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(fZE%]

Eam)

5.1 AFIOEG1x, A OBREFFBIHWSNDE & TH L, BHEAMAESE T Hb RE
10g/dL (Ht & 30%) i CH & ATEEENC X EZ KT 2 En@mEEnTns 2 b
MBERE LT,

(BrinE A 800mL LU LT 1 @MU LD % FET 5 FHETEE DS M)

5.2 RAIOWY) 2efe G-kt g: & U -Clpii 2 B g i fid 761 2 5% & L7z,

2RERUVHAE

(BHEIMm)
WH. AR SIIEL, o R=F > 77y (B z) & LT 118 6,000 E
BREANLZ 0 1 B2 F 595,
BMBGENR DGO O, MFFEE LT, @, AONIZIE 1 [E 6,000 ~12,000 [EFEH
g 2381 1B S35,
WE ., NRICEE R =T Ty Gl Z) & LT 1R 100 EEEHA/kg &8
1R TEET %,
B MSEN RO BAEEIL, ~EZ7 2 B RE T 10g/dL (~~ F27 U > MET 30%) Hijf
LT 5,
ek, BEOGMIEKORE, FRSEIC X EEHET 5,

(BrmEAS 800mL WL T 1 @MU LDFmMEAMZFET 5 FHAETESE OB S MmETm)
R TAN TR ISR LT, %, ~E7 1 B UREN 13g/dL Al o B 1213 RIER:
M 1R S, ~EZ 1 B BN 13~14g/dL OBEEICITPERME L v . AT



TRTF L TAT 7 (Bafz) & LT 11 24,000 EFESHEA A FEERILE TR 1 =

BT &E53%,
MEERIM X, 800mL ATl OGA XTI 2 BRAT, 1200mL fFifL DAL Tk 3 MR a1 %
HZ2ET 5,
B, BEOANT 0 EURESTEITMI RS G U CRERIHEo R 511 4 8 a4
Do

3. ERPR Ak #E

MEBERT—2/1Xy 75—
LR

(2) B

RERMR

BENERUVREEIZET HHER

BEE M)

1. BN —AREGPREAER B UEIN — E 5 R LLEGHER

BT AT X% CAPD fifT 1 OB MA M AF I3 LT, AH 2 &G LI-EN ki

IREER M ONEN —EHEREEGROFERIZLLTO B0 ThoTz,

B MR 127 #] GENTEARTORER M ESE 111 ], CAPD fifTH OB
MRS 16 ) 123k LT, AH 6,000 EFEHEAL IU) 28 1 EEZ TR LZEED
B MSGEFIL 106 BIZFRD DL, TOHAZHEIL83.5% Th oz 1674,
BIVERSHMEEL 5.83% (7/133 ) T o 7=, FAEWEAIL, ME EF 3.0% (4/133
) THoT,

< BT RO/ PR LA 35 Blic LT, 4Tk @@ﬁim/z"& K0 AHAl 50~

100IU/kg %3 1 [Hf T 5 L= & & oZMmdERFRIL 24 HliciBOBN., TDOFH
NRIL 68.6% T -7 9,
BIVEF S EAERE X 2.8% (1/36 i) Th o=, RO OLN-EWEAIL. BEECTH -7,

- BHTEARTO B MEFE 71 BlITK LT, PIlG%, MR EIERGTOZDAR

% 3,000~12,000IU % 2 #IZ 1 A F# 5 Lo RS, SRUGERE 2T 5 UGaEL
X 54 B (76.1%) 12RO BT 2,

« CAPD M7 o Bl 75 Bl LT, A%l 6,000~12,000IU % 2 @i

[ 12 W TG U7 MR 5B o ks 1. & i e MER 2 113 66 %&)%
. ZOHEZNFRIL88.0% TH-o7-7
BRI IT 47% (4185 ) oo, b B RAEIEIL. MWE FR R X
9HIR 45 2.4% (2/85 %) ThH -7,

ek, BHREMOUEICEY, BMRER (@F, BUh, BEHROFERZRE) ©

B\ D LT,



1) ARHEMIED © BERENT. 19935 9 377-387

6) BT B 521Eh B LB AT, 1993; 34t 971-988

7) Wi E SR ED L B L BT, 1993; 35 429-447

4) Nomoto Y, et al. : Perit Dial Int. 1994; 14: 56-60 (PMID:8312416)
3) AT CE D /NEFRHERIR. 1993; 461 1613-1628

2) FHEARRE 5 1Z 7> 1 B L BT, 1993; 35t 269-286

5) FEMEIF) + A AR 5E. 1993; 35: 1081-1090 (PMID:8230819)

(BrinE A 800mL LI ET 1 BRI LU LD % FET 5 FiliEiTEE OB 2 mErm)
2. BEN—RERRGARBR R VBN Z E 5 MR

H L fFim 728 800mL 72y L 1200mL % BA% & 3 % RS Tilf T & B 214 filiC

st UCL FIEER L 1 @R B AH] 24,000IU0 20 1 B F#E L7- & & ORFiL &

WIC~NEZ v EVBREOHEBR ZEE L L2 A20E T 180 HllciBd b, T OHAHR

13 84.1% CTh o7z 8712,

ARBRORBERABBBEEIZLL TDO LB ThHhoT,

- ENE I TFARER CEARER) ORIERRBBEEIL 7.9% (3/3841) Th-o
“. RO DLIZRIERIL, FE, 95, iE, AmEkE R, #k ER. Rafngks
ARE EA & 2.6% (1/38f) Th o7,

- EWNE A B ReiR (AR e ORIERRBBEEIL 2.2% (1/45
Bl) Tholz, BOLNZRIERIZ, KRR, IBRLPERAIETH T,

- [ENE A — iR EABR ISR E) ORIPE BT 5.6% (3/54 f5l) T
bolo, ERBIEMIL, 88 8.7% (2/54 ) Th o7,

