. &L
FHRE OBFEMSRITRD N T,

BIEAIX 150pg BT 161 (12.5%) 14 (i L5,
) RO BT,
HUBILOEERAFEFGIIRD o7,
MEFHTRETF Y R_—F NDVFRIET R CORE TRETH -T2,
PLEIZ 0, AH 100~200pg DA HER ST,

200pg BEC 161 (12.6%) 14 ()

ORI

g o & U ERR R (T #kS) (JP19454) 2

B E W

BATEART OB PR ML EE 25 R AHz BRI R TG L2 BRO Sy EEE, 327)FrI UG
R ORI OV TR LT,

RERT YA

TR EREREIT & 2 ek SE R VR R (L IE B e [ LR

SES

PRAFIIEVE B s R

R TT 1k

ZAF) 100pg. 200pg K& OF 300pg™ & Hilm gz FH G- L, 4 WE#E L,

E=S

25 {5l (100pg £f : 8 i, 250ug £ : 9 . 300pg™ B : 8 f)

R A

HyERE, FERME, Latk CRYEIiRRIE TVIL EYBIRICET LA )

|

S R

-]

T 2R F L EEIN S AKI100, 200F 7212300pg™ (T U 2 CHAEIRE R G L7 R
WFHOFRERICEB W TS Hb B4R 0 &E L TR S hurz,
HEFGII2561H 6] (36.0%) 16IZFBH BTz, 5%LL EICHB LA EFHLONRITE
MHEEZE 23561 (20.0%) Tholo, Flo, HEELREBEL OREMEITRO bRehoTo,
BIVEAHIZ100ng #ETLHI (12.5%) 148 (MaEAPRED) . 200pg #ECLH (11.1%) 144 (i) .
300pg ™ BETIH] (12.5%) 2ff (i, @ElE) (23D b,

EEMAEFZII200ng FZ1H] (11.1%) 11 (A ==—/19%) IZFB L=, JEEIZED
B L, K& ORBERITIEE SN, ok, BEAITRD LN -T,
MiFFHH R TF o R—=F RIAHEITTXCTORETEETH -T2,

LLEX v, AH 100~300pg™ O AN HER S,

MAKIOKGEAE 1 [ 25~250ug THD ([V—3. FAELOHAE] OEBMR),
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(3)

OB 25 & U7 BRI (B T 5) (JP19455) D

AR H Y

WEREET 17 1 O BB LB & X1 BT AR BRI R G U= RO S BITE., 302
R R OV el c S TR LT,

e

R R GREIT & D ek SE R VR 2 (L IE B W ] LR

SES

EREHTHEA T B

iR T7 1k

ZAF) 100pg. 200pg K& OF 300pg™ & Hilm gz FH G- L. 4 WE#ZE L,

E=S

27 il (100pg £f : 9 i, 200pg £ : 9 . 300pg™ B : 9 )

Al H

HyERE, FERME, Lavk CRWEIRRIT TVIL EWEIRICEd 2HE ] 2R

ARG SR

T A mRTF L HHF B AK] 100,200 F 721 300pg™ 2 Bk 2 CHEI R RIS LZfE R,
WP OFRERICIBN TS Hb I 4 BICHh 0 ZE L TR Sz,

HERESLT 27 BT 10 ] (37.0%) 14 FEIZFRD B, 5%LL FICEB LA EFELOWNRIL,
BIHGAR M 2 B (7.4%) KROAT—T VEEEGED 2 6] (7.4%) CTholz, £i-, 5 &
LISBROBEEMEITRD IR T,

BIERITWTNOERGEIZ LD Do T,

EERAERELT 100pg BT 141 (11.1%) 14 (K& XZ4) KO 200pg BT 141 (11.1%)
1 (ERRR) 12D S, W OES HARK & OREBRIIGE SN, 2B, FLC
TR e o7z,

MEFHFLERTT L R—=F NIAFEET R TCOBRETRETH o7,

PLEX 0, AH 100~300pg™ 0B MEN R ST,

XAHIOAGERIL 1\ 25~250ug THDH (IV—3. FHEROCHE] 0EEM),

O 2R & Lca BRAYERFESIERER (JP29942) 19

AR H Y

fREERR N B2 )G & L, BUTHRARD L HifAD ¢, =Rz Fr R—& Rar e LT
200pg DA — &% BBl TG L7256 OEWEiiEEZ . 220 s v 24— —1k% H
WCRRRT L. i P SE i FE R B AR TR (AUChs) & OREILTE FIRE (Cma) % H
WA COE R OEMZEHRISEEEZRFET D,

e

M2y a AL —n— T2 MME, IFERRAR

RES

PRERERRA T 1

R TT 1k

BB GRND U A v 27 v MIRIE 56 AT E L, 85 1T M8 G-057 b kg £ C
(236 HE LT,

IE:S

60 B (%8 : 30 f51)

BRIEEE

EWTERREE, et YRR, K NT A= CGEYERIT TVIL 3EEhREIc
B4 oHHE] Z2R)

ARG SR

FHFHMEH T D AUClast & Cmax OHATRIA o & FrildH] D & 0 AWy 0 RIS DS RGE
SNt T, BEMROENFRT A —=21h54, mRAIO LSRR ZEMESHER S
72

HEFELOFERIT, BT 9% 51 Tl13.4% (2/5841) | 38 55 4% 51Tl 11.7% (7/60
B) THY ., BITRA OB 5L 0 b HTRAI DB SR O RE Do T,

W, ZTOMOEELRGEEEGIIRO LN -T2, IBROPIEICE > HEFRIT, #
) O G O 162 K AEMRRMEROS (PT @ Jetb~FRTOIREE) 28580 bz,
BERZOFRBERIL, FATRA 958 X0 A D& RO 0N B o 723, R
DTN OFERSE G 1FIUI2BITH - 72, WTNORFI O GHHC G, BRI & OV A
ANV A R LR L 7 2 g EBIRD Do t, £z, HfimFh=Fr X
— & NANVFURD G & 2R o e BRE X W e o Tz

a) 25pg JHKI, b) 12.5ng K

2) RERE

'V—5 (3) HERIGERRR 0ESMK

RAERIERAR

HTHEASE I AHEKER
O ST B 265 & LA mdaERER FHikNES) (JH18120) V

St AT R THR OB I AR A RESRIC IF B RREATRE ] LGRS O & i iRP - L
TZBROAZE (SR AR) | Ak OSSR EN TR 2 5 R I B SUCPEIC DWW TE L7,

BT VA | PIOBRERIEIT K 2 Sk LB 2 (LI B R L RGAER

RES RS g g
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SR i A 12.5pg™ . 25ng. 50pg KO\ 75ug & 2 WU 1 [El O S T 3 BIFIRNE S L (A%
HIR - 6 ). Ftk 2 BBl L,
{GilEe 60 il (&FE : 15 f1)
A TE B Aok, et EpEhhe CRWEhiE: TVIL RyEhikicB4 2HEE 1 2R)
%
AFKI12.5%, 25, 50F7-1375pg % 20 1E O£ 54 CaE K E T RN 5 L7 #5455, Hb
IREIIHEIKEL TR L,
et
HERERITE0H 4361 (71.7%) SOHIZIRD HIL, 5%LL HICHB LA EELONRITE
MHEEZE 231661 (26.7%) . B MATH (11.7%) . BEFE 2461 (6.7%) Th 7o, HHHEBITIX
12.5ng BT 1501126 (80.0%) 220, 25ug #ET156IT9%] (60.0%) 150, 50pg #ET
Vi aRES 1561 #1241 (80.0%) 234, 75ng HETI5HIH 1061 (66.7%) 2012588 Hiv, &hH& &5
BLE @B LR o Tz,
BIVER X25ug BEC1H (6.7%) 1M (=22 br—/ L REOIME), 50ng #T16] (6.7%) 1
£ (y=GTP ) 128 BTz,
EERAEELIIS0ug B T2F (13.3%) 2 (ABtZzZE LI-m 7l U 7 AE, %#%7?
7 NEAEAOHE) IR B, WP B ARAE ORBEBRIIGE SR, ek, FETHIT
O Lo T,
MFEPPHZRET S R—% RIAFURTT X COBE CRETH -,
PLEX Y A 12.5~T5ug™ % 2 NG T 3 MIFARN S L 7B AR MR R S,
MAKIOKGEAE 1 [ 25~250ug THD ([V—3. FAELOHAE] OEBMR),
ORI B R B et 5 & LB imdcER R (BkNEsE) (JH18084) 2
. BEHTE AR O BRI B & )G FEE R TRER PR BRI TR ﬁ%ﬂ)ﬁm{&ff L 7B
O (BmdEEDR) ., etk Sy EhRE 2 fEEIC A &RSEISW CTRET LT,
RERT YA v | PRBRERIEIC K B Sk IR RS L IE SRR H iR R
PSES PRAT R Pk S s FR s
SRR 1 AFI12.5ug™, 25ng KON 50ug & 2082 1 RO GHEE T 3 MRS L (GEZEIR
6N, =Dk 2 AR LE,
% 25 B (12.5png & : 8 5], 25ug B : 9 B, 50pg #f : 8 f3l))
A B Ao, et Epdhke CRWEhREIX VI RyBhieicBd 2B | 2R)
ok -
AHN12.5%, 25% 721350pg % 21 (2 1m0 By 54 TR KA FIRINEE G- L7 5. Hb e
EHEIETFE LT ESR L,
- i
HEFELRII2BHFL7H (68.0%) 30D BNz, %LU EICRI LI-AEERONTIL
e BHGEZ 25601 (24.0%) . EIMLENSH (12.0%) ., HELA26] (8.0%) THhot-, EEHE]
PR CUE, 12,508 B CIESIITON (75.0%) 15(F. 25ug BCILOPIHTH (77.8%) 9. 50ug
BECII8HIT4B] (50.0%) 6B, H&E L IHBIE L OB TR ShithoTz,
AIEFNZ12.5ng BECLE] (12.5%) 14 (EIME) . 25pg BECLE (11.1%) 14 (&),
amgﬁTnWJuzﬁ%)lﬁ:GﬂmF) IR BT,
FHLFI R OEE 2 ERGIIRO R0 5T,
MmFFH=REF «“~57 RANVFURITT R TOBRE TRETH 72,
LI 0 AH 12.5~50pg™ % 2 NG T 3 BRI E G L 720 REMER 7 S i,

AR OAGRHRIL 1 [A] 25~250ug TH2D (IV—3. HEEKOCHE] OEZHR),

(4) BIEMORER
1) AMHRIEHE
OmIE AL 1T AR RISHR
#EE AR
OIENEE 2 5% & L AnsEnig @IRNES) (JH19307) 19

M HEEHTREAT T OB M 2 BRI EERHEE E 238 572 O Hb #EE O RURERR O
fHE (Hb #REE EAHE) &L, ﬂ&ﬁﬂ@%ﬂﬁ;ﬁ*&ﬁ B DEGRHELE R B oM % B IC A &
BOGSRER 2 —HERIAIC TRET L7,

AR H Y
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e

THSRB SR K D S L R MR 2 (b — B B R TREH] Mgl

RES

T Au R F CRAIOIRE £ 5% T D s B H

AR 1%

TV 2R F URBOKRIEIZL Y Hb BED 9.5g/dL FKi & 72 > 72 BT L, AAl
25pg. 50pg KON 75pg OV E 28I 1 Bl O GEEE CHAIRNE G- Lz, BGHIRIE
16 & Lz,

IE:S

70 B (25ug &E : 25 i), 50ug #F : 21 i, Thpg B : 24 )

FEfHi

A, etk

ok -

Wiz o Hb JRE R #HE X, 25pg BE. 50pg BEK OMT5pg BTN EH-0.027 +
0.178g/dL/#H (CF-¥IE £ HEHER =, LUT RIS . 0.233+£0.125g/dL/H K 180.343+0.135g/dL/
HTh Y HERIGHENRD bz,

HbBEDR—R2 T A MER OB OEDH -0 O ) 2unRoF ARG R IVER L
LTI LA H- D O Hb R EAEEIL, 25pg B, 50ng HER OMbpg BECTEALEL
-0.025+0.031g/dL/#, 0.226+0.035g/dL/#H & 1%0.347+0.031g/dL/H & G20
Hav, 25ng BEIZKRE L Th0ng B (P<0.001), 75ug #f (P<0.001) OMBHIA R R7Z=NEH
bz EHRE),

B

HEHERIIT0H 4961 (70.0%) 10114588 Hiviz, 25ug BE. 50ng B & N75pug BETiX
25611861 (72.0%) 371, 21611561 (71.4%) 334K U'24%1+ 1641 (66. 7%)
BUFIZRD b=, HELAEFGZORBRE L OFEMEIIFRO biehroTe, ERAE
FGULEMHIAR N E 961 (36.0%) . 91 (42.9%) 33 £ V4B (16.7%) 44523161 (4.0%)
1651 (4.8%) FBLU3HI (12.5%) TH-oiz,

BIVEFIZTOMIT 26 (2.9%) 21388 Bbil-, 25ng BET2561H1 141 (4.0%) 14F. 50pg # T
21605165 (4.8%) 1B LAV, Topg BETIERD e o7z, FOWNFUE, 25ng BEIC
B DRG], 50pg BETd U BN T o 7,

EERAEFELITTON 45 (5.7%) MEICED B, Wb Tonug BEICB W TR B
Too EOWHUL, B, BINARFERMERURE N, v v ]\?95*5 BAMEDKLFITHD , \
THOFERLAF E OREBMRIIEE SNz, 2B, HEHTRBDO Do,
MiEFT ) 2 RoFr R—% XILHIE] iﬁ“«\’(@%%’(“l@‘ﬁ’é&;oto

#5E
BT HIAT o O BPEE MBI x L CL AR O W 5- O HERE B 4 — B MRk TRt
L7cfER, 2I1m50ng @Y TH 5 EE 2 L,

QmEENT A 2 AR L LU A MRl (B IR ik 5) (JH19308) 3

M T REA T H O éEJI[L%%%?xT%% COEERRIATREH I EGABRIC T ) An AR e F

R A RPN BAR O 4 I 1 [MOBGICHE 2 2008 2 WA A& L B GRICRIT 5
MR Otk et Lz,
BTV A v | HREEEIC X D SRk R RE AU IE B R A TRER L iR
boES T J 2a R T RIFRIOIGE 2 %) T 5 MRENT BE
BEEOT ) 2R o RIFIOREET %@-%‘%ﬂi (I &8 . 750IU/A8 LA _1-45001U/38
Afiii, &R - 4500104 LL E9000TUAALL ) 12431, SO BEH & tko
HERFR 580 2 g TR S HIZ48 M & L7,
DB AR5 (8EM)
B Y A E & LR ERICIIAAIS0pg, 100ng XiX150pg, A EREIZIX100pg,
S 150ng XiX200pg @ 9 H1HEE MIEZIZE 0 AT, 4l 1B O B 558 < 83l M # AR
BELT-,
RS H (40:8R0)
Hb #HEA310.0~12.0g/dL 22 X 912, 25~300pg™ O CH 5 RA T L, 4
W 1[E] O F 54 C4038 RFFIRPN RS- L7z,
o 139 fil ({XHEHRE 50pg #f : 24 5. 100ng # : 24 #il, 150pg #f : 21 i)
(B AR 100pg B - 22 7, 150ng B : 25 f5], 200ug B : 23 1)
FFmIE H Ao, et
g
(B0 % #% 5-11)
Y TS W= o Hb jE EREET, [KAERO0ug B, 100pg B N150ng HETENEN

-0.097+0.198g/dL/#H (CPE¥fE AR, LLTFRER) . 0.045+0.116g/dL/#H &% 10.074+
0.177g/dL/A, EHERED100ng B, 150ng #f & 0'200pg #E T2 41E41-0.110+10.115g/d1/
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¥, —0.047+0.140g/dL/3E & 180.055+0.156g/dL/AR TH v . KA ERE TIX100pg, &HAE
RETIZ150ng DHEHEL R b/NSUMEZE R LTz,

B 5 4387% J 0814 D Hb JRENR—R T A AE+1.0g/dL LN TH - 7= BE OEE T, K
FHEREO50pg B, 100pg B & ON150pg BECTEINLEI68.2% (15/22f1) ., 81.0% (17/2141)
K UY50.0% (10/20%1) | & D 100pg BE, 150pg & & ()200ng B TZNZF163.6% (14/22
). 75.0% (18/24%1) Kk 1N66.5% (13/23%]) TV . {KHERE TIX100ng #E, = HERE
TIX150ng AR b Ed 2T,

(MERF 5-H1)
AL @B E &b 7o 2R TORBRIIM oY) Hb L, #5060, & 524
B KO E48 B #% TZENF110.567+0.08g/dL, 10.74+0.93g/dL % 1*10.97+0.76g/dL
L. BIEE10.0~12.0g/dL O CEHNCH -V ZE L THER L=,
B Hb RJ£10.0~12.0g/dL O#EFRF=IL, £ 524 0% K O 548 % TENENT4.1%
(86/11761) K 184.5% (82/102f1) T v | FRERHAM %8 L T80%HItE DM Z /R LTz,
723, Hb BEENGAIC 1A 0% 58 T8.5g/dL RiMIAR T L7701, 282 1R 0# 54
FEICEE LI BRE DD T2, WO BE S 4RI 1R OR 5B O#) -5 2 208 12 18]
b4 52 L2k v, Hb EEIX10.0g/dL UL EIZ[EIE LT,

TEM -

HERRITEAE T3 T134%] (96.4%) 5951:IC78D b, KB DO0pg #. 100pg
BER ON150ng BETENZN246h23%1 (95.8%) 881, 2461th23%1 (95.8%) 861, 214
H20f (95.2%) 634, mIHERED100ng B, 150pg # &k UN200ng B TEEN226]F121
Bl (95.5%) 106ff. 25(1254] (100%) 112{F. 23fF224] (95.7%) 140fF L W3 o
RECB W T HRIRE TH o 72, BERN10% L, EOFETLT, SIHNTESL57.6% (80/139%41)
FREORIE12.9% (18/13961) . THI12.2% (17/139%1) . #512.2% (17/139%1) . & ifi =
10.1% (14/139%1) T -7=,

BIEAIX 2R T13961F19%1 (13.7%) 284588 b, (KA EEED50pg #. 100pg FEER Y
150ng B TENEN24F 151 (4.2%) 2. 246154 (16.7%) 5, 2161913651 (14.3%)
31, EHAERED100ug #E. 150pg #F K 1200pg B TZLEN22610 4] (18.2%) 4. 25
BIH2f (8.0%) 2. 23FIH 561 (21.7%) 7 &, B5EITKE L7 RBEEO L7 TR
LR o T, B, BEENE%NLL ETH > ZEIERIZEMETH (5.0%) ThHh-olz,
EERAFEFZITI396H276] (19.4%) 30FIZRD B, ZON, KA & OREEFENG
EENZhoTmHRIL, Vv v FEHZEG] (1.4%) . DEAME), SRS 16 (0.7%) T
Holr, E-. DARICEZETHARLE (0.7%) RBDSBNT=AS, FHYERIE T CT fr L
TIERFITHONTERIEL B2 DD, BB, REIRCE D L ONLHRZEICL DL 00
REA) LWL, AH & ORBEBRIIEE S,

FRARAR A CHRR LRI & 2 2T BIEERO DT MG R T R—x N
BREIXT R TORETRETH T,

E=A
Poaf -

MENTBE 2RI Y AaRzT 8L ARB~OYREZ M H &5 HRE Lz, 20
FER. MR AR, =V AR T U RAIEH 72 0 450010 K OB I AR %
4;#1Z11A1100pg. 45001U LA EOBAIIX1EI150pg AHELE Sz, I 51T, ARAIZ4HIC1
BlOFRGHEECHEZBEETHAE T Z Lk, EYICZE L Hb BEOHRENI /RS
72e F7o. BEMICOWTIIHTZICHEE R 5 FERITRD N o T2,
MAKNOAGEHRIL 1 [ 256~250pg Th o (V- 3. HIELCHE] OEBR),

ORI PER g B 2t g & Lok ® - dogieRlik (2T, #irN&5) (JH18512
/JH18537, JH19400) 4

BHTEAR OB A MEFZ R E LT, A% 2 B/IC 1 EE &SR OEIRNES L

R H W SO M EENROARRGEE 4 HWIZ 1 BRI X DA MEERD R L O 2k % %

HASE TARERBRIC L 0 at L 7=,

REBRT YA v | HRBEEIC X D SRk R R E AU IE B R A TRER LR

PSES PRAT R kS s FR s

AFN PG BRIEH . Hb IR 12.0g/dL LI EICEET 5 £ TOHIM 2P0 58], 12.0g/dL

L ISR U= DI O IR 2 HERFR S0 & U7, S5 I #% 530 & % 5100 & Ok

HERFIE T 48~50 W & L7z, 72720, B F#RGHBRIT 24~26 BB O TiBR L £ Dk 24~26 8

M5 T3 L7z,
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HAR 5 A
2 12 18] 25pg, 50pg. 75pg DWT 1 HEZEGRGE S LT, K THRETIX 12
~150pg™ . BARMNEL G ClE 25~150pg OFEFHCH BRI LN b5 L,

HEFR 5
HEFFR G HIRATIR. AiRlORGRFICHENER INTE 57, 2> Hb BER 12.0~
13.0g/dL DEAITIT, BEEL 2 fFE L U THREHEL 4B 1 RI~LEE L, Z0D1%,
Tl 12~300pg™  HRIN R 5-Cld 25~300pg™ O #iFH CH & L s 54 5
L7,

ZIE=3

Fe T HeHRER - 77 B (25ng B ; 25 B, 50ug A ; 26 5], 75pg A ; 26 i)
FrRAN B 5B - 57 61 (25ng #F ; 19 B, 50ug B ; 20 5, 75pg #F ; 18 4)

Al H

Ak, etk

B -

(B 2 # 5-1#1)

HoH7=v O Hb JRE LAEE (CRAOECAERERZE, DITRER X, K TR Tid26pg #.
50ug BEM N75ug BETE N Z10.100+0.108g/dL/3#, 0.227+0.137g/dL/i# } 170.303 +
0.159g/dL/E., #ARMNEZ G5B T2 +10.129+0.118g/dL/AH, 0.352+0.219g/dL/#E K O
0.412£0.174g/dL/ETH > 7z, WTHNOERERKIZE N TH HESENTRD b,
25ug BEZ S IRRE & 4 5 LS B 2 g U /- REMI bele <, i PG BR D 25pg BEICH LT
50ng #t (P=0.002). 75pg #f (P<0.001) & HiZ Hb BE FREERNFEICE -T2 (t K
E), Fio. EIRNESHRBRICBW Y, 25pg BEICx L Ch0pg B (P<0.001), 75ug #f
(P<0.001) & HIZ Hb iBE ERFHENFRICE -T2 G RE),

(MeRr e 5-401)