- [ENZ I TAHRE (OIS ERE) ORIWERIFEBIBEIL 2.6% (1/38 i) TH -
7o WOLNTEIERIX, EEFTHoT,

- EPNE A — AR ER R RER (Do Bl e ) O RIWERIFEBISEEE I 4.56% (3/67 i) T
Holz, WOLITENERIZ, AST EFKXONALT EH% 3.0% (2/67 f5) Th-o7z,
- ERN—REERRER BRESEN, mARMEED) TiX. AERIIERO e o7z,

8) FEFIRIT A + FEIRIEEIE. 19945 10: 71-84

9) EALF —ERIE At SVEH2 . 1994; 361 1049-1061
10) A HFH#HED © B AR 456, 1993; 67: 919-934 (PMID:8263364)
11) SEAEFTRERIE D B D & D Fx. 19935 167: 661-677
12) Hayashi J, et al. : Transfusion. 1994; 34: 142-146 (PMID:8310485)

(3) ERPARFIEEAER
fERERR N & 6 BRI A 2 F#E- (25, 50, 100, 200IU/kg) (2K % Zeatt & SKiydhng
IZ2WT, FIRN G (100, 2001U/kg) & O ki % & Tl & Ehii L7, DR
o RANIE TEEICBWTHRIRNE G L FRICZETH D 2 L 2R LTz, £z,
FRNE G UL B R RG-Crim iR EE ORI & 0 RSELL o @& mah R ifr S
ﬂf’_ 13)O

13) fyJEIE K - BRARE L, 1992; 8: 2549-2564



(4) FRIHER

(BHgm) v

BTN AR Z X G ARHF 2 1 18], 8 Hf. 6,000 XiX 12,000IU f& F 5
L. AR OV Z2 2 EmalBiEIc CRgt Lz, 2 chkb 4% LY Ht 0 R
72 RS AR & B B REFE /R o 72, AHt TTiX 6,000IU, 12,0001U #E & & 128
B3k I VARICES L, Y4720 oWE Ht ESEX 6,000IU # 0.8%. 12,0001U
B 1.0% ThoTo, ARMEITAMBENR., BRGEE LS 90% (18/20 #l) Th -
7o BWEA KR OERRRAER I, K2, %E, BUN LF, Cr EAPRED b,

D AREEIED  BEARENT. 1993; 9: 377-387

FRIOEBSNE=AERURE]

L ARIOAR SN AER ORI, (V.2 BRI OEBHE,
(B T mErm)
(TS VRHEIR) 1
B Cf i (800mL X% 1,200mL) % T7ET DA TlT T & B & kI S A K %
118, 200, 400 X% 600IU/kg, # 3 it 4[al, fF#&EE L, AR ONVZEMEIEE
FRERBRIEIC CTHRET L 7=, 78 Hb fEOHER & OEE OIREEZ FRIE & L= A 2hPEiE, 20010/
kg ¥ 83.3% (10/12 ) , 400IU/kg £ 100% (13/13 1) K O* 6001U/kg FE 100% (12/12
) Thoto, £, AOWERHERS 37 Bl 5> H i IED 11 (200IU/kg #) %
Br& | AilEFE figpm 2 B C = 7o, RIVER R OERRRA S F A B, 5880 btz
7,
(L ligsh B aEik)
B Oy (800mL) % T &7 5 Rt Flf T & B H & X RICARK 48 1 [\, 200,
400 X% 600IU/kg, #t3[El, TG L, Aok OVt 2 IFERaBRiE I Tiat
L7z, fi7AT Hb [EOHERS , Iyl & & OVEE ONRRES 2 F5tE & Lo A 21X, 200IU/kg
T 78.3% (18/23 i) . 4001U/kg Ff 87.5% (14/16 fil) K& T* 600I1U/kg # 100% (16/16
) Thote, Eio, ARWEFHMRIS 55 FilH 43 5] (78.2%) ~CIwIFH I . A [F]3#E T X
7o BIVEM R OERIR A S 2883, ARAIOFN S <D Hb EO L7238
b,

14) I AAE HIE > © H ARHRII S22 HERE. 1992; 381 699-711

15) ZASCRE 0 AL SRS eSS, 1994; 238 139-151
 [ARIOERBREN-AERVAR] -
P ORKIOERR SN HER ORI, (V.2 HEROHE] OESHE,



(5) #RELAIFHER :

1) B|AEALAITRERIGHER
(BH&m) ©
FEBHT MBS ARBT & X RITAKI 2 1 (8], 8 R, 3,000, 6,000 XX 12,000IU
BTG L, AR OR a4 " HEREGEBRIE I TRET L7, AimdeEsh R
SRS < ARUERE IR, 3,0001U A 62.7% (37/59 1) . 6,0001U #f 84.4% (38/45
i) ¥ 12,0001IU #f 87.5% (42/48 f5]) T v | 6,000 LT 12,0001U £fi% 3,000IU
I L THEIEN TV, EREWEH R OERRAERE X, Wt L. AST
(GOT) E&H-. ALT (GPT) L5, LDH EH&TH 7=,
P bEofER LY AF OGS & LT 6,000IU # 1 [\, 2 F#5 25 -
MELERESNT,