HERFB G HIICRAT LT BEICB 1T 2 HIZ Hb R (11.0~138.0g/dL) #EReix, & M5
BRCIT 524l %1281.1% (30/37H#1) . #5480 %1272.7% (16/2261) . #ARNIE 5 RBR T
13 524 #1273.83% (22/30%1) . #5481 1%1285.0% (17/2061) &, WIh o 5%
IZHRWTHRERIZ BIFRMERR Th o 72,

et

HERERT, K TEERBROATHREE T 77 4% 63 ] (81.8%) 141 1, fkFiakiC 50 4
46 B (92.0%) 159 7, HRNEZXG-:RBR T 57 il 50 il (87.7%) 174 - ThH v, &5
R CORBERIIFETH o7, FRYTIE, K FESRBO /TR Tl mmHiER
41.6% (32 ). Bt 13.0% (10 ), ¥#HE 5.2% (4 1)), Hkfeakr ClI S IAEEZ 54.0%
(27 f) . FEIMLE 18.0% (9 ). BHEREFEE 10.0% (5 ). 1B R4 10.0% (5 ), #
PRI 5-308R CIZ S EEE S 40.4% (23 ) . 1P AR4 10.5% (6 f5) . {EHE 8.8% (5 #).
CRP #9101 8.8% (5 #1). MILE 8.8% (5%) DIEIZHBEERNEI- 72,

BIEAIL, BT RSHBROEITHRERT 77 BF 19 61 (24.7%) 25 1, fkkiaER T 50 f#i+
13 5l (26.0%) 24 1, FFIRNEE G5BT 57 Fild 8 i (14.0%) 9 HRIZFBD i, HHRE
M CORWERARRRIFRETH o=, FLRIITIE, F FRSRBROLITRBRCRmimE 7 #
(9.1%) . et CRMLE 5 1 (10.0%) . BHREREE 3 45l (6.0%). FEARMNE G R T
ME 4 6 (7.0%) OBBRNEN-TZ, TOMOFEGEOBIRI %L T ThoTz,
EERAEREGL, B FRSRHBROLITRER T 77 #1341 (16.9%) 15 14, fkkiARRT
50 il 11 511 (22.0%) 18 7, #FRPNE 55888 57 B 18 ] (31.6%) 23 - TH -7,
ZDHb, KFEORREBEBREE SN2 Do ERITE FRERBRO TR T 3 4
(8.9%) 3 {FIZERD AL, 26ug FECOR TR 1 1, 50ug o H M fE E g, 22k
Ref 1 HTholz, B, HARNERGRBRICE O TARAIE ORBRERNGTE SR>
FHEERMAFEFRIIRD N7,

ER BRI & R DR BIIRBO bR oTz, £, MFHIi=FrR=TFy X—%
NANPURIT TR TOBE TRETH - -,

&5 -

TRIF B MER R 2B 2 6T, Wi 535 CIEAAI25ug, 50pg, 75pg % 2HIC1E D4
JECRT FIIXFRIRNEE 5 U7z Ak R, I BICRTE L= B B 780 S i, w1 &I
25ug WEYTH D LE X LT, MRFFRSHICBO T4 1IE O GHEEIZZAE LTH
B2 AR L2455, Hb #£1311.0~13.0g/dL @ BEEN A2 EHIZ 7= 0 228 L THER?
ENDZEWNRENT, £, 2~4BIZ1E DR EHE TR T & 5 WITEIRAE S LB o
TEMEICHR EORBEITRD otz

MAKIOKGEAE 1 [ 25~250ug THD ([V—3. FAELOHAE] OEBMR),
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OLb#aER

DOIMEETBE BT AR F

N—Z e Lc “EEREBER (HIRNRS)

(JH20876) 15

AR H Y

MAGENT IS T OB MARE 258 L LT, = U 2aRT o BEID L ARF|~U 2 TEF
RN G L= B R R OV etk d  mR o F o R—F B3k e U7- “H SRt
Bcat Uiz, AMEIC DWW TR IBIRE A% TH D Z L 2 MEEL 7=,

RERT YA v

TR R EREIT K D Shtaax LR VR (b — B Mo IREAER

SES

T U 2o R F AR OIRER £ 5% T 2 MEET 8

AR 1%

=10

AFN R O RS DB B TR B A OB A LA L, EEHEIIAR I L DT T R4
HWiz1mEl, AREDO TR F L R—=FXIFOF T HRITEIZ2~3A & L, GBI
24 & U, W O8HM A2 YR 2 e 51, FnLIBEO16HEM AR S & L,
BZAREH
RHN R O PR O G813, B0 = Y 2 o ReF U RARF G558 72 9 450010 K
i TIZO750IU #3E X 1E@1500IU H2EI DB 45008 ETIE@1500IU #3E X i3@
3000IU #H2RIDBF I/, TNENLUTOLIICHE LT,
(DAANHE G-
AFIFEEN Y £ BTHAEDOIT@ D BEIIIAFI100ng 4B 1E N Rz
Fr R=FOFTvREE2EXIE3E, @XITODBEITITIAA150pg & 40EI1Z1[H
ROTRTF L R—Z 75 %R %2200 L3EHAIRNE S LT,
Q)R F o N—FEERE
THRETFY R—=FESGHIZEVHTFon=HGEe, Oro@0BFIZH L THUEH
- HEODRF L N—H 2l 200 UTE3E K OAH D 7 T & 7R & 408 (2 1Ak
W5 LT,
HEHREH
43 = L D Hb JREN—2 T A £1.0g/dL(Hb #E O FRIF9.0g/dL, -BRIZ12.0g/dL)
MO EIC4AE T L ICHEZHE L 2D kNS LT,

RS

126 il (RAIFRGHE : 63 fl, =R F L N—F L4 63 )

FEAHi

A, etk

|

ABRS R

-]

B

PRI (B 516~24%) BT D=2 T4 )b O Hb AL EX (CFhfE £ 1EnE
Rz2, LATFREE) 13, AR EHEE = RoF L N—=FFEHTENEN0.46+0.74g/dL
K 10.00£0.63g/dL TH Y, TFIMHDOZE130.457g/dL (95%(SHEX [ : 0.166~0.747g/dL)
Tholr, ZDIBREFEXMAFE~— 0 D+1.0g/dL OFPHANTH D Z &b, AFH
B AR T Y R EEREE ORSENARIES T,

SHmBIREIC 31T 5 Hb 2 239.0g/dL~12.0g/dL T - 7= BE DE& L. AR GE LR
RrF v R=FEEFETENENILTY% (33/366]. I5%IEHXM : 77.5~98.2%) KW
96.2% (50/52f5, 95%(EHEX] : 86.8~99.5%) & \WTNOBELFEVMEZ R LTz, 728, 7
fHEIRICIT 5 Hb #REEA EfRD12.0g/dL 248 2 TW-BE 1L, AARSGHEL Vo ReF
v R ERERTENENL6% (26]) R U1.9% (141)., FHRM9.0g/dL % FEl> T iz
BET, 2hEh2.8% (6] KU1.9% (1) & MBI K E 2BV 5Tz,

g —HEBEBICBTANEVOEVREOHR
15 4 - A HIE

14 +
3 - o-TRIF A48

AESOE L EE (gdL)
=

: FHlE+iREEE
o 4 8 1z 16 20 24
BRRIAR (D

22




etk

HERGIIAFZ SR PR T v RX—=FEEBETENEN636H53%] (84.1%) 149
. BOG3FIHFB95 (93.7%) 162D bz, BEARNEI - - HEEFRIT, KHE
R CILMINEES23.8% (1561), EXOE14.3% (96), #4512.7% (8f). FHI11.1%
(), =HR=Fv X—FEERCIXRMEIESKS8.1% (246]) . &EIME12.7% (8%l) TH
ST,

BIERIZOF RO L66 (9.5%) 6fHIs8® bz, EARBERIIFEMLETHY . KK
HEEORTRTT Y XR=FHEHRETERETN2H0] (3.2%) LU4H] (6.3%) TH-o7z,
EENEEERIIAFBREGEHE VT RTF v R—F P ERETEILEN636H5H] (7.9%)
W28 K V63 H 45 (6.3%) (Z41FFR D B, FERIEH] & ORIFEBURNGE SN o T F
GUITHRTF o R—=FZEHEFHEOPELS (1.6%) OATHoT-, £io, FEEHNTRARD
N n-o7z,

FRR HRIRE & 72 DR R AT B X720 o 7=, £72, AR GHECII M E iR = F
v R—F NRANHKEETH SN, TR TF L R— 2 ERTIIfC M
RETF v R—=RPURBEFINGES bni, 2B, ZO22FNI OV THRPURZ RIE L=
. WIhbBEETh o7,

fEam

THRZFY R—FEXRE L EEAE EERLERRICEO T, AFIO4EIZ 1
Bk pE MiEmER R BRI, R T N—F D2~ 3[E#% 5 D2 M i EmiE R 5 &
F%ETHDZ LEDRINZEMETBNTHEEFL K ORIEHORBBEE L OZE ORI
AL CEV T Ao 72,

SXOBERAT 8 MBI & B Gk h ~ 5.5k B OB OFITHIA~TE 7 1 B LR EE DA E

QRFHBEEICBIT AR F L RX—=F &%t e LIt (F Fks) (JH22757) 9

AR H Y

BATEAROBE A MEE 255 L LT, Afle 4 B 1 FETFHRE LZBROAZEL D
LEMEIZOWT 2 1 BRI FHREDTRTF L N—F 2t L LTI EMiGAB
BV TR LTz,

e

R ERGREIT K 2 ek SE R VR 2 (L IE B o FLilBont BRGER

SES

TRAFIIEVE B s R

R TT 1k

BEEAABGH I HRET Y R=ZEEFEOWTINICED 1572, R E 5B h
#%. Hb #EE2N 11.0g/dL LL EICHES 5 £ TOUR 2 8% 58, 11.0g/dL BLEICREL
U D WM 2 HERFHR 5 & Uz, B S HIRISI% 530 & MR 50 2 08 C 24~26 @
E L7,
WE%E5H
AFNEERE : 23812 18] 25pg ZBIMAAE L LT, AEFE LN LKL FRE L,
TRTF Y N—FEER  1ET2EI121[A6000IU 2Bt HE S LT, HEFEL:
MHE TG LT,
5
AR EERE © 25~250ng #4IZ1EIOF 55 T, Hb iER12g/dL 2R3 5 L 512
FERELNLE TR LT,
TRTF N—FZEFEEE . 1500~12000IU % 2 B2 1 RO 5HE T, Hb EEN
12g/dL ZMEFFT A KO ICHERE LR DR TR Lz,

kS

88 ffil (AHIIGRE : 46 ffl, =AFR=F o N—Z&5H . 43 )

FEAIiE

e, Atk

A

FEMEEA O 5 b TARKERGFECTO B Hb 25 12.0g/dL &SI IZ 317 5 % Hb
P L D7 13-0.44%0.69g/dL TH Y, D 95%(FHEIX[E73-0.65~—-0.23g/dL & ~—
D +1.0g/dL OEPHNIZH T 2 &b, AANT 4 BIC 1 EREGIZEY BEEES T2 Hb R
FEICHERF SN D Z EBBRES LT,

T, 2O0BOEEFEER TH D [FHEIEICIS T 2% Ho IEE ) 13, AFIEGRETIE
11.64+0.59g/dL (CEHEFEHERZE, U TRER) . =FA=F > SN—FHFHTIX 1117+
0.76g/dL, =AR=TF > N—=FEEFIIT 2 AHBGHEONEY) Hb BE DT 0.47g/dL
THY., TO IBREHEXRN 0.17~0.78g/dL & L ME~— > D-0.75g/dL LA L TH - 7=
ZEMDH ABFBEHO TR T N—Z B ERICR T DA M AGEHERT R O IELTED R
FEE T,

FIFEHIEE TH 5 FHMIHMICE T 2 Hb 2 11.0~13.0g/dL DR 1%, RAIB G
TIE81.4% (35/43f], 95%(ZHEIX ] : 66.6~91.6%) THV, TRTF L N—FELEHT
1361.1% (22/3661], 95%(ZHEIX [ : 43.5~76.9%) TH 0 . AFIEERED 7345 (P=0.045,

23



X HRE) ICERTH T,

FERLEEBHRCETI~E/OELVREQ RS

AES O RE (g/dl)
=

O-IRIF A—2F iyl L WERE

]

‘Ir-

6 - hHE
5.

4

3

0 2 4 6 8 10 12 14 16 18 20 22 24 26
HRem (=)

etk

HEFEGIL, REBGETIE 45 Bl 29 i (64.4%) 57, =ARx=Fr N—ZELGHT
1% 43 B9 30 il (69.8%) 65 FIZFRD B, MEETORBLFITEWVITRD bR d o7z,
BITERNIIAAITR GRECTIE 45 Bl 2 6] (4.4%) 21F, =R F > NX—FHFHEFETIE 43 4
o4 (9.3%) 6 ISR b, ERFERITEnE (IE EAE2ET) Thy, #hE
1l (2.2%), 361 (7.0%) IZ@RD BTz,

BELNHEFRIIARA G T 45 Gl 2 6] (4.4%) 2F, =RZF NX—FHFERET
1% 43 B 9 B (20.9%) 9 HICRD BN, ZD ) LEWEMAIZ, =hR=F X—xigh
BT v NAZE 16 (2.3%) OATHoT, KAFRGRECTRERICELVIETICE72H
BB 1B (2.2%) RO LD, AFE ORI FEERITGE Sz,

FRR LRIE & R D BRI E B I3 bR o 7=, 2. AR GRHETIIHo R F
N—F NRIANFUEREZT X TORECTRETh T, 2R TF v X—FEEFETOH
TAHRTTF L NR—=FHURRA C2HNZGIER 2358 Bz, izt ch v, Rk
B Hb BE 02K T IERio S hisno iz,

fEam

TAHREF Y R—FERE Lo BEA{LIEERILERBRIC BT ARBIEGERER T A FZ
A OHE Hb BEICEEL THEFESND Z L RO R F L R—2HERICT 54
B MR IR DIELVEDRRGE S LT, EToAKIB GREUT= AR TF o N—F I HRE L AR
AT T s A NVEA LT,

2) REMHER

O EENT B 265 & LI 2 iRl Gk 5) (JH20563) 7

AR H Y

T U 2 u R F CREIR RS ST D IEENTIAT T O BRI EE 25 L LT U
Z AN D 29K OOV 2 s ORWIERG (48 ) (2K DAL ZREMET SN T,
5 IH — AR LV RS LT,

e

SRR EREIC & 2 Ztaax SERIIE B AR R AR

RES

= U 2a R F BRI OWEEZ S T D I e B

AR 1%

UBZAREH (8EM)
HEBERI OB STV O Y 2Au R F oA SIS, TiARE&5HGH &
UG- 4 BB IZHRNE S LT,
c U 2Rz T AR5 B3 45001UAB R 0 B3« AFI100pg
« =) 2R F U REIR 585 4500IUAR LU E o B - AHKI1150pg

HEBRSY (16EMH) RUHSGREE (24:80)
B Hb 2% (10.0~12.0g/dL) Z#ERFd5 X 512, 43812 1 MO 5565 Tl T (25
~400pg™) L7an BErkms L=,

kS

156 5l (100pg #2574 : 99 ffil, 150ug & 55 : 57 i)

Al H

A, etk

24




ARG SR

% -

24 MM O HAZ Hb #EHERFR (Hb JRE2310.0~12.0g/dL Z#EF LI-BEDOEIE) 1
69.2% (108/156f1) TH V. #5481#% (- Hb IEEZHIE L-BFH 2B %5 BFE Hb B
HEFFRI1282.9% (97/117#H1) Th - 7=,

NR—=RA T A U EUE 2 B EHSHAB OB 72V o Hb #EE EHHE (CEHE 1 ERE.
LLUFAER) 130.065+0.141g/dL/AB T - 7=, #Bl A &S] Tid100pg #£C0.058+0.109g/dL/
. 150pg BET0.078+0.185g/dL/MTH Y . MEETREETH - 7=,

BHAR%E K 84 D Hb JRENWNT I H X — R T A £1.0g/dL AN & fike LIS 72 B O
EE41360.9% (95/156%1) T -7, HEIHERTIZ100pg #£T61.6% (61/99%1), 150pg
RETH9.6% (34/57#1) THV, WEETREETH T,

BRHBERBIZS1TANEV/OELREOER

16 -
15 -
14 4
= 13 4
B 12 4
g 10 -
ﬁ 10 4
4 97
8 3
"II'.
|.|J
¢ &
5_
4 1 FHE+RERE
0 4 12 16 20 24 28 32 36 40 44 48
SRR GE)
T

HEHRIT15661H 15341 (98.1%) 656/F1Z588 & 1, FEEHMEE O E\ O FHR 1T MINTEA 47.4%
(744)) . EROERRYL17.3% (274]) . #E14.7% (2361 . milLF10.3% (164]) TH -7,
BIEMIZ1566510456] (28.8%) 551EICFRD S, TOWNRITEMIELSH] (9.6%). BN
EEESH (1.9%) . /MR & OME:A-261 (1.3%) . EOMOFELR TN H 161 (0.6%)
Th-o7T,

EIE A EEGT440] (28.2%) SIFICIRO BV, £ D 5 BLAK| & OREBMENEE S
Do - HEIBHNT I L. NFUTZEIED v, Tl - TR, OEME - o v o MERER
EDOEIBITH T,

ST BNT 156645 (2.6%) 12588 Hav, WARIIMiIR T LR, IMlf, & U o AfE,
DEMBOEKL I TH ST, 2055, LEMEIO 1HIOHAAF & ORFEBILEN THT 2N
HY | EHESNT, FOMOIBNINTILEAAF & ORREEBRNEE SN,

BER LRE & R DR AEE BT b oz, iz, iEFHoReT X—X
RANFURIT TR TOBRETRIETH - T2,

nugﬁ :
T 2R F U RFNC LY ’ﬁmﬁﬁﬁxmjﬂjf&;émaﬁz@ﬁ%% XL COARANEZ = Y A
= d—":n%/%ﬁlm% 100pg & % \W\ME 150png OEIEHRIHE CLEICH”R A 5 Z LN TE,

ZORIT 48 1 MoOFREGHE RS EEEERET L2 LI Ot D LY 2o RzT 8
Hl & I BN E 2 B MUGERH IR G O T, 0, etz oV IcE L
RABFERITRO N> T,

KAHIOAGERIL 1\ 25~250ug THDH (IV—3. FHEROCHE] 0EEM),

QOPRAAHMEVE RN B 2 R & LU 2 MRl (BT, #IRNIRS) (JH20566) 9

T Y 2u R F ARG S TO D EITEARTOBEE M EE 2R e LT ARHFOK
AR H Y TG TR GO IR O RS (48 ) 12 K 2 AR O Zatkicon
TS AH i B IAR BRI 1 0 RET L7z,
ARBRT YA | PRGBS K D S A L RIIE B B AR AR R R
ES T Y A n R F BRI OIEE 252 1T T 2 RAFHEVE B g
Sl VEZREH (BERH) )
AR OB H 72 Ox Y AR F o R/AREG IS T, FRRlEe 5% A &

25




O 5 4 BRI FRS SUIEHIRNEES LT,
c = 2R F L BFIER SRR 450010 R O B« AFI1100pg
c =Y ARz F U EIR SB35 4500IUAR UL E O B« AKI150pg

HFIRSH (16EM) RUMGRERSH (24:8/0)
BAZ Hb 2 (11.0~13.0g/dL*) Z#EFFT 2 X 912, 4 BIC 1 [ OB G4 Tl a
(25~400ng™) L7eh & &G UTFIRNE S LTz,
¥ WEERL - MEREBROBEESCEIOH 5 B TiE 10.0g/dL~12.0g/dL

101 Bl (2 TH58F - 70 B, FRIRNSR 58 : 31 )

Ak, Atk

|

-]

ik
24JAIRFFFA O F A% Hb #REEHERF521379.2% (80/1016) TH Y | HIZE%11.0~13.0g/dL IZ
BOE LT B OHERF1376.9% (T0/9101), 10.0~12.0g/dL IROE L7 B# (EEAL - i

BRIEBOFEAESEIDOH 2 BE) OHEFFRIZ100% (10/1061) THoT-, 728, B548H
%I Hb IBE 2 BT L2 BF 2RI 5 BAE Hb IBEHERRIZ73.8% (59/80%) THh -7,
R—=2F A 0 LEESEYE (UEXHEEZET LZBECTHIAETET) OEHZY D Hb
MR BRGERE (CEE S EERZE, BUTREER) 130.116 0. 148g/dL/i@'C“8?> D, =URER
T T L HUH O ARFN~OGEE 2 B Hb R O R EBNIIFRD Hpno Tz, S48
BT, B F#5-C0.114+0.154g/d L/, ﬁ%ﬂﬁmj&ﬁfo.lmi0.134g/dL/iEf°z§> . Vg
NO®BERECTHLRBETH -, HEHBREOTY Hb BEX, K FEE5TiE10.97+
0.90g/dL., #ARNEEE-TI1310.68+0.99g/dL & 5 REM CHRERTH -7, BRI o
Hb BEL. BT TlIi5248%311.98+0.82g/dL., #%5-481H1%5311.39+0.89g/dL,
HIRINTR 5Tl 52481 2511.77+£0.87g/dL., #5-4818#7311.44+0.79g/dL. TH Y . \
THOE GRS BIEENZ RO > TREICHRE LT,

6 RS ERBRICETHA~EVOEVREDES

15 A
14 4
13 -
12 A
11 1

AEHOELBE (pdL)

- ETFERE
- BIERES EHiE+IRERE

—
[T W = S - Y <
L - i I

0 4 8 12 16 20 24 28 32 36 40 44 48
B (E)

g
AEFELRIT101FF9LF (90.1%) 338{FITBO biz, KRN %U L TH- - HEHS
1%, BIEEEAR49.5% (5041) . 1M AR414.9% (15641) . LXOEKYL8.9% (94) . miLE
8.9% (9f). THI7T.9% (8f5). FEM6.9% (761). #E5.9% (B6F]). HHH5.9% (641]).
BB ARE5.0% (5H), AFBEREREHEMNS.0% (5f1) . mE EF-3.0% (3%l Thotz, &5
BB OFERFRIL, K TH5TT06F63%41 (90.0%) 2391, FrIRMNE 5 T3141 284
(90.3%) 99HITFRD Biv, FRONE & USEBLERIZ 1T 5K CEWVITRD b
776
BIVER X101 #2141 (20.8%) 26/:1C7B® bivTz, ERRIERIXEME6H (5.9%), > v
> NEAZESH (3.0%) . IE EF261 (2.0%) Thoto, BHGREBOBWERILE FHET
70817 (24.3%) 201F. RN G- C31HIH4B] (12.9%) 6(FIZERD Hiviz,
HERAEFLITL10161H 2901 (28.7%) 49FITHEL L, BHEEATIE. K TH#H G T704
21 (30.0%) 31, FHRPIEES-CT31FIFSHE (25.8%) 18fFTH -7z,
FETHNT101651 361 (3.0%) (ZFR8® B, TOWNRITNEER., 225, IMEMEIEDORE1
B CTholz, ZDHH, HEREE ZREITAH E ORRBERP LT NICH Y LHE SN,
ARERBAMARFICEE R L - MERRBOBEMIESLCHINEL A L W10 5 b, FEES
1%8%1 (80.0%) 27TLRIZHELL , HEE A FFHGIT4%] (40.0%) 4B D T2, RITEH
TEER Y v FMHEDOIFIOA TH -7,