6) HifFH B 52T 1 B & AT, 19935 341 971-988
FHOEBEINEAERURE]
AR OARE N EROCRARIL, TV.2 MEROAR OESMH,

(BT IMmirm)
(AR ER) 10
B ffrim (1,200mL) % 7 &9 2 R0 Fil7 7 & B3 & G AR Kl &2 1 8],
12,000, 24,000 X% 86,000IU, #t4 [0, fT# G L, AOMELAO LML “HE
B HERGEIBR R TR L7, A MR R K O &% 4 FRRE & L 7o A 2 M,
12,000IU #f 93.1 % (27/29 #) . 24,000IU #¥ 92.3 % (24/26 ) K O
36,000IU/kg B 96.6% (28/29 #]) T v, 36,000I1U FfiE 12,0001U FEIZ kLT
AEIEN TV, EREIEHROEIRRAMETE LB L, B, B2, FE, 8
B M OVIFHE REMR A E L H D b7,
PLEofER X0 BRI E 1,200mL (2% UCHTML 1 EERTE Y 24,000IU, ¥
1lEl, & TFEGNEREMAE - HELFEINT,
(Ligs R ) 12
B 2 rEif (800mL) % T &3 5 RN T T EBE 2 X5IC, 778 AIAR
Fla2 1E, 77 &R, 12,000 Xi 24,000I1U, i3 [E, & F#5 L, ALY
et T B R IEGRBRE IS TRE L7s, BRI R ) OViTRT Hb S0 &5 2 FeiE &
L7=A9EE, 77 B ARE 42.9% (12/28 #1), 12,000IU #f 57.1% (16/28 fil) &
Y 24,000IU &£ 90.0% (27/30 f5l) ToH V. 24,000IU FEix, 77 B AREEL D
12,000IU BEIZEE L CTHBEICEIL TV, BIVEM K OVER PR i A5 0l 2 28 81,
24,0001U BEICiE B5-1 61, 77 AR AmERESEMm, 7470 /=50 E&
DERO BTz,
PLEofER X v, By & 800mL (2 xF L CHyi 1 MM AT L v A%#I 24,0001U,
1, ETERENEEHE - HREREINT,



10) fAHFH NI - B AR RN A2 5E. 1993; 67: 919-934 (PMID:8263364)
12) Hayashi J, et al. : Transfusion. 1994; 34: 142-146 (PMID:8310485)

AHORRENRERUAR]
AAIOAR SN R ORI, V.2, EROME) OEBHE,

2) LEERERER -
(BHEMm) »

BTV R ERE 2 RICAK 2 1 [a, 12380, 6,000IU L F#5 L, A
%ﬁ&@ﬁé@%fﬁ?ﬁ%ﬁ%kLfgiaﬁ%@ﬁﬁﬁ_fﬁﬁbtoEm&
FRNR K O E M AT RIS < DRUGERE 1T, ARFIEGHE 77.8% (42/54 1) |
TEARHE9.8% (5/6141) ThHV, AFEGHTIIAE LA MUENRER wto
FeRWER RO R AEE R E 1L, AFIRG T LA, BHEE, K B350
iz, £, 7L T7F = (Cr). CCr XX 1/Cr ¥ L L= BHEREIZ T 5

BT W TCEITERO b o T,
PEORER XY AAlOWHIE S £ LT 6,000IU # 1 7], & 51X, 78R
BRI L THERAMSEN R ZRBOA AN MR I N,

7RI BT & L BT, 1993; 35 429-447

(BT M)

(I FLaE) W

B i firfn (1,200mL) % T &9 5 R T 78 A 2 KUK 28 1 [, &

4 18], 24,000IU, ZF#5 L, AEERONELE2EE 7 78R EextiBeE LT EHEMR

PERERBRVEL TG L7z, SRR MR R O i &5 2 R & Lo ahiEix, A

FIB -8 77.5% (31/40 f51]) . 7" 7 EREE 10.5% (4/38 i) Toh VD, KA GHIL

AERAIMEEZRO T, EREWER LR OERREME T EEIX, AREERHCEY

AR, R NERAIRSFED b,

PLbEofER LY BAERFM & 1,200mL (2% UC T 138 ET X © AH] 24,0001U0,

ﬁl@ T #5772 ARG LA B AR i B R ONEH) - a1 3R %
ROH AR ST,

11) SEAEBTRBRIE D - B D & D . 19935 167: 661-677

3) REMEAER
BEHam) ?
BTN AR 2 X RUCKIEFI O BAE Ht ICHERFCX 2 X 9. AK% BHE Ht
\ZEET D ETIEM 1, 20k 282 118, 48 R, 3,000~12,000IU £ F#5-
L. EMifGIChlo 2800, etttk OHERH 5715 % FEERRBE IS TRET L
7=, ZTORER, AMUGEMERFIRICOWT, B EAZEEHEKT 2 Lick ) B
BeHTCORDENBD DTz, 7R W%&U%%@EmﬁMi e M, BEE .
JFRERERR A 2L 3380 DTz, R G2 W TH BRI T 2 8IE, D
LIV mo T,



PLEDRER I . KA OHER S O HiE - HEIX. 6,000~12,000IU, 2|
Bl R NEGOFRMERHERI N,

2) HEARFE B2 1 B & BT, 1993; 351 269-286

4) BE - RERIHER -

B L
(6) AERIER -
1) ERARERE - BEFERARERE FHHEE) - ERFTEEERHER (MREZEREK
AER) -
(BMEm)