26




F R LRV & 72 5 BB A B 13380 BV o T, B, MBI R =T v <=4
AR ST OBE TR TH > T2,

fEam

ARFNTORAT VAL B s AR (2R L LB PG R OFRIRN B 5- O W T o F 52 12 B0
TH, F—ofE-- ARICLY, Hb BEREMICOIZVLZE LN, -, 48
PRI DWW TITH IR & 72 D F 4T e < VIR GBI CoZetE 7 n 7 7 A VIZFEERTH
L LR SN,

KAHOAGEREIL 1\ 25~250ug THDH (IV—3. FHEROCHE] 0EEMR),

QNEIFEHTEE x5 & U0 2 MeRlBr (B2 T, #IrmN&sE) (JH20564) 9

T U AR F CREFINE G ST S IEESENT I T OB R M RE 25 R & LT AHA
R H Y DTG XTFIRANE GO 2 o RME S (48 HM) IZ X 289K LT
DUV T I — R EEAR R X 0BG LTz,
BT A v | FRBEIEIC K B Sk R RS R R R R
PO T Y Au R T VBB OIEEZ % T 5 JERRGET BE
DB ZRE5Y (SER)
REBGRIOBE LY o) AnReF U BMAR S ®EISC., FTiiHEZ&R 5GP &
OB 4 BB TR XTEIRNE S L,
c = 2Rz F o HUFREE SR 4500IULR AT O BE + AFI100pg
AR5 c = 2R F AR RN 4500IUG8 L LD B - AFI150pg
HEFRSY (16EMH) RUSGEREE (24:80)
BAZ Hb #2 5 (11.0~13.0g/dL) Z#eFF3 2 L D12, 4 3812 1 B O 5480 G e (25
~400ng™) L7225 R PG TEIRNES LT,
% 63 % (B2 FH5/E - 35 B, FARNRSRE - 28 f)
FHILE B Hah, Ltk
BEE
24 KR O B HE Hb REEHERFR (Hb JREE2310.0~12.0g/dL ZH#eRs L7 BEOEIE) 11X
61.9% (39/63#) TH V. #5485 #%IZ Hb IEENNE SNT-BEICKIT 5 B Hb 12
HEFFER1388.9% (40/45f) TH -7,
R—RZRF A b EE8H%E TORESHT-Y @ Hb #E FH A 130.093+0.172g/dLAA (F
B RS, DLTFREER) ThY., =V 2u Rz F U 8EID S AFI~O T 2 B2 Hb
IRE DRI EENIRD e o Tz, BHRENTIEL, K THE57T0.054+20.149g/dL/AE,
ERANI% 5 T0.141£0.189g/dL/A TH 1V . WO ERIBICB T HYIR 2 EZ AN
2 ERIZRO N0 T,
Be5-BALARF O Hb #E1310.83+0.79g/dL T, #5241 (21211.30+0.89g/dL, #5481
#%121310.9120.68g/dL & | BRI I3 B FEE10.0~12.0g/dL DO&EiFHNZZE L THER L
Too BGREEAHITIX, HEBRMEEEO Hb AL, K TF#5710.8820.70g/dL, EFlRNZ 5
T10.78+0.93g/dL L [REETH Y, ZDO% K TG TR 5248%5311.27+1.03g/dL, £
54831 7310.88+0.72g/dL, #lRNE 5 TN 24111.83+0.75g/dL, 10.94+0.65g/dL &,
WP OBEERKICH W TS HEEN 222 L THER L=,
TS 6 - B SRBIcETA~NEVFOERED#E
15 A
~ 14 A
= 13 1
:é?’ 12
11
N 10
vy
P 7]
{6 -+ ETRE
5 4
4 o BERAKRS T+ EAEEE
0 4 8 12 16 20 24 28 32 36 40 44 48
HEZEAR (GR)

27




e i

FHEFGIL636IH 596 (93.7%) 2621FIZFRD HiL, BERNI0%LL L ThH - = FEFRIT
SIHEAS44.4% (2861) . 7 —T NVREEIAEY25.4% (16641) . JEEHK14.3% (9f) . Bél
Bi11.1% (7)) ThHolz, WGREBIOFEEGIL, K TEGT356]F 336 (94.3%) .
ErRAN B G- C2861HH2661 (92.9%) &Rk TH- 7,

EE A ERERIT63HT214] (33.3%) 26fFICHI L, HERIEHITITE TS5 T35H4]H
1561 (42.9%) . #ARPIEE G- T286IH 661 (21.4%) Thol-, 728, FEEHITRD SN h
ST,

BIEAIZ63FI 76 (11.1%) 9PFIZFE D v, BEEN K L E - 72 FHGTEE T 245
(3.2%) T, B FEERUFRNE G THIBNIERD Bz, #5580 IER X T #
356146 (11.4%) . ERlRABG-T2861H 361 (10.7%) & & GRKEM TRk CTH -7,
iR BRI & R DR BT oo Tz, £, MEHIi=Frf=Fr X—%
RAAVFURITT X TOBRETRIETH - 7=,

fEEm
T ) A RTF AR EE SN TS ERETEE LB T @SV O ) ArRTF
v HUHI B H 3450010 K3 D54 13 AFI100ug, 450010 LU EDEA1Z150ug (IS8 % |
Hb JREES U T4lRIC 1B O f B0 EE Tl Bl L 7o R TR E R OFIRNEE DWW
NOBGREIZBNTHEMCOE2ZE LB mdeE RN RSN, £, ot
WZOWTIIHTZICRIBE L 2R 2 TR R RERBE TOREMET 0 7 7 4 VTR TH S
DRI N,

KARKIOAGEH R 18] 25~250ug TH5H (IV—3. HIELAUHE] OEER),

(5) B&E - HmERRE
MER e L

(6) AmMEA

1) FERARERE (—REARERE. RECRARERE. CRARELRAZR) . HERFTERT—4
N—RFHE. RERTRERABORE

OFFEME ARG (RGBT 5 H#A)
AR AFNORBFE IR T 2 AFERORAERNCEET D L & HIZ REOBIER O,

LRV B L b 2 5 EHR K OE RIS B A 5 2 2 BRZET 5,

HAHBEEE AAF 27 —T7 7 v RMRGE., EIJEMEMNIE 2 & e mmE, @B e, M/
P OO NIBE) | JREFEREE X IRIFEREE N e o D 2h s . DI
AR GER) . &, B, IHZERE 2 & T AR FEARE K OV il
BEOBIAFE - R - % - i

RSB B I R

FHaHAM : Fak 23 4F 8 H B ERk 27 45 11 A

B - AAIBGBEA B ) DR 1 4R

NI - O IMERENT X SIER] 3155 BT B AR OFIABIE IR ITFTRO LB Tholz,
i H B H Zh %
A7 EACKDIEH B HTIE B U 5 AT 151

ESA™ 25k B yEH 65.0% 54.1% 77.3%
(441/678%1) (60/111) (51/66/1)

EPO*38LH 7> & DU 2 JEH] 68.1% 69.9% 60.0%
(109/16011) (279/39911) (12/20451)

DA UK 75 B DS 2 FEH 61.1% 66.8% 67.8%
(162/2651) (256/383131) (99/14641)

1A TESAM2 REEIER] | 1X, &5 24 BRFRE TIC 1 FEATH Hb BEEA 10.0g/dL LA E, o5
BRARIE 575 > Hb JREEHIINEAS 1.0g/dL VL RITE LTEG %2 THR)) . RS ofill4d T4
Zh & L. BRERERH Lz, TEPO™3 fUAIE =13 DAM RIKIH b OUIER ) 1%, 48 WM E
TAKN OB G2k S v, HD 48 HFEA T Hb R 10.0g/dL LA E 12.0g/dL LA F & HERF L TV
TREB 2 TR, TRUSORESZ T#) L L, A9FRE2HEH L,

28



2 ESA : R BRI i o 3 R 7 )
%3 EPO : erythropoietin
24 DA : darbepoetin alfa

LM BV SIER] 3345 BT D EWEHRBEIAIL 3.7% (123/3345 i, 159 14)
Thotz, EAHEHEB L LEZRITEROBRBHBIORERIZITED LB THo 7,

HARRAE B 21T 2 BIEH M OVRGYIE O BRI FEBUIRDL (2 N EARAT X SRAEF])

LRA7H] CKD JE AT E B NE R AT IE B
L NERRAT R 5
s (I 1599 1408 336
—— i H| JEE i WI EE i H| EE
SR (B (%)) T EIE (%)) SR (B (%))
NRAF2F—T 7 )
A s 1 (0.06) 5 (0.35)
i I FE MR % ]
Fo fLIE 1 (0.06) |16 (1.000 | 1 (0.07 |19 (1.34) 5 (1.48)
aimEERE | - - - - -

i i 1 (006 |16 (100 | 1 (007 |19 (1.34) | - 5 (1.48
RS - 2 (0.12) | - - - 1 (0.29)
/IR (F 721 ) )

b ) 2 (.12 | 1 (.07 1 (0.29
REEERIE T AR
HREEMEEDI B %)
ESEER
;fﬂﬁ%%‘%‘(’“% 3 0198 | - 1 007 | 1 007
VEARAE i 3 (0.18) - 1 (0.07)
T FEARAE A 5 o 1 ] ]
ey 2 (0.12) 5 (0.35) 1 (0.29)
fiti ZEAR S - - - B _

kR FEARSE 2 (0.12) - 5 (0.35) - 1 (0.29)

ST 4 (0.25) - 2 (0.14) - -
Jibd HA L. 2 (0.12) 3 (0.21)

W) FVATTIELT-EFRIILUTOLERY TH D,

NAX 25 —7F 7 AMBSE : MedDRA PT : > % %

EILE : MedDRA PT : i€ F5H. &ifE, HEEEIDLE

S - MedDRA  PT : i85, WEUE. =52

M MR (F 720 if /s E) « MedDRA - PT : Ifi/ RIS . /MR E

DEREBCVER) : MedDRA  PT @ LA, 5 oMb A, DifEIL, DIEK, 0ZERSE, &
P T B YRR A o

VL& HIM - MedDRA  PT : HimtEBEEE, HiftEE %, BB, s i

MARFERSE : MedDRA  PT : /MMFFZE, BMEZE, MM FEE, ZEttEmzsh

TEPERESS © MedDRA  PT : B, Bk, sk, R, B, IRigo kR

Ml - MedDRA  PT : i, AFAE T i flE, R i

fitiam o FEEOPINCE L EMTDEIER G 22 < BEAMEHRBIZOWTHH 2SR
Thote, £z, HHBIOAIEFBOREIT 2272,

OFFEf TR A (PRAFH CKD B IZR 1T 2B FRICET 5 i)
HHY - R CKD & ICB T 2 AR GROMERi~E 7 n e (Hb) fEE BTk & ORLRIC
DWVTHRETT D,
HAHAEE - A EVERE 2 S tem i, BSOS, f MR G MR E) . AR
ERBE USRI ERBS S B O D 20RO B SRR A (ORE) . B i
Jd b, Al ZERRE 2 5 o AR FEARE K OVEMEIE S OB HL - R - 1558 - 458
XBEE - RS CKD OB ME A% (Hb fE2 11 g/dL A O AF I E 45z 5-H5E)
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2)

(7)

FEHa A < Rk 24 4 7 H 22 HAFR 28 £ 9 A
BUEHME] - A G-BRLG A 0> S ik 2 4]

BIIE « B IMERAT R SIEF] 4593 l2 38 T, Kaplan-Meier (%12 X 2 2HH 0 2R £
£ 42.1% CTH o712, F£7o. NI SIER 2847 i 2 AFKI#% 5 12 i#lE; Hb fiic L v 2 Bf
(11g/dL AifE, 11g/dL LA ERE) 12/E5 L. Kaplan-Meier {512 & 5 21#[H 0 BFEE
7RI Hb 8 11g/dL LA EREI 51.5%. Hb fE 11g/dL ARl 37.6% Tdh - 7=, FiZ,
12 Ef Hb il & & A RV M RIEDO NP — Rt &2 S22 & Cox [BlfohT (ZHEE) 12
THE L7455, Hb fE 11g/dL UL EREICKRT 5, 11g/dL RisFEDO Y — FEIX 1.26
(1.05~1.51) TH Y  AHIH G 12 @8 FF Hb i 11g/dL ARimiffiL 11g/dL LA EREIZ H~

AR NIED Y A7 BEETH -T2,

et o BEVERNT I SIER] 4593 BB D RIWEHBEEIGIX 4.2% (195/4593 i, 238 1)
ThoT-, BEAFHAEHEH & LEAWEHORBURIIZITEDO LB Y THhoT,

HAPFAEER & UZEIEH O FIRD

AR
AR R GBI 45|93
- Gy FEE
AR T B BT CHL A ()
B I PEAME 2 & o I 5 (0.10)| 56 (1.21)

e M P - -

& I JE 5 (0.10)| 56 (1.21)
NE[AAIN - 6 (0.13)
MR A (FE 7 Vi SRR i) 1 (0.02)| 7 (0.15)
IREFERE AT AR BRI A Rk AL D 2 K055 - -
DA RO R) 20 (0.43)| 2 (0.04)
VHABA i 6 (013 -
JiiZERENE 2 & T AR TEARSE 17 (0.37)

i ZEARIE -

1A FERRE 17 (0.37)

ST 10 (0.21)
Jibd HH L 7 (0.15)

H) £VA7TIELTEFRIILUTOLEEBY ThHD,

AT : MedDRA  PT : fiE E5F-. &ifE, Bk LE
WS MedDRA  PT : {832, @HUE. B
MR (F 72 i3 MR IBE) © MedDRA - PT : ifi/IMRERIBA . I/ MRS E

DM R BRI : MedDRA  PT : 0R4,

D o MR LA, Otk

PEE B i
(L& i - MedDRA  PT @ il MEB S, Ml rEE &, B, EEHE S i

MmreZEreSE : MedDRA  PT : /NINFEZE, HFEZE,

b . e

DER, DIEIRGE, &

FERRVENN A

AMERES; - MedDRA  PT : B, Hisk, Ik, B, BE. IRROEMR A
Jisithin - MedDRA  PT : fiii, A8 F i, HoR i

fiham o AFIRE 12 HEO Hb EIC L 2 2 BEE L <X 5 BETOBRNC L 2 2B BT OfS R, #%
5. 12 BEEO Hb [E2MEWE EBAEFEONAY— FElTE < R A THh - 7=,

BEHELELTERTEONBRXIIERE LA -
PSRN

Z0ft
AR L
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VI.

EMEEICEHT SEHE

1. ERZMICEEHSILEYMXRITILEYE
PRI ERE Mfi] A 7544 (Erythropoiesis Stimulating Agent : ESA) :

TRTF N—F (BEFHEBZ), =RTF TAT 7 GEIGFEBZ) .
EN_REFr TT77 (i),
TARTF Y BN (BEFERR) [ZRTF T V7 7 % 1]

R BEEO H LB ORI REFT, BHOBEBFALSNIZBMNLELZEZRT 5 2 L,

2. FEBEMER

(1)
1)
2) &

(2)
1)

2)

3)

YEFRERGL - 1EFRHER
AFNIT Y AR TF U RBES~OFES 20 L TR OFREECRE M ATEMAICER L, R
MER~D ML L HEIE AR ET 2L D EEZ BTV D,

I B M OV Ay I e CD 34 B EfAR A2 ARIFIE T CiiRIARE 3 (nvitro) L7=& 2 A, JRif
BRI AN T B ARG L 72 10,

EME R HREBEAE
CD34 WP %9~ 5 AR MERE MAER  (in vitro) 10
tbﬂ%&U FEES I Sk CD34 BEMEMIEICIE., = U 2 aR=F o OFEKIC X v R ERRMEIC
SHLEESET A M AT I N & £ 5, B b CD34 BBV # RICAF L R R F o
N—F 2L, BEMGR QMR ECHE R MM I L TRA & TR L L 24,
EL 5 OEY EYIN LI HA1C bR MERR AR 2N B ERAFHNZE I LT, AAIKR =R TF
NR—Z ORI L0 RIS A & T e R O BRSO S I I TEWIA B AL o 7203,
ARNZARTTF o RX—=F LRIFEOHIN IS E b T 20T LD EmWREEZ VLI L L
50% A NEE (ECs0) 1T=ARTTF > =2 DK 40 fi5 & IEEE L CQIARFI O G ME - T2,
7238, CD34 MMl DEER RCARH L WIZRF L R—=FEZEMLTSH, AIMEKR L
OERZERCR ML O A ST 72 INTRE S oo T,

T 2R F U RFEITRT B EFMY (in vitro) 17

UT7 Mgz A=Y AR F o2 FRIZHT 5 InM O 1 B[-mhRTF > X=X LOFA
ARG A PR 4 550 L 72 /5 2R, AAID 50%A5 AL ETEMEIZ=AR=F v ~—=FZ DK 1/100 T
Y, KEROZY R RZF U2 /RIS T L2BMEDRZRTF L R=2 L) H{ENZ &R
RENT,

EH~ T 228 5 BRI T G- O R i ERE T EH 19
< 7 AIARA| 20pglkg HHEIFE TR LIZEZ A, ZRZTF L X=X DA LFREIC, B
%K@M$@Lﬁ%fmﬁimm)w4( IRIMERIZ 56 D Ret DILIR) N—i\EIlc#gmL, =
2B E eV CARIMER (RBC) #oohn@glst i, ~&7 vty (Hb) BEKXRO~~ N7
)/kum1ﬁiI&C@&%ULtQM%TLto_hgmﬁﬁﬁﬁﬁTﬁﬁﬁ B S
TR EREM S, FAEDZRTF L X=X Z2HRE5E ALV b REL, £/ XD
i Th o 77,
Kﬁ@&%i&%ﬁﬁ%@@%ﬁow(ﬁﬁbtﬁi &5%®me+®ﬁmmowfﬁ\
BAREIIAF O G55 (1.25 LD 5uglkg) ([Z00b L TIEIERETH - 7203, RKMER DRI
ERIFED LT %é@ﬁ#&ﬁgLﬁbfﬁ<ﬁé@ﬁ#m®%ﬂhoihI&Cﬁ@%k
WZOWTHE, BEEIDE U TRKEDPKRE SR | HKEXOPZEFRZED LU H 25
L 72 DB AFRD B LTz, AFIEEFE 5% O FR ek E ST, BRI 5 O T #
B D BRI OEWIT LD A %b%ﬂ&ﬁoto$ﬁﬁﬂ&5 & B F i ERE K O/ )
WEBA~DEBITFRD e o7,
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4)

5)

6)

(3)

B~ 0 228 2 KRR T & 5 R0 R i Bk i T EH 19

AHN 2 1 B OMEET 4 BREKER FT&S5 L-E 25, Ret lRITHRRERER THLN-E
b JEIEICH#RE Y IR Uz, Zhucsxt LT RBC T FEHGEAICHEINN L7z, 240 6 OAHI R I 5-Ff
B SRS S, FAEOTRTF L R—FZ2HE5LEHEALD b REL,
F7o. WEEIEKFE L,

AFNOBEHEFE (B 1 [E~3 B2 1 [) SRMERERIER & OBURICOW TR Lz, F 0k
By AAFIEGIZ X0 RBC 23 Rae I ZHM L, Ret LRI BEG-O BHIZ ISR U TR BRI HE R %
MO LT, 20D ORFIE S G5-RICEE SR MERE M SOR E, BGHEERE VI EKR
L 7po7e M, 2.5pgkg & 3 1 BIOBE TERE LIEEATHH-TH, ZdhzF L X=X
0.9ng/kg %A 3 [MIDOME TG L2a L IRIERZ% O RBC ¥ EANRD vz, Z Ok
R, MBSV ICEEGTHIEAETHERT S &, AFlIF=AR=Fr X—FZD 13 DHET
EEFEORMEEMTTEERZ 72632 2R L TN5,

Z O X DITARFNT 3 BN 1 [F 05T b AR MERE I 2 TUE S, RBC 280800 U 74K BE % #ft
22 ENARECTH o7z, AFIER 5 L 25 A ERE L O/ MR~ DB T33O 7
Mol

E% 7w MBI 5 KRB G- Re O JR i Bk . CHEVEH 200 20

A% 7 > ME 1 BIOEE T 4 8 M A FIRN G- IR TG L. A O 7R MBS ifi.
TLEERIZ DWW TR LTz, AFIZBIRNEES- 32 Z L1250 Ret 2. RBC &% O Hb JR/E
DOEMMBFED BT, AENOKE G D 2 S OFRmERE mAEHIZH &K FHTH Y . RBC
OB HOWTIIAH 2.5ngkg B 1 FEGEOEMN L oRF L X—% 25ng/kg # 3 [A]
BHEREOIERDZIERIETH 572, REZ R TRE LIEGEICH, BlRNE 50854 & I1IEH
BROFERDPE Oz, AMERE L QU MBS 5T 2 AFIE G OEEIX, EH50&EGREKED
GaEIlbBO oo lz,

TR NR £ 7 V31T D IKE R FEGR O R IERE i THEER (F v ~) 22

AR O SR E T H DB 2 O BT 2 AKAN O R A2 RETT 5721, 18R
JRODIRRET T /LT D 56 Bligdfit (NX) 7 v b &AW 217 - 7=,

MiEZ V7 F=AMEDO EFIC I BEHREDIK T LTS Z E 2R L7 NX 7 v MIAK 2l
1 EOBEE T 8Tz » TR THRE L7-, RBC £ O Hb IREIL, AFOEH 2L HE
IRTFHI DD ERGERCIE N L=, AA 0.75pglkg # G- RECTOMMIL, $e5-81A1% 4 BB £ Cld—
AREF v RX—% 0.75pglkg i 1 BIOMEE TG LizohoTFy X—FELHEELFEETH
ST, AR GRETITZNLIE S RBC ) OVHb NN L7-DiIck L, =R F L X
— A ERETIHEAD Lz, NX 7 v Tl Ret BB IEH T v b X0 bR o 7208, AFIES
L0 BRI L, RIEHED 0.75ng/kg % GREICHB W T bR G5MG% 4 8 3 CTIER
LAYWZETEIE L2, ZhiCH L, mhR=Fr R—=FEE5FTIE Ret 220H1EITE2D B
2o Tn, BMERE K O/ M IIAFI R ReR T R—2F G DB EZ T 2o
776

ERRIRER - Frihsf

TERFHRE] - TVI—2 (2) —4) IEF~ 7 AI2BT % RAE R T 5-Rp 7R BRI i e R |
Z M
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VI. EMENEICET HIEE

1. MAPEEDHR
(1) AELEDLGLDEE
AER R L

(2) BBREBRCHERIN-MPEE
1) &EHrESE
OHi[E B D
MARENT BE Xt GHIAH] 100~200ug & FARAE G- U725, A8 (te) 13X 168~217
B CEE) THY . AUCne 1T EISHEI LTI LT, £7-. BB ERE %2 R ICAH
100~300%ug & i F#5 L7ZHF0D ti 13 140~154 FFRIT&H Y . AUCint & O Ciax V3 &1 A