1. ERARERE
LAAMEIZOUNT 909 Bl DR x5 & Sz, BIVEFAZBUEFIZEIT 4.2% (38/909
) THY, BELULEREWERIZ, &SiLE 234) THO ., HKBKFE TIZHR
OOHNTWEREER EFEETH -7,
BT DWW TIE, 906 BIAENTIR E Siv, BMciENREZBIZ L LI-Aoh%
(TE%h) LLE) 30 G O5A1X 72.3% (480/664 f5]) T, HEFF&5-OHA
1% 73.1% (106/145 ) TH 7=,
B, R EREATL2BE (FE. FERESIE. MR Icon T,
il AR R AL & L CUNEE SIUZER] L 0 i S, %2 &2 - BRI
TOLEY Thole, milind : BIMEARBUEGIFIX 3.56% (15/432 #) . Azh=
i@%&@7pﬂ6@m@%@b ﬁ%&%ﬂ9&6@&mm)f%oto$#
(2 L 2 RN CITEIVE R R BIER R L OE 2RI E T o T, FFRE
OF : BITER S8 BUERIHR izw%um5m)fiﬁﬁ+im%&5&m%(%m9
WD\ﬁﬁ&555m6@@W)T%oﬁoﬁr@mﬁ®ﬁﬁ;iégﬁﬁﬁf
RIERFBUEGIRIZ TR D o T, /IR - ISR SAVTIEBIE 5 1] (RIE
;ﬂ::foi L) ThH-oT.
UboZ &nt, Bk R TEEMEROEIEIZONT, FEOXISBNBE L
% &9 REEAILRD Lo T,
(FENEED

2. 55 ERE

(1) ESERICBE T 2504A « EERAQRIEH & LCERE ) 2RO LN,
AR & OBEMEIIA & Silc, RITERZEELEIT 13~24 1T 1.7% (4/230
). 25~36 1T 1.8% (3/171 i), 37~48 T 0.7% (1/134 f5]) Th
V. WTHLOFREHRIC IS W THEEHAER A (58 12 8) ToRIfE
FH A BUE B 58 4.2% (38/909 #) % FlEI->7-, A#FEIL, 24 WK T
70.9% (163/230 f511) . 36 #EF T 67.7% (115/170 #]) . 48 ¥ Kf T
69.9% (93/133 i) THE L E 3@Eﬂﬁﬂokoui@:kﬂE\K

ORI 2 &AM & A RMHEICHERITRR D b oT,
(&R



(2) HEPEMF TR 2B GBI 5 A - BRI OEPER AR BN & G Sz
6 BIZHONWT, RFDOZEMERNGIEZ L br A7 T ¢ TITE LT,
FE L 6 BlIZBWTEWERIZRD T, BIE~OEELFED LR
ST, Flo. BRI 66.7% (46 ) THY . AKFNOILPERIZXT T 5%
M & AR REAITRO v o T,

(FENEE

(BrmEAS 800mL LI ET 1 EMLULDOFmMHMZFET 2 FHiETEEDE S MET
)
1. ERBRERE
LEPEIZOUNT 1,084 BIAMENT SR & Siviz, BIVERISBUERFIEEIT 2.0% (22/1,084
#l) THY %aﬁi1mﬁ§m%ﬁﬁﬁ+5m6@uw3ﬁ)&w&LTm
< RBMEMITRD SenoT-, BB L EREWEMIZ. ALT(GPT) L& (6
GON Aﬁﬁmﬂiﬂ(5ﬁ)*?&@ TR TIZERO BN TWZRIERM &
FlEcCTH -7,
BRI OWTIX, BEFmEZREZEELE La0E (T2 Bk X
88.8% (963/1,084 f5]) TH YV, EKBEFOFHELIZTFR L Th o7,
nEB., FlERE AT HBE (BimE . BREGOE. WRESE. NE
TEPER) 12 OWTIE, ARG A & L Qe S JER X 0 i S, &4
M BRI TO LB Thot-, Eld  BIEMRISEIEG =1
1.6% (8/489 f51) TH VY, HZHEIL90.5% (431/476 #]) Th 7=, F#HiC &
% JE RN CIEENWERR B KO RICET o Tz, BIRBAIE 12
BIERE S (BIERBS 2 L AZIER 90%), HRBAGHE @ 20 BIER ST
(BIER#E 72 LAZER100%), /INE : 3FIER SN (BIER®RE2 L AR
3 100%) ,
Pbozent, BEMEROENEICOWT, BHEOMRNME L5 L 57
RIERITRRD b o7,
(FENEED

2. 55 RE
(1) BEPESRIC 6T D B G B4 2 A - AFIAEA S U pERIERIC BV T
ARG OIS, 2t AOMEOFMIiE 2L hr AT T 47
WA L7z, 20 B TIZBWTRIER R R IE~DZEITR O 6T, A
%%@9mm)mmom)f%@\ﬁﬁwﬂ?%:ﬂﬁéﬁé@&ﬁﬁﬁm
FESIIRD Lo T2,

(RN
(2) BEE - BiesR, ARIMLERKEEED D VM MRS REIZ R 3 2 B OB (LIS

ﬂki@%%%ﬂﬁ@)wmm%ﬂﬁﬁ BT LA TIL, BWERUXERR
MR E 2 4.8% (3/62 #]) ([ZFH LN, WINbEER D O T/
Mo tz, FIBARMEEIC B T 25RA T, BIERD 4.4% (3/68 ) 1Z78%
ST, BEERRBIWEM & U TERMik 0L TR ERIR IARE M O ZEARAE AN
1BId - 7228, 2 OIEFNIRBREI AR & BEIC AR TR AE s 0 . AAI L



DORFEBERIIARIHTH o 7z, LMESVBHEIBIZ BV TARFIZ OFH L7z B ity
A R OEERE - MREAR, ARIMEREEREICBE I DA, f/VRER % ORI
INRBROBLERF L& 2 A, /MR, i MERE, SVIIA 1%
P ATP EIZ DWW TIE, AAIBEG RN L CRIRERNICA B RZEZNRD
NP, WIS EFEOHEANOE ThH o7, BEEIAFFIEKIZIHS T
X, BREE O/ R TUHEASTR D S ALTZ A3, EEE - FRIASRIS KON PN R
ROMSREIZZAL L7272, LAED 2 & 2y BAHNTEERE - SRIARIC RIE T %
T nwEE B,
(FENEED
(3) MEARHE D B QT M3 2 G20 R O MO RE « 1 ESNEHEIR
DR TINIATRE O 5 B B iz 2 7 23 2 B B E 58 JEFIC
BT, MTRTFRE B RRIE R OMb 2 ESE) OF IS X 0 REIOF 2hiE
B OV M2t Uiz, BIPERIZRRD S 9, el Hb JREHINEIZ L V3
i L7= A2, AREIEZR LR, HORSRRIERE, (L PRIERE, HUR AR
& ALFREEF RO S M CAE B R EITRBO bR o T, LLEDZ &)
HAANT O e R e o B B O H I ETMIC KT LT, ettt A
PRI RITRE D IR o T2,
(FEPNEED

2) RRFEME LTEEFEDABERITEE L -HEBROBE -
A% L0



VI. BHEREICEHY HIER

1P BEEH B IL MRS & WE
t b 2R ReF U lA o RF o R—% GBI 2)
TIRTTF 2 T vN (BIaFHHR)
(=R=F > 77 7 %k 1)
HN_RF o A7 7 GEETFHMRZ)
THRTZT v R—=% XA GEIE L Z)

2 EHEEHA

(1) EREML - 1ERHR -

1) 1’EFH"‘M_*L
BEOARMERATHGMIL, 3 & U TR BRI ERATERM I
2) 1’FFFH‘§E$
N TR MERI T B #EIC BT 20k « BFEIC L - THEA SN D, BIFETIE FRIZR

FTIRMERFEAED A T = X LB —RINZGERD BTV D,

Tbb, BRNICIE, SFEMEKICHET 22 AT 2 ZESas b, 2
O S ARIMER, AMERA/MEL TS 2 &bt Tna,

ARILERR TIX, AISHIAL > D RTRZFERDPIEL S 4L, DR, REIC~EZ v E V26
BU TR U, AR RMEARIEER,. Y PEARZEER, IEYMERIEFER 2R T, itk L=
%, MRIRIMER, FRIEK & 72 D,

AR CACRONCEORONE

LHett BIHARIFER BEARIFERAIRIFER FiIEENE 23 it #@IAFRMEK FRmBK
gl RUBRHAT  RUBRHHAD FRIFER Tﬁﬁ ﬁ%

T Y Z2uRxF > (EPO) (X, Z O MERATEEIaO £ & LT, IR ERATEGH
B L, 2zt - imﬁﬁz§%fifﬁu£kftﬁz%fﬁﬂﬁfﬁ‘z>1@

(2) EhZ BT BHEBRAAR -
1) S ATERMARIC I 23R
AR MATERARLS 5 LT AHID 1 v = — TR UM 2 Wat L7 . R
FERAIBEANE (CFU-E) B2k 2w =—JEk 2 B (CedE S8, SR T CIniy
IREFERATEGHNE (BFU-E) Hkoan=—EkzfeE S5 7 (in vitro)
Fo. BHERMEHF BV TS CFU-E, BFU-E fi3ko 2o =— Bk 4R =&
% 18)O



2) =1 {E A
AN T > M T ULFRIRNE G- Lz & &, HELR OB EREIEF LT
EREMNRPFRO bz, o, BIRNE S &R TG 1T 5 @& M 2 g
LR, RTEEGICE D RITEIRAE G 2D LR S Em 23R L
7'—: 19,20)0
Flo, OB T v b S~ A UFHERRET v MR OEEEERE~ T
2 HWZBEMEEMET VT, AFIOFIRNEEIC LY | BEREMSGENRD L
ﬂf: 19, 21, 22)O
B2, EmBEIC LIV EME R >72T v MRS XITEIRNE G- LIz &, il
P SO TR K OV 12> & D[RR RN 3R BTz 252

(3) fE FASETRBSR - FHERERT -
R L



VI. EYEREICEE T HIER

1.MPREDHER - AIEX

() AELEDLMPERE
B - L 2

(2) IxE MR E R ERR
[VIL1.(3) Ef R BR CRERR S-S | DIES IR

(3) ERRER CHER I N-MFRE :
n&%mx
R R AN B 100 EEEHAL (LR TU) /kg X% 2001U/kg % Hi[al# 5 L= & &
FRIRIN B ClE ty, (X2 NEN 4.76 X1 5.01 Kiff] THHo7-DIcxt L, B F#ET
I3 12 FEfIZ C,,, (ZENZ4 103.6 X% 242.3mIU/mL) (2L, t,, TZH

T 22.2 L 224 Rl CThH o 7=, FeH-1% 36 R LARRIT, R THRG O3 m W g
FETHERR L=,

IRR—FHIRAXIEETHEES LIz ETOMEFREHKS
5 10"
£ —m 100 TU/kg % F 8 5 (56D)
= —0—100 IU/kg RN (561)
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w100 —0—200 1U/kg HHIRPTXS (467)
52
AN
N
H
* 2
o 10
X
o
*
e
= 10 T T T T
0 24 48 72 96 (I5MH)
PO
EEEE /NS A — &
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EMBEE/RS A —4

o AUC Cinax tip
(IU h/mL) (mIU/mL) (h)
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MAEHITT5Z ENEREE TRINSIBEICRDZ &,

« BRIMIZYESE » CARFICHFMAH g W T Hoiia+ 2 £ &bz, £
RS & B MMIE O AMEH OB DS EIZ DS BEORIEEZGD Z &,
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MY A RZF UHEOREEZBET D &,