LCHmL7=,
BRI G-Re D 78 TR EEHERS  (CF2AfE)
80 r
70 L —0—100 pg EARME S
—0O—150 pg FARW %5
60 ——200 pg FAIRMI%E
~ ——100 pg E TS5
£ 5 —0-200 g TS5
g i —&—300 yg R TS5
i
iy
&
T
=
B FE (3D
Hila & G- D FEENRE X T A — & (CERE A VE(R )
=N CL Vd,ss
‘fﬁ 5. BB N tie AUCint Crax Tmax (CL/F) (Vz/F)
| (g ) (ng-h/mL) | (ng/mL) ) (mL/h) (mL)
100 9 168+50.0 4520+1260 — - 23.8+6.99 4570+1450
E=
A
};}S 150 9 197+29.8 6940+1750 — — 22.8+5.40 4970+1640
200 8 217+96.1 8450+2730 - - 25.7£7.67 5200+1320
100 9 146+35.9 2850+1020 11.2+4.93 81.5+11.8 40.5+19.2 8300+3860
% 200 9 154+23.4% | 5800+16602 | 22.9+7.19 | 86.2+22.3 | 36.4£8.002 | 8030+2080%
300% 9 140+23.3 8480+1860 30.8+7.82 101+35.6 37.2+9.59 7400+1880
J:N=8

ARKNOAGE A EIL 17 25~250ug THDH (IV—3. FAEKOHE] OESM),

33




QORE#RYE

MR BT B 56 B 2 55K 12.5%~T5ug % 2 WEFE T 3 RN S L2 fE R, PRS-
I & RAE R O I BB TR0 b, WTROAEICEW TS IR 4 H%ICE
RREICE L= D,

FAEB G- R DFY BN RE N T A — 5 CEAE AR )

= [=] N tue AUCins CL Vs
(ng) P (h) (ng-h/mL) (mL/h) (mL)
1 13 133 + 32.22 491 + 1349 27.1 +6.652 4140 + 8542
12.5%
3 9 161 + 50.7» 631 + 218D 21.7 +6.43P 4130 + 795V
1 14 118 +44.6 1040 =+ 436 294 +15.9 3780 + 1120
25
3 9 156 + 36.19 1590 + 5529 17.3 £5.60° 3320 + 7919
1 15 125 + 33.49 2200 + 9069 25.8 £8.909 3970 + 13409
50
3 12 142 + 27.59 2680 +1170° 21.4 £7.959 3870 + 1400
1 14 124 +47.1 3260 + 959 26.3 +14.1 3850 + 1480
75
3 14 127 +25.70 4100 + 15109 21.7 £11.99 3570 + 16607
A:N=12, P: N=8, 9:N=7, ¥:N=14, ¢:N=11, P: N=13

MIEENT A 139 45l 2 kSR IC AR 25~300% ug % 4 R CEARN I 5- L7- B 538 T,
BRI (48 W) Z 18 U CARIOM PRI EF IRBICHERF STz ),

MAKNOAGHEIX 18] 256~250ug THDH (IV—3. HIEKOHE] OHEZBMH),

2) PRATHANE R s B

OHi[E S 2
DA VIS M B g FE 3 (A 100~200png 2 RN G- L 72 /6 Rtz 13 175~200 FFE TH 1 |
AUCine lZHEICHHI LT LZ, F72, AFI 100~300%ug & K F#5 LIZFED t12 13 171~
208 B T&H 0 . AUCint M O Cmax [ZFHEITELFI LTI L 7=,

HELRI G- RF O Ml PR ()

80 r
70 | ——100 ug #ARATES
—O—150 g #ARAE S5
60 =200 ug RNz S
s —— 100 ug E &5
E ——200 ug K &5
2 50 ¢ —&—300 ug K TS5
1
L
H
HT
=]

0 1 2
B GGED)
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H A 5RO RYERE ST A —F  CFEOEHE R )

w5 | s AUCnt Conax Tonas CLEUP | =

g (h) (ng-himD) | (ng/ml) ) (mL/h) (L)

| 100 199:50.6 | 50401440 _ _ 91.3£5.83 | 4250£1030

E{s 150 175+50.4 6380+2150 — — 26.1+£9.12 5490+1830
200 200426.8 | 963041850 _ _ 91.343.56 | 4260£794
100 171+65.19 | 2180+702% | 8.28+3.34 94.4+34.0 | 49.9+15.62 |11300+2480%

% g0 208:402 | 55604730 | 16.5:4.45 | 126£44.7 | 36.5:4.76 | 111002880
300% 175+49.4 9480+2530 30.0+6.55 124+30.8 33.6+8.44 8070+1590

2 N=7

AR OAGEHEIX 18] 25~250ug THDH (IV—3. HIELKOHE] OBEBH),

OKEEE
R AF R M R il FR T 25 1] & % B2 IS ARH 12.5% ~50pg & 2 W0 T 3 [RIFRARP 385 L 7= 5 5.
Ve 51 & A G- O S EhRE I 2213580 H LT, W TR AEICRE W TH L 4
BRI EFIRBIZE L 2,

FAEH G- R DHY B RE N T A — 2 CESME AR )

% lE' N tie AUCinf CL Vd,ss

(ng) % (h) (ng-h/mL) (mL/h) (mL)

1 8 101 + 35.29 480 + 132 28.2 +9.252 3380 + 6602
12.5%

3 6 147 + 28.2 556 + 220 25.3 +8.94 5010 + 2700

1 9 185 + 44.09 1110 + 3712 25.2 +9.592 4030 + 11702
25

3 8 163 +52.1 1750 + 645 16.1 +5.72 3220 +918

1 8 118 + 44.6® 2230 + 773 28.2 +20.2% 3640 + 6662
50

3 7 156 + 67.0P 3170 + 1050 18.3 +9.77Y 3340 + 777V

@ N=7, »:N=6

TRAFHA IS ME B S FBE 134 1] & R ICAH] 12~300%ug % 4 B RHIRE CTERIRN SUIE TS5 LT-
EWEERBRCIL, &5 8 MEBEMBEOMIGEHEMIRED 7 7HEIZIZE—EICHBE L TEBY
137 HR SRR O TE FARREDSHERF S AU TUN Tz 9,

MAKNOAGEHEIX 18] 256~250ug THDH (IV—3. HIEKOHE] OHEEBM),

3) R AIC I T D I E) e
fREEE R 2 55212 25ug BUHI & 12.5pg AT 200pg D F—HEZ HER TG L, S5, i
EHRTRTTF L N—& ~NOVRET, WA TIRIERESRICHER L, £, FEFHMEEA
T 5 AUChast & Cmax 22D & MR DA ) RIEMEDIRGE S 4072,
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HE R PR GREOMFH =R =T o N—= NV (S R )

16

14+

- 25pgBF| (FHE200ug) F T2 5
TF 125pugREI (AR 200ug) T g5

-
N
1

104

miEh2E (ng/mL)
o)

6_
4
2]
07 T T T T T
0 1 2 3 4
RS (3A)

H[A| B TR G-REOFMBHRE ST A — & CFEE AR HER )

;ﬁgﬁu ﬁﬁ% N AUClast Crnax
(ug) (ng) (ng-day/mL) (ng/mL)
12.5 200 59 113+ 49.2 11.2 +£4.76
25 200 58 115+ 49.1 11.6 +4.43
(3) H&EE
ZUER R L

(4) BE - HEEOPE
B L

2. EYMEER/NS A—4

(1) fBHfAE
RHEF BN REfENTIZ 2 2o 28— R AV R ETIAALZ AW, T HRERHZIEL 1 ROWRIGHEFE E
Tz,

(2) RILEEER
RIS - 35 L
T B 5 0.364day!t (REIREENT B K OVRAT B ML s ) 29

(3) BEEEELHR
AR L

(4) 275 2R
VI—1 (2) HARRBRCHERR Sz 2

(5) HMAER
VI—1 (2) KRB CHERR Sz 2

(6) Tt
AR L
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3. BEH (REaL—Lav) @i

(1)

(2)

RWMAE
VI—3 (2) NI A—ZEEHEK | B

INT A —EEFHER

B PR EABR (JP18117, JP18118, JP19454, JP19455) M OVEiHAZS 11 AH#ER (JH18120,
JH18084) BT HMiEHF R TF > R—F NOVEE CREIREMRIT I RE OAF 183
) & HvTC, RHEENIZRYEREMET (PPK f#HT) % 5k L, A& OEKYENREIZ KT T 155K 1
(RE, Al OYRE) OB LZBELT-, =0 PPKATICI W T, FEi ROV (FRAFH K&
OB (3AK OSBRI AT, KENZ VT 7 AKROCERM a8~k A2 FDgy
HRFEI BT AR Tholz, ZOREL CL (%58, 7AUC) & OEMRMNELAI T2 <,
REOHIIK LT CL O EAMERTH L0, BEHELEEH-Y OHEL TAUC DIX
LOXIIFERBREL I 2L — N,

4. IR
NAFTTRLSEY T«
ERNIR S - 32 L
BT 5 61.5~62.7% (EFENTEE K OMRGFIIEMER s ) 29

5. 5

(1)

<

(2)

<

(3)

<

(4)

(5)

<

1% — A BE P9 @ @ 1%
M ER e L

5% Ty bh>
VI—5 (5) ZOMOME~OBITIE] 2R

% — BB BB 1
AR L

BE Ty F>2

R 13 KNI HHD T v M UC-mAR=F o RX—F RA)VEHEIETFHRE LSS, B
VR RO AR BRI, TN FNEEED 0.3 LN 0.01% L FTHY . RIB~D8ITITA
o T,

A ~DBITH
BN

2% Ty k>
BEIREE 1L, WP bR G 48 IFRIHAIC Cmax (SEE L, LRI ESI TG I DR 1/10 TH o7z,

B~ OB THE
gk L

ZDMDIEEE~DIBITHE
M ER e L

5% 7y h>2
7 v MZ UC-mARTFr N—=F NAVEFIRNETETRELIZE & WTNORGREE
THHE LT & A T TOMBTHITENA R S22y, PR X Sl 2 =3k
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(6)

XTI N THY . BB ~D D HIL D 72 o T2, KRN REDS LB & s T DI,
MELANTIE, U o xEi, mIE. M, R, I, B i, BHE Cholo, ML HEY
H SR DU BENZRD AL, KW L~V Thh o 7o, IRk LS TR 2 a7 hG
B BIRNES 30 B oEHMPICIZn R Ty R—F RAAPRBmEEN, =R F X
—& NANGFRREEE U TEREE T 5 EHEICBITT 2 2 L MR INT,

M EEHAE
AR L

6. 1K

(1)

RBEEBELR U BFHRER 2

ARREH Iz B ABI O % [FE L OERET D oW FIEITHENL STV RN 2D, AHA
DORFINZOWTITHRFE TE TR, £/, RO H TREFD ESA (mAR=F 2 TAT 7,
THREF Y R=FZFORE NIRRT TIT77) ORBHIZOWTHEE STV,
728, BEFO ESA OWMKIZE 5T Dlas & LCld, B, FiE&L OO algetEns #id &
W5,

<HBE Ty h>29

(2)

TARZTF L R—=F NALVERNEOEZ TES%OT7 v MEHFICIEo AT X=X
NRIANOZHEDBBHEN, =HRZF R—% NDUVIERNTELETHDLEEZ LN, B
[ O EBRGHORPICZHREF > R—=% XA FR30kDaDARY =F L7 ) a—)u
(PEG) HMENRED LN, PEGIEMEMO=FRTF v =2 ImHINenoT,

RBI“E5T 28K CYPEH) OHFE. F5E

AER R L

(3) YRBEASNROAERVZDEIA
AER R L

(4) REMOFHEOAERVEMSL, FELE
BMER e L

7. HE

<HE NI B kg > 25

R N 2 Rt & U7 BRI PG K DAV T HRBRICI W, ImH ERE (3.2png/kg #)
TRPICZARZT o R—=F RIVOREMEDPBRH SN R0 o722 & h . EHRIRIKIEE
PEIE TN Z L VRIB SN,

<%% .7 v k>20

7w MW IR DT, R R OIS L E R ERE A S5 72Dl mARTT
o= NIV OERGEITHENEDOR 1000 FomHAEE AW, 7y M UC-mAR=F
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4.2 Posology and method of administration

Posology

Treatment of symptomatic anaemia in adult chronic kidney disease patients

Anaemia symptoms and sequelae may vary with age, gender, and overall burden of
disease; a physician’s evaluation of the individual patient’s clinical course and condition
is necessary. MIRCERA should be administered either subcutaneously or intravenously
in order to increase haemoglobin to not greater than 12 g/dl (7.45 mmol/l). Subcutaneous
use is preferable in patients who are not receiving haemodialysis to avoid puncture of
peripheral veins.