[MVI.8.(1)) D]
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(ECMmErm) ¥ 19954 1 7 20 H, = ZXAR—p T 6000 + 9000 + 12000 - 24000 Bk A&FRH
. B3 - AE A R R O B &
72 MM E Fl & 593 1,084 1,677
Bl E B % 3] iE 6 ¥ 31 22 53
Bl £ B % B # % 60 34 94
Bl 15 B & B E Bl = 5.2% 2.0% 3.2%
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15.1.1 PRAF IR MER R A 12 3810 2 B A b3 2 AR ifiL Bk i i 3 (K] 1
AN X DWIRIZHOWT, AfENEZ B B URE L 13.5g/dL IZFRE L
72 B T, 11.3g/dL IR E L7 AR LT, AEIFEC L)
DA REEDFEHFMENE N EITRENT-E DREND B 39,

15.1.2 2 AU RIS CTRMER M 2 A PF L T D RAFHNIE M B s g s BV T
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N SNBED LTI RNRESNZERE (/e U BE
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15.1.3 LARESCEIMAME LR EZ S0 2 MRS BE BV T, BiE~ES
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15.1.4 2 AALZIRE ORI E I K 2 B BE S (2R i ERE f fil g K] 1
RN Z R 532 2 LIc L0 EFHR ORISR b L oWEN D
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15.1.5 FURHRIETE T & D2 M HRE D (2 FR M BR i i A 84 2 B 53 % =
Lok, EEERSUIBHEEO U A7 NEINLEZEOREND

é 38, 39) o
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53
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IXENTITARBAND [REXIIZNE) THLIBABEE G E Lo BRICB W TAGFH
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M3 BMEINTNDZ &b, BRDHIERREZX L7201, BEEd 2 3B 2
[ZOMOBEE] OB LT,

(2) JEEGRRERERICE D B3R -
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14 BEEHM

199541 H 20 H~1999 41 H 19 H () 7T)
(3% : = ZAR—F FH 6000 - 9000 + 12000 - 24000 7 > 7 VLA kb3 5 FR5E A 1IR)

15 REHHFIRERRICET 5155H
%Y L

16.%5f 30— K
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CERE 743 H 17 B RRFEE 41 5. “Fak 14 4 12 H 13 A fREFEE 1213001 5,
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KERMXE (Epogen® (epoetin alfa) injection : 2018 & 7 AgkET)

ZNRE ST RN R 1 INDICATIONS AND USAGE

b
o

1.1 Anemia Due to Chronic Kidney Disease

Epogen is indicated for the treatment of anemia due to chronic kidney disease
(CKD), including patients on dialysis and not on dialysis to decrease the need
for red blood cell (RBC) transfusion.

1.2 Anemia Due to Zidovudine in Patients with HIV-infection

Epogen isindicated for the treatment of anemia due to zidovudine administered
at < 4200 mg/week in patients with HIV-infection with endogenous serum
erythropoietin levels of < 500 mUnits/mL.

1.3 Anemia Due to Chemotherapy in Patients With Cancer

Epogen 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.

1.4 Reduction of Allogeneic Red Blood Cell Transfusions in Patients Undergoing
Elective, Noncardiac, Nonvascular Surgery

Epogen is indicated to reduce the need for allogeneic RBC transfusions among
patients with perioperative hemoglobin > 10 to < 13 g/dLL who are at high risk
for perioperative blood loss from elective, noncardiac, nonvascular surgery.
Epogen is not indicated for patients who are willing to donate autologous blood
preoperatively.

1.5 Limitations of Use

Epogen has not been shown to improve quality of life, fatigue, or patient well-
being.

Epogen is not indicated for use:

- In patients with cancer receiving hormonal agents, biologic products, or
radiotherapy, unless also receiving concomitant myelosuppressive
chemotherapy.

+ In patients with cancer receiving myelosuppressive chemotherapy when the
anticipated outcome is cure.

- In patients with cancer receiving myelosuppressive chemotherapy in whom
the anemia can be managed by transfusion.

+ In patients scheduled for surgery who are willing to donate autologous blood.

+ In patients undergoing cardiac or vascular surgery.

+ As a substitute for RBC transfusions in patients who require immediate
correction of anemia.
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2 DOSAGE AND ADMINISTRATION

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 Epogen.
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.

Selection of Formulation

In pregnant women, lactating women, neonates, and infants use only single-
dose vials (the benzyl alcohol-free formulation) /see Contraindications (4) and
Use in Specific Populations (8.1, 8.2, and 8.4)].

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, ESA
dose, or dosing strategy that does not increase these risks. Individualize dosing
and use the lowest dose of Epogen 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 reactions /see
Boxed Warning and Clinical Studies (14)].

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 Epogen 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 Epogen 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 Epogen if responsiveness does not improve.
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For adult patients with CKD on dialysis:

+ Initiate Epogen 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 Epogen.

+ The recommended starting dose for adult patients is 50 to 100 Units/kg 3
times weekly intravenously or subcutaneously. The intravenous route is
recommended for patients on hemodialysis.

For adult patients with CKD not on dialysis:

+ Consider initiating Epogen 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
Epogen, and use the lowest dose of Epogen sufficient to reduce the need for
RBC transfusions.

+ The recommended starting dose for adult patients is 50 to 100 Units/kg 3
times weekly intravenously or subcutaneously.

For pediatric patients with CKD:

+ Initiate Epogen treatment only 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 Epogen.

* The recommended starting dose for pediatric patients (ages 1 month or older)
is 50 Units/kg 3 times weekly intravenously or subcutaneously.

When treating patients who have chronic kidney disease and cancer, physicians
should refer to Warnings and Precautions (5.1 and 5.2).

2.3 Zidovudine-treated Patients with HIV-infection

Starting Dose

The recommended starting dose in adults is 100 Units/kg as an intravenous or
subcutaneous injection 3 times per week.

Dose Adjustment

« If hemoglobin does not increase after 8 weeks of therapy, increase Epogen
dose by approximately 50 to 100 Units/kg at 4- to 8-week intervals until
hemoglobin reaches a level needed to avoid RBC transfusions or 300
Units/kg.

+ Withhold Epogen if hemoglobin exceeds 12 g/dL.. Resume therapy at a dose
25% below the previous dose when hemoglobin declines to less than 11 g/dL.

Discontinue Epogen if an increase in hemoglobin is not achieved at a dose of
300 Units/kg for 8 weeks.

2.4 Patients on Cancer Chemotherapy

Initiate Epogen 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 Epogen necessary to avoid RBC transfusions.
Recommended Starting Dose

Adults:

+ 150 Units/kg subcutaneously 3 times per week until completion of a
chemotherapy course or

+ 40,000 Units subcutaneously weekly until completion of a chemotherapy
course.

Pediatric Patients (5 to 18 years):

+ 600 Units/kg intravenously weekly until completion of a chemotherapy
course.
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Reduce dose by 25% if:

- Hemoglobin increases greater than 1 g/dL in any 2-week period or

- Hemoglobin reaches a level needed to avoid RBC transfusion.

Withhold dose if hemoglobin exceeds a level needed to avoid RBC transfusion.
Reinitiate at a dose 25% below the previous dose when hemoglobin approaches
a level where RBC transfusions may be required.

Dose Increase
After the initial 4 weeks of Epogen therapy, if hemoglobin increases by less than
1 g/dL and remains below 10 g/dL, increase dose to:

+ 300 Units/kg three times per week in adults or

+ 60,000 Units weekly in adults

+ 900 Units/kg (maximum 60,000 Units) weekly in pediatric patients
After 8 weeks of therapy, if there is no response as measured by hemoglobin
levels or if RBC transfusions are still required, discontinue Epogen.

2.5 Surgery Patients
The recommended Epogen regimens are:
+ 300 Units/kg per day subcutaneously for 15 days total: administered daily
for 10 days before surgery, on the day of surgery, and for 4 days after surgery.
+ 600 Units/kg subcutaneously in 4 doses administered 21, 14, and 7 days
before surgery and on the day of surgery.
Deep venous thrombosis prophylaxis is recommended during Epogen therapy
[see Warnings and Precautions (5.1)].

2.6 Preparation and Administration

+ Do not shake. Do not use Epogen that has been shaken or frozen.

+ Protect vials from light.

+ Parenteral drug products should be inspected visually for particulate matter
and discoloration prior to administration. Do not use any vials exhibiting
particulate matter or discoloration.

+ Discard unused portions of Epogen in preservative—free vials. Do not re-enter
preservative—free vials.

+ Store unused portions of Epogen in multiple-dose vials at 36°F to 46°F (2°C
to 8°C). Discard 21 days after initial entry.

+ Do not dilute. Do not mix with other drug solutions except for admixing as
described below:

Preservative—free Epogen from single-dose vials may be admixed in a syringe
with bacteriostatic 0.9% sodium chloride injection, USP, with benzyl alcohol
0.9% (bacteriostatic saline) in a 1:1 ratio using aseptic technique at the time of
administration. Do not mix Epogen with bacteriostatic saline when
administering to pregnant women, lactating women, neonates, and infants /see

Use in Specific Populations (8.1, 8.2, 8.4)].
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(20187 H) Risk Summary

Epogen from multiple—dose vials contains benzyl alcohol and is
contraindicated in pregnant women [see Contraindications (4)].
When therapy with Epogen is needed during pregnancy, use a
benzyl alcohol-free formulation (i.e., single-dose vial). Do not mix
Epogen with bacteriostatic saline when administering to pregnant
women because it contains benzyl alcohol (see Clinical
Considerations) [see Dosage and Administration (2.1)].

The limited available data on Epogen use in pregnant women are
insufficient to determine a drug-associated risk of adverse
developmental outcomes. In animal reproductive and
developmental toxicity studies, adverse fetal effects including
embryo—fetal death, skeletal anomalies, and growth defects
occurred when pregnant rats received epoetin alfa at doses
approximating the clinical recommended starting doses (see
Data). Consider the benefits and risks of Epogen single-dose vials
for the mother and possible risks to the fetus when prescribing
Epogen 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.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

The multiple-dose vials of Epogen contain benzyl alcohol. The
preservative benzyl alcohol has been associated with serious
adverse reactions and death when administered intravenously to
neonates and infants /see Warnings and Precautions (5.9), Use in
Specific Populations (8.4)]. There is a potential for similar risks to
fetuses exposed to benzyl alcohol in utero.
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Data

Human Data

There are reports of pregnant women with anemia alone or anemia
associated with severe renal disease and other hematologic
disorders who received Epogen. Polyhydramnios and intrauterine
growth restriction were reported in women with chronic renal
disease, which is associated with an increased risk for these
adverse pregnancy outcomes.

Due to the limited number of exposed pregnancies and multiple
confounding factors (such as underlying maternal conditions,
other maternal medications, and gestational timing of exposure),
these published case reports and studies do not reliably estimate
the frequency, presence or absence of adverse outcomes.

Animal Data

When rats received Epogen at doses greater than or equal to 100
Units/kg/day during mating and through early pregnancy (dosing
stopped prior to organogenesis), there were slight increases in the
incidences of pre— and post-implantation loss, and a decrease in
live fetuses in the presence of maternal toxicity (red limbs/pinna,
focal splenic capsular toxicity, increased organ weights). This
animal dose level of 100 Units/kg/day may approximate the clinical
recommended starting dose, depending on the treatment
indication. When pregnant rats and rabbits received intravenous
doses of up to 500 mg/kg/day of Epogen only during organogenesis
(gestational days 7 to 17 in rats and gestational days 6 to 18 in
rabbits), no teratogenic effects were observed in the offspring. The
offspring (F1 generation) of the treated rats were observed
postnatally; rats from the F1 generation reached maturity and
were mated; no Epogen-related effects were apparent for their
offspring (F2 generation fetuses).