Due to intra-patient variability, occasional individual haemoglobin values for a patient
above and below the desired haemoglobin level may be observed. Haemoglobin
variability should be addressed through dose management, with consideration for the
haemoglobin target range of 10 g/d1(6.21 mmol/l) to 12 g/dl (7.45 mmol/l). A sustained
haemoglobin level of greater than 12 g/d1(7.45 mmol/l) should be avoided; guidance for
appropriate dose adjustment for when haemoglobin values exceeding 12 g/dl (7.45
mmol/l) are observed are described below.

Patients not currently treated with an erythropoiesis stimulating agent (ESA):

In order to increase haemoglobin levels to greater than 10 g/dl (6.21 mmol/l), the
recommended starting dose in patients not on dialysis is 1.2 microgram/kg body weight,
administered once every month as a single subcutaneous injection.

Alternatively, a starting dose of 0.6 microgram/kg bodyweight may be administered once
every two weeks as a single intravenous or subcutaneous injection in patients on
dialysis or not on dialysis.

Patients currently treated with an ESA-

Patients currently treated with an ESA can be switched to MIRCERA administered once
a month as a single intravenous or subcutaneous injection. The starting dose of
MIRCERA is based on the calculated previous weekly dose of darbepoetin alfa or epoetin
at the time of substitution as described in Table 1. The first injection should start at the
next scheduled dose of the previously administered darbepoetin alfa or epoetin.

Table 1: MIRCERA starting doses

Previous weekly
darbepoetin alfa
intravenous or

Previous weekly
epoetin intravenous
or subcutaneous

Monthly MIRCERA
intravenous or
subcutaneous dose

subcutaneous dose dose (IU/week) (microgram/once monthly)
(microgram/week)
<40 <8000 120
40-80 8000-16000 200
>80 >16000 360
AREHAH 2007 4£ 7 A 20 H
=4 KE (20184E6 H)

ZIRE X35 R
(Z59)

1 INDICATIONS AND USAGE

1.1 Anemia Due to Chronic Kidney Disease

Mircera is indicated for the treatment of anemia associated with chronic kidney disease

(CKD) in:

» adult patients on dialysis and adult patients not on dialysis.

+ pediatric patients 5 to 17 years of age on hemodialysis who are converting from

another ESA after their hemoglobin level was stabilized with an ESA.
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2 DOSAGE AND ADMINISTRATION

2.2 Patients with Chronic Kidney Disease

For Adult Patients with CKD on dialysis:

 Initiate Mircera 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
Mircera.

» The recommended starting dose of Mircera for the treatment of anemia in adult CKD
patients who are not currently treated with an ESA is 0.6 mcg/kg body weight
administered as a single intravenous or subcutaneous injection once every two weeks.
The intravenous route is recommended for patients receiving hemodialysis because
the intravenous route may be less immunogenic /[see Adverse Reactions].

¢ Once the hemoglobin has been stabilized, Mircera may be administered once monthly
using a dose that is twice that of the every-two-week dose and subsequently titrated
as necessary.

For Adult Patients with CKD not on dialysis:
» Consider initiating Mircera treatment only when the hemoglobin level is less than 10
g/dL and the following considerations apply:
OThe rate of hemoglobin decline indicates the likelihood of requiring a RBC
transfusion and,
OReducing the risk of alloimmunization and/or other RBC transfusion-related
risks is a goal
* The recommended starting dose of Mircera for the treatment of anemia in adult CKD
patients who are not currently treated with an ESA is 0.6 mcg/kg body weight
administered as a single intravenous or subcutaneous injection once every two weeks.
* Once the hemoglobin has been stabilized, Mircera may be administered once monthly
using a dose that is twice that of the every-two-week dose and subsequently titrated
as necessary.

Conversion from Epoetin alfa or Darbepoetin alfa to Mircera in Adult Patients with
CKD

Mircera can be administered once every two weeks or once monthly to patients whose
hemoglobin has been stabilized by treatment with an ESA (see Tablel).

Table 1 Mircera Starting Doses for Adult Patients Currently Receiving an ESA

Previous Weekly | Previous Weekly Mircera Dose
Epoetin alfa Dose | Darbepoetin alfa Once Monthly Once Every Two Weeks
(units/week) Dose (mcg/week) (mcg/month) (mcg/every two weeks)
less than 8000 less than 40 120 60
8000 to 16000 40 to 80 200 100
more than 16000 more than 80 360 180

For Pediatric Patients with CKD on hemodialysis:

Conversion from Epoetin alfa or Darbepoetin alfa to Mircera in Pediatric Patients

with CKD Treated with Hemodialysis

Administer Mircera intravenously once every 4 weeks to pediatric patients (ages 5 to 17
years) whose hemoglobin level has been stabilized by treatment with an ESA.
Administer Mircera as an intravenous injection at the dose (in micrograms) based on the
total weekly ESA dose at the time of conversion (see Table 2).

Table 2 Mircera Starting Doses for Pediatric Patients Currently Receiving an ESA

Epoetin alfa Darbepoetin alfa
4 x previous weekly epoetin alfa dose 4 x previous weekly darbepoetin alfa dose
(Units)/125 (mcg)/0.55

e.g., 4 x 20 mcg of darbepoetin alfa per
week/0.55 = 145.5 mcg of Mircera once

e.g., 4 x 1500 Units of epoetin alfa per
week/125 = 48 mcg of Mircera once

every 4 weeks

every 4 weeks

HERAEH H

2007 411 H 14 A
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<FDA CREIDRFFTXE : 201846 A) >
8.1 Pregnancy

Risk Summary

Available data from a small number of published case reports and postmarketing experience with Mircera use
in pregnancy are insufficient to identify a drug associated risk of major birth defects, miscarriage, or adverse
maternal or fetal outcomes. Chronic kidney disease is associated with maternal and embryo-fetal risks (see
Clinical Considerations). In animal reproduction studies, administration of methoxy polyethylene
glycolepoetin beta to rats and rabbits during pregnancy and lactation adversely affected offspring at doses
17-fold and greater than the recommended human dose (see Data).

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 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease Associated Maternal and/or Embryo-Fetal Risk

Pregnancy in women with chronic kidney disease has been associated with adverse outcomes including
hypertension, pre-eclampsia, miscarriage, premature birth, low-birth-weight, polyhydramnios, and
intrauterine growth restriction.

Data

When methoxy polyethylene glycol-epoetin beta was administered subcutaneously to rats and rabbits during
gestation (including the period of organogenesis), bone malformation was observed in both species at 50
mcg/kg once every three days (corresponding to 500 mcg/kg/month or 417-fold the recommended human dose)
in studies of embryo-fetal development. This effect was observed as missing caudal vertebrae resulting in a
thread-like tail in one rat fetus, absent first digit metacarpal and phalanx on each forelimb resulting in
absent pollex in one rabbit fetus, and fused fourth and fifth cervical vertebrae centra in another rabbit fetus.
Dose-related reduction in fetal weights was observed in both rats and rabbits. At doses 5 mcg/kg once every
three days and higher, corresponding to 50 mcg/kg/month or 42-fold the recommended human dose, methoxy
polyethylene glycol-epoetin beta caused exaggerated pharmacodynamic effects in dams.

Once-weekly doses of methoxy polyethylene glycol-epoetin beta up to 50 mcg/kg/dose (corresponding to 200
mcg/kg/month or 167-fold the recommended human dose) given to pregnant and lactating rats did not
adversely affect pregnancy parameters, natural delivery or litter observations in a study of pre-and postnatal
development. Increased deaths and significant reduction in the growth rate of the F1 generation were
observed during lactation and early post weaning period at 20 and 50 mcg/kg/dose, corresponding to 80 and
200 mcg/kg/month or 67- and 167-fold the recommended human dose. A significant reduction in the growth
rate of the F1 generation was evident already at 5 mcg/kg/dose, corresponding to 20 mecg/kg/month or 17-fold
the recommended human dose. However, no remarkable effect on reflex, physical and cognitive development
or reproductive performance was observed in F1 generation of any dose groups.

The dose level not causing any adverse effect on dams or offspring was not determined.
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8.2 Lactation

Risk Summary

There are no data on the presence of methoxy polyethylene glycol-epoetin beta in human milk, the effects on
the breastfed child, or the effects on milk production. However, endogenous erythropoietin is present in
human milk. In rats, methoxy polyethylene glycol-epoetin beta was present in maternal milk (see Data).
When a drug is present in animal milk, it is likely that the drug will be present in human milk. The lack of
clinical data during lactation precludes a clear determination of the risk of Mircera to a child during lactation.
Therefore, the developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for Mircera and any potential adverse effects on the breastfed child from Mircera or
from the underlying maternal condition.

Data

A dose of methoxy polyethylene glycol-epoetin beta approximately 3-fold greater than the recommended
human dose was administered to lactating rats. Methoxy polyethylene glycol-epoetin beta was detected in
maternal milk 4 hours postdose and reached maximum concentration 48 hours postdose. The maximum
amount of methoxy polyethylene glycol-epoetin beta in milk was about 10-fold lower than in serum. The
concentration of drug in animal milk does not necessarily predict the concentration of drug in human milk.

A—RBES Y TDHE : Australian categorisation system for prescribing medicines in
pregnancy>
B3 (202241 H)

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.
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i FLEIANA
KE O SCE 8.4 Pediatric Use
(2018 %6 H) The safety and effectiveness of Mircera for the treatment of anemia due to

CKD have been established in pediatric patients 5 to 17 years of age on
hemodialysis who are converting from another ESA after their hemoglobin
level was stabilized with an ESA. The use of Mircera in this pediatric age
group is supported by evidence from adequate and well-controlled studies
of Mircera in adults and a dose-finding study in 64 pediatric patients 5 to
17 years of age with CKD on hemodialysis. The adverse reaction profile
observed in pediatric patients was consistent with the safety profile found
in adults. The safety and effectiveness of Mircera have not been established
in patients less than 5 years of age [see Adverse Reactions and Clinical
Studies].

The safety and effectiveness of Mircera have not been established in
pediatric patients of any age for subcutaneous administration; for
treatment of anemia in patients with CKD on peritoneal dialysis; for
treatment of anemia in patients with CKD who are not yet on dialysis; and
for patients whose hemoglobin level has not been previously stabilized by
treatment with an ESA.
MR > SPC 4.2 Posology and method of administration

(2021 4 12 H) Paediatric population
MIRCERA is not recommended for use in children and adolescents below
18 years due to a lack of safety and efficacy data.
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