When pregnant rats received Epogen at doses of 500 Units/kg/day
late in pregnancy (after the period of organogenesis from day 17 of
gestation through day 21 of lactation), pups exhibited decreased
number of caudal vertebrae, decreased body weight gain, and
delayed appearance of abdominal hair, eyelid opening, and
ossification in the presence of maternal toxicity (red limbs/pinna,
increased organ weights). This animal dose level of 500 U/kg/day
is approximately five times the clinical recommended starting dose
depending on the patient’ s treatment indication.

8.2 Lactation

Risk Summary

Epogen from multiple—dose vials contains benzyl alcohol and is
contraindicated in lactating women [see Contraindications (4),
Warnings and Precautions (5.9)]. Advise a lactating woman not to
breastfeed for at least 2 weeks after the last dose. The preservative
benzyl alcohol has been associated with serious adverse reactions
and death when administered intravenously to neonates and
infants /see Use in Specific Populations (8.4)]. There is a potential
for similar risks to infants exposed to benzyl alcohol through
human milk.
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j?zg(é';ij}%) Do not mix Epogen with bacteriostatic saline containing benzyl
alcohol, if administering Epogen to a lactating woman /see Dosage
and Administration (2.1)].
There is no information regarding the presence of Epogen in
human milk, the effects on the breastfed infant, or the effects on
milk production. However, endogenous erythropoietin is present in
human milk. Because many drugs are present in human milk,
caution should be exercised when Epogen from single-dose vials is
administered to a lactating woman.
bapl
FA—A N7 U T D43%E . (An Australian categorisation of risk B3
of drug use in pregnancy) (2022 4F 5 H database)

B PO

A=A~ 7 U T D43%E ¢ (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.
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(201847 H) The multiple-dose vials are formulated with benzyl alcohol and are

contraindicated for use in neonates and infants /see
Contraindications (4), Warnings and Precautions (5.9)]. When
therapy with Epogen is needed in neonates and infants, use the
single-dose vial, which is a benzyl alcohol-free formulation. Do not
mix the single-dose vials with bacteriostatic saline when
administering Epogen to neonates or infants because it contains
benzyl alcohol /see Dosage and Administration (2.6)].
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Serious adverse reactions including fatal reactions and the
“gasping syndrome” occurred in premature neonates and infants
in the neonatal intensive care unit who received drugs containing
benzyl alcohol as a preservative. In these cases, benzyl alcohol
dosages of 99 to 234 mg/kg/day produced high levels of benzyl
alcohol and its metabolites in the blood and urine (blood levels of
benzyl alcohol were 0.61 to 1.378 mmol/L). Additional adverse
reactions included gradual neurological deterioration, seizures,
intracranial hemorrhage, hematologic abnormalities, skin
breakdown, hepatic and renal failure, hypotension, bradycardia,
and cardiovascular collapse. Preterm, low birth weight infants
may be more likely to develop these reactions because they may be
less able to metabolize benzyl alcohol. The minimum amount of
benzyl alcohol at which serious adverse reactions may occur is
not known /see Warnings and Precautions (5.9)].

Pediatric Patients with CKD

Epogen is indicated in pediatric patients, ages 1 month to 16 years
of age, for the treatment of anemia associated with CKD requiring
dialysis. Safety and effectiveness in pediatric patients less than 1
month old have not been established /see Clinical Studies (14.1)].
Use of Epogen in pediatric patients with CKD not requiring
dialysis is supported by efficacy in pediatric patients requiring
dialysis. The mechanism of action of Epogen is the same for these
two populations. Published literature also has reported the use of
Epogen in pediatric patients with CKD not requiring dialysis.
Dose—-dependent increases in hemoglobin and hematocrit were
observed with reductions in transfusion requirements.

The safety data from the pediatric studies and postmarketing
reports are similar to those obtained from the studies of Epogen in
adult patients with CKD [see Warnings and Precautions (5) and
Adverse Reactions (6.1)]. Postmarketing reports do not indicate a
difference in safety profiles in pediatric patients with CKD
requiring dialysis and not requiring dialysis.

Pediatric Patients with Cancer on Chemotherapy

Epogen is indicated in patients 5 to 18 years old for the treatment
of anemia due to concomitant myelosuppressive chemotherapy.
Safety and effectiveness in pediatric patients less than 5 years of
age have not been established [see Clinical Studies (14.3)]. The
safety data from these studies are similar to those obtained from
the studies of Epogen in adult patients with cancer /see Warnings
and Precautions (5.1, 5.2) and Adverse Reactions (6.1)].

Pediatric Patients With HIV-infection Receiving Zidovudine
Published literature has reported the use of Epogen in 20
zidovudine-treated, anemic, pediatric patients with HIVinfection,
ages 8 months to 17 years, treated with 50 to 400 Units/kg
subcutaneously or intravenously 2 to 3 times per week. Increases
in hemoglobin levels and in reticulocyte counts and decreases in or
elimination of RBC transfusions were observed.
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Limited pharmacokinetic data from a study of 7 preterm, very low
birth weight neonates and 10 healthy adults given intravenous
erythropoietin  suggested that distribution volume was
approximately 1.5 to 2 times higher in the preterm neonates than
in the healthy adults, and clearance was approximately 3 times
higher in the preterm neonates than in the healthy adults.
